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TÍTULO / TITLE:  - Images in clinical medicine. Pain in the thumb related to 

disease in the lung. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - N Engl J Med. 2013 May 2;368(18):1731. doi: 

10.1056/NEJMicm1212346. 
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AUTORES / AUTHORS:  - Wijbrandts CA; van Schaardenburg D 

INSTITUCIÓN / INSTITUTION:  - Academic Medical Center, Amsterdam, The 

Netherlands. 
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TÍTULO / TITLE:  - Randomized International Phase III Trial of ERCC1 and RRM1 

Expression-Based Chemotherapy Versus Gemcitabine/Carboplatin in Advanced 

Non-Small-Cell Lung Cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - J Clin Oncol. 2013 May 20. 

 ●●Enlace al texto completo (gratuito o de pago) 1200/JCO.2012.46.9783 
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AUTORES / AUTHORS:  - Bepler G; Williams C; Schell MJ; Chen W; Zheng Z; 

Simon G; Gadgeel S; Zhao X; Schreiber F; Brahmer J; Chiappori A; 

Tanvetyanon T; Pinder-Schenck M; Gray J; Haura E; Antonia S; Fischer JR 

INSTITUCIÓN / INSTITUTION:  - Gerold Bepler, Wei Chen, Shirish Gadgeel, 

Karmanos Cancer Institute, Detroit, MI; Gerold Bepler, Charles Williams, 

Michael J. Schell, Zhong Zheng, Xiuhua Zhao, Alberto Chiappori, Tawee 

Tanvetyanon, Mary Pinder-Schenck, Jhanelle Gray, Eric Haura, Scott Antonia, 

Moffitt Cancer Center, Tampa; Fred Schreiber, Watson Clinic, Lakeland, FL; 

George Simon, Fox Chase Cancer Center, Philadelphia, PA; George Simon, 

MD Anderson Cancer Center, Houston, TX; Julie Brahmer, Johns Hopkins 

Medical Center, Baltimore, MD; Juergen R. Fischer, Klinikum Loewenstein,  

Loewenstein, Germany. 

RESUMEN / SUMMARY:  - PURPOSEWe assessed whether chemotherapy 

selection based on in situ ERCC1 and RRM1 protein levels would improve 

survival in patients with advanced non-small-cell lung cancer (NSCLC). 

PATIENTS AND METHODSEligible patients were randomly assigned 2:1 to the 

trial’s experimental arm, which consisted of gemcitabine/carboplatin if RRM1 

and ERCC1 were low, docetaxel/carboplatin if RRM1 was high and ERCC1 was  

low, gemcitabine/docetaxel if RRM1 was low and ERCC1 was high, and 

docetaxel/vinorelbine if both were high. In the control arm, patients received 

gemcitabine/carboplatin. The trial was powered for a 32% improvement in 6-

month progression-free survival (PFS).ResultsOf 331 patients registered, 275 

were eligible. The median number of cycles given was four in both arms. A 

tumor rebiopsy specifically for expression analysis was required in 17% of 

patients. The median time from informed consent to expression analysis was 11 

days. We found no statistically significant differences between the experimental 

arm and the control arm in PFS (6.1 months v 6.9 months) or overall survival 

(11.0 months v 11.3 months). A subset analysis revealed that patients with low 

levels for both proteins who received the same treatment in both treatment arms 

had a statistically better PFS (P = .02) in the control arm (8.1 months) compared 

with  the experimental arm (5.0 months). CONCLUSIONThis demonstrates that 

protein expression analysis for therapeutic decision making is feasible in newly 

diagnosed patients with advanced-stage NSCLC. A tumor rebiopsy is safe, 

required  in 17%, and acceptable to 89% (47 of 53) of patients. 
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TÍTULO / TITLE:  - Identifying the target NSCLC patient for maintenance therapy: 

an analysis from a  placebo-controlled, phase III trial of maintenance 

pemetrexed (H3E-MC-JMEN). 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Ann Oncol. 2013 Jun;24(6):1534-42. doi: 

10.1093/annonc/mdt123. Epub 2013 Apr 4. 
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 ●●Enlace al texto completo (gratuito o de pago) 1093/annonc/mdt123 

AUTORES / AUTHORS:  - Obasaju C; Bowman L; Wang P; Shen W; Winfree KB; 

Smyth EN; Boye ME; John W; Brodowicz T; Belani CP 

INSTITUCIÓN / INSTITUTION:  - Eli Lilly and Company, Indianapolis, USA. 

RESUMEN / SUMMARY:  - BACKGROUND: This was a post hoc analysis of 

patients with non-squamous histology  from a phase III maintenance 

pemetrexed study in advanced non-small cell lung cancer (NSCLC). PATIENTS 

AND METHODS: The six symptom items’ [average symptom burden index 

(ASBI)] mean at baseline was calculated using the lung cancer symptom scale 

(LCSS). Low and high symptom burden (LSB, ASBI < 25; HSB, ASBI >/=  25) 

and performance status (PS: 0, 1) subgroups were analyzed for treatment effect 

on progression-free survival (PFS) and overall survival (OS) using the Cox 

proportional hazard models adjusted for demographic/clinical factors. 

RESULTS: Significantly longer PFS and OS for pemetrexed versus placebo 

occurred in LSB patients [PFS: median 5.1 versus 2.4 months, hazard ratio 

(HR) 0.49, P < 0.0001;  OS: median 17.5 versus 11.0 months, HR 0.63, P = 

0.0012] and PS 0 patients (PFS:  median 5.5 versus 1.7 months, HR 0.36, P < 

0.0001; OS: median 17.7 versus 10.3 months, HR 0.54, P = 0.0019). 

Significantly longer PFS, but not OS, occurred in HSB patients (median 3.7 

versus 2.8 months, HR 0.50, P = 0.0033) and PS 1 patients (median 4.4 versus 

2.8 months, HR 0.60, P = 0.0002). CONCLUSIONS: ASBI and PS are 

associated with survival for non-squamous NSCLC patients, suggesting that 

maintenance pemetrexed is useful for LSB or PS 0 patients following induction. 
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TÍTULO / TITLE:  - A Trial of Autologous Ex vivo-expanded NK Cell-enriched 

Lymphocytes with Docetaxel in Patients with Advanced Non-small Cell Lung 

Cancer as Second- or Third-line Treatment: Phase IIa Study. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Anticancer Res. 2013 May;33(5):2115-22. 

AUTORES / AUTHORS:  - Yang YJ; Park JC; Kim HK; Kang JH; Park SY 

INSTITUCIÓN / INSTITUTION:  - Department of Internal Medicine, Daejeon St. 

Mary’s Hospital, The Catholic University of Korea College of Medicine, 64, 

Daeheung-ro, Jung-gu, Daejeon 301-723, Korea. sypark1011@hotmail.com. 

RESUMEN / SUMMARY:  - BACKGROUND: New strategies are still needed to 

enhance the treatment outcome for  advanced non-small cell lung cancer, in 

spite of recent remarkable developments.  Cancer immunotherapy has been 

attractive since a long time, with diverse clinical attempts and results. In 

particular, natural killer (NK) cells have received considerable attention because 

of their potential role in immune surveillance in  vivo by destroying infected or 

transformed cells. Major histocompatibility complex class I-related chain A/B 

(MICA/B) on tumor cells, known as the representative ligand for NKG2D 

http://dx.doi.org/10.1093/annonc/mdt123
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23645763&dopt=Abstract
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receptor on NK cells, has been reported to be modulated by a variety of stress 

factors, including some chemotherapeutic agents, and it is anticipated that 

enhancing MICA/B expression will be contributory to anticancer treatment. With 

recent development of expanding autologous ex vivo NK  cell-enriched 

lymphocytes (NKL), we designed a trial to augment the anticancer effect by co-

administering NKL and docetaxel, one of the second-line agents used  for 

treatment of patients with advanced non-small cell lung cancer (NSCLC). 

PATIENTS AND METHODS: Eligible patients were between the age of 20 and 

75 years,  with an Eastern Cooperative Oncology Group (ECOG) performance 

status (PS) of 0 to 2, and previously received one chemotherapy or two 

regimens including one epidermal growth factor receptor (EGFR) tyrosine 

kinase inhibitor, stage IIIB/IV, histologically- or cytologically-proven NSCLC with 

measurable lesions. NKL were kindly prepared and provided from NKBIO Co. 

(Seongnam City, Korea). Feasibility,  adverse effects, progression-free survival 

(PFS) were evaluated and compared with the historical control of weekly 

docetaxel regimen. RESULTS: Nineteen patients were enrolled before early 

closure. NKL production and administration were feasible in all cases, even in 

those with disseminated disease. No additional adverse events were observed 

in addition to those reported for docetaxel-alone. PFS of 3 months and 10.5% 

response rate (RR), with two cases of partial response, were observed and 

were similar to the historical control (PFS=2.9 months, RR=8.0%). 

CONCLUSION: To our knowledge, this is the first report on the combination of 

NKL with docetaxel in patients with advanced NSCLC. Autologous NKL 

production and co-administration with docetaxel were feasible without further 

toxicity or complication. Benefit in PFS and RR, as compared with the historical  

control, was not detected in this study population with advanced NSCLC. In 

order  to determine whether the combination of NKL and chemotherapy has any 

anticancer effect, an additional study should be performed in patients with low 

tumor burden, such as those with less advanced disease or those in remission. 
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TÍTULO / TITLE:  - Randomized phase II trial of non-platinum induction or 

consolidation chemotherapy plus concomitant chemoradiation in stage III 

NSCLC patients: Mature results of the Spanish Lung Cancer Group 0008 study. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Lung Cancer. 2013 Apr 20. pii: S0169-5002(13)00114-1. 

doi: 10.1016/j.lungcan.2013.03.009. 

 ●●Enlace al texto completo (gratuito o de pago) 

1016/j.lungcan.2013.03.009 

AUTORES / AUTHORS:  - Garrido P; Rosell R; Arellano A; Andreu F; Domine M; 

Perez-Casas A; Cardenal F; Arnaiz MD; Moran T; Morera R; Isla D; Valencia J; 

Cobo M; Delgado R; Garcia-Gomez R; Calvo F; Zamora J; Ramos A; Massuti B 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23611405&dopt=Abstract
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INSTITUCIÓN / INSTITUTION:  - Instituto Ramon y Cajal de Investigacion Sanitaria 

(IRYCIS), Hospital Universitario Ramon y Cajal, Madrid, España. Electronic 

address: pilargarridol@gmail.com. 

RESUMEN / SUMMARY:  - The optimal schedule and regimen of chemotherapy 

(CT) in association with chemoradiation has not been established in stage III 

non-small-cell lung cancer (NSCLC). We have compared three schedules of 

non-platinum-based CT plus either radiotherapy or chemoradiation. From May 

2001 to June 2006, 158 patients with unresectable stage III NSCLC were 

enrolled in a randomized phase II trial with overall response rate (ORR) as the 

primary endpoint. The initial design included  three arms: sequential CT 

followed by thoracic radiation (TRT); concurrent CT/TRT followed by 

consolidation CT; and induction CT followed by concurrent CT/TRT. However, 

based on the preliminary results of the RTOG 9410 trial, the sequential  arm 

was closed when 19 patients had been enrolled. All patients received two 

cycles of docetaxel 40mg/m2 days 1 and 8 plus gemcitabine 1200mg/m2 days 

1 and 8, as either induction or consolidation therapy. Concurrent CT/TRT 

consisted of docetaxel 20mg/m2 and carboplatin AUC 2 weekly plus 60Gy TRT. 

No differences were found in ORR between the two arms (56% and 57%). 

Hematological toxicity was mild  but significantly superior with consolidation CT; 

the esophagitis rate was similar in both arms (16% and 15%). With a median 

follow-up of 57 months, no differences were found in median survival (13.07 

and 13.8 months) or 5-year survival (16.4% and 22%). This regimen cannot be 

recommended as an alternative to platinum-based CT/TRT although it has an 

acceptable toxicity profile and encouraging long-term survival data 

(ClinicalTrials.gov NCT01652820). 
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TÍTULO / TITLE:  - Randomized phase III trial of gemcitabine and cisplatin vs. 

gemcitabine alone in  patients with advanced non-small cell lung cancer and a 

performance status of 2:  The CAPPA-2 study. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Lung Cancer. 2013 May 1. pii: S0169-5002(13)00155-4. 

doi: 10.1016/j.lungcan.2013.04.008. 

 ●●Enlace al texto completo (gratuito o de pago) 

1016/j.lungcan.2013.04.008 

AUTORES / AUTHORS:  - Morabito A; Gebbia V; Di Maio M; Cinieri S; Vigano MG; 

Bianco R; Barbera S; Cavanna L; De Marinis F; Montesarchio V; Costanzo R; 

Sandomenico C; Montanino A; Mancuso G; Russo P; Nacci A; Giordano P; 

Daniele G; Piccirillo MC; Rocco G; Gridelli C; Gallo C; Perrone F 

INSTITUCIÓN / INSTITUTION:  - National Cancer Institute - “G. Pascale” 

Foundation, via M. Semmola, 80131 Napoli, Italy. 

mailto:pilargarridol@gmail.com
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RESUMEN / SUMMARY:  - Platinum-based chemotherapy is the standard 

treatment for patients with advanced  non-small cell lung cancer (NSCLC), but 

the evidence of its efficacy among ECOG performance status (PS)2 patients is 

weak because these patients are usually excluded from clinical trials; concern 

exists about tolerability and feasibility  of standard chemotherapy in these 

patients. No prospective randomized trial has tested the addition of cisplatin to 

single-agent chemotherapy in patients with advanced NSCLC and PS2. 

CAPPA-2 was a multicenter, randomized phase 3 study for first-line treatment 

of PS2 patients with advanced NSCLC. Patients, aged 18-70, were eligible if 

they had stage IV or IIIB with malignant pleural effusion or metastatic 

supraclavicular nodes (TNM VI edition) and adequate organ function. Patients 

in standard arm received gemcitabine 1200mg/m2 days 1 and 8. Patients in 

experimental arm received cisplatin 60mg/m2 day 1 plus gemcitabine 

1000mg/m2 days 1 and 8. All treatments were repeated every 3 weeks, up to 4 

cycles, unless disease progression or unacceptable toxicity. Primary endpoint 

was overall survival (OS). To have 80% power of detecting hazard ratio (HR) 

0.71, corresponding to an increase in median OS from 4.8 to 6.8 months, 285 

deaths were required. The study was stopped in June 2012 after the enrolment 

of 57 patients,  due to the slow accrual and the report of positive results from a 

similar study.  Median OS was 3.0 months with single-agent gemcitabine and 

5.9 months with cisplatin plus gemcitabine (HR 0.52, 95% CI 0.28-0.98, 

p=0.039). Combination chemotherapy produced longer PFS (median 1.7 vs. 3.3 

months, HR 0.49, 95% CI 0.27-0.89, p=0.017) and higher response rate (4% vs. 

18%, p=0.19), without substantial increase in toxicity. The addition of cisplatin to 

single-agent gemcitabine improves survival as first-line treatment of PS2 

patients with advanced NSCLC. 
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TÍTULO / TITLE:  - Results of initial low-dose computed tomographic screening for 

lung cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - N Engl J Med. 2013 May 23;368(21):1980-91. doi: 

10.1056/NEJMoa1209120. 

 ●●Enlace al texto completo (gratuito o de pago) 1056/NEJMoa1209120 

AUTORES / AUTHORS:  - Church TR; Black WC; Aberle DR; Berg CD; Clingan KL; 

Duan F; Fagerstrom RM; Gareen IF; Gierada DS; Jones GC; Mahon I; Marcus 

PM; Sicks JD; Jain A; Baum S 

RESUMEN / SUMMARY:  - BACKGROUND: Lung cancer is the largest contributor 

to mortality from cancer. The  National Lung Screening Trial (NLST) showed 

that screening with low-dose helical  computed tomography (CT) rather than 

with chest radiography reduced mortality from lung cancer. We describe the 

screening, diagnosis, and limited treatment results from the initial round of 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23697514&dopt=Abstract
http://dx.doi.org/10.1056/NEJMoa1209120
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screening in the NLST to inform and improve lung-cancer-screening programs. 

METHODS: At 33 U.S. centers, from August 2002 through April 2004, we 

enrolled asymptomatic participants, 55 to 74 years of age, with a history of at 

least 30 pack-years of smoking. The participants were randomly assigned to 

undergo annual screening, with the use of either low-dose CT or chest 

radiography, for 3 years. Nodules or other suspicious findings were classified as 

positive results. This article reports findings from the initial screening 

examination. RESULTS: A total of 53,439 eligible participants were randomly 

assigned to a study group (26,715 to low-dose CT and 26,724 to chest 

radiography); 26,309 participants (98.5%) and 26,035 (97.4%), respectively, 

underwent screening. A total of 7191 participants (27.3%) in the low-dose CT 

group and 2387 (9.2%) in the radiography group had a positive screening result; 

in the respective groups, 6369 participants (90.4%) and 2176 (92.7%) had at 

least one follow-up diagnostic procedure, including imaging in 5717 (81.1%) 

and 2010 (85.6%) and surgery in 297 (4.2%) and 121 (5.2%). Lung cancer was 

diagnosed in 292 participants (1.1%) in the low-dose CT group versus 190 

(0.7%) in the radiography group (stage 1 in 158 vs. 70 participants and stage 

IIB to IV in 120  vs. 112). Sensitivity and specificity were 93.8% and 73.4% for 

low-dose CT and 73.5% and 91.3% for chest radiography, respectively. 

CONCLUSIONS: The NLST initial screening results are consistent with the 

existing literature on screening by means of low-dose CT and chest 

radiography, suggesting that a reduction in mortality from lung cancer is 

achievable at U.S. screening centers that have staff experienced in chest CT. 

(Funded by the National Cancer Institute; NLST ClinicalTrials.gov number, 

NCT00047385.). 

 

---------------------------------------------------- 

[8] 

TÍTULO / TITLE:  - Pooled Analysis of the Prognostic and Predictive Effects of 

KRAS Mutation Status  and KRAS Mutation Subtype in Early-Stage Resected 

Non-Small-Cell Lung Cancer in Four Trials of Adjuvant Chemotherapy. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - J Clin Oncol. 2013 Apr 29. 

 ●●Enlace al texto completo (gratuito o de pago) 1200/JCO.2012.48.1390 

AUTORES / AUTHORS:  - Shepherd FA; Domerg C; Hainaut P; Janne PA; Pignon 

JP; Graziano S; Douillard JY; Brambilla E; Le Chevalier T; Seymour L; 

Bourredjem A; Le Teuff G; Pirker R; Filipits M; Rosell R; Kratzke R; Bandarchi 

B; Ma X; Capelletti M; Soria JC; Tsao MS 

INSTITUCIÓN / INSTITUTION:  - Frances A. Shepherd, Bizhan Bandarchi, and 

Ming-Sound Tsao, University Health Network, Princess Margaret Hospital, and 

the University of Toronto, Toronto; Lesley Seymour, National Cancer Institute of 

Canada Clinical Trials Group, Queen’s University, Kingston, Ontario, Canada; 

Caroline Domerg, Jean-Pierre Pignon, Thierry Le Chevalier, Abderrahmane 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23630215&dopt=Abstract
http://dx.doi.org/10.1200/JCO.2012.48.1390
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Bourredjem, Gwenael Le Teuff, and Jean-Charles Soria, Institut Gustave-

Roussy and University Paris XI, Paris; Pierre Hainaut and Xiaoli Ma, 

International Agency for Research on Cancer, Lyon;  Jean-Yves Douillard, 

Institut de Cancerologie de l’Ouest, St. Herblain; Elizabeth Brambilla, Inserm 

U823, Institut Albert Bonniot, Albert Michallon University Joseph Fourrier, 

Grenoble, France; Pasi A. Janne and Marzia Capelletti, Dana Farber Cancer 

Institute, Boston, MA; Stephen Graziano, State University of New York Upstate 

Medical University, Syracuse, NY; Robert Pirker and Martin Filipits, Medical 

University of Vienna, Vienna, Austria; Rafael Rosell, Catalan Institute Oncology, 

Hospital Germans Trias i Pujol, Badalona, España; and Robert Kratzke, 

University of Minnesota Medical School, Minneapolis, MN. 

RESUMEN / SUMMARY:  - PURPOSEWe undertook this analysis of KRAS 

mutation in four trials of adjuvant chemotherapy (ACT) versus observation 

(OBS) to clarify the prognostic/predictive  roles of KRAS in non-small-cell lung 

cancer (NSCLC). METHODSKRAS mutation was determined in blinded fashion. 

Exploratory analyses were performed to characterize relationships between 

mutation status and subtype and survival outcomes using a multivariable Cox 

model. RESULTS: G12A or G12R (HR = 0.66; P = .48), G12C or G12V (HR = 

0.94; P = .77) and G12D or G12S (HR = 1.39; P = .48; comparison of four HRs, 

including WT, interaction P = .76). OBS patients with KRAS-mutated tumors 

were more likely to develop second primary cancers (HR = 2.76, 95% CI, 1.34 

to 5.70; P = .005) but not ACT patients (HR = 0.66; 95% CI, 0.25 to 1.75; P = 

.40; interaction, P = .02). CONCLUSIONKRAS mutation status is not 

significantly prognostic. The potential interaction in patients with codon-13 

mutations requires validation. At this time, KRAS status cannot be 

recommended to select patients with NSCLC for ACT. 
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TÍTULO / TITLE:  - An unusual case of cystic interstitial lung disease. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Lancet. 2013 Apr 6;381(9873):1246. doi: 10.1016/S0140-

6736(13)60179-8. 

 ●●Enlace al texto completo (gratuito o de pago) 1016/S0140-

6736(13)60179-8 

AUTORES / AUTHORS:  - Stefani A; Rossi G; Pecchi A; Bertolini F; Falasca A; 

Aramini B; Morandi U 

INSTITUCIÓN / INSTITUTION:  - Division of Thoracic Surgery, Modena University 

Hospital, Modena, Italy. alessandro.stefani@unimore.it 
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TÍTULO / TITLE:  - Randomized Phase II Study of Ixabepilone or Paclitaxel Plus 

Carboplatin in Patients With Non-Small-Cell Lung Cancer Prospectively 

Stratified by Beta-3 Tubulin Status. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - J Clin Oncol. 2013 Jun 1;31(16):1990-6. doi: 

10.1200/JCO.2012.45.3282. Epub 2013  Apr 15. 

 ●●Enlace al texto completo (gratuito o de pago) 1200/JCO.2012.45.3282 

AUTORES / AUTHORS:  - Edelman MJ; Schneider CP; Tsai CM; Kim HT; Quoix E; 

Luft AV; Kaleta R; Mukhopadhyay P; Trifan OC; Whitaker L; Reck M 

INSTITUCIÓN / INSTITUTION:  - University of Maryland Greenebaum Cancer 

Center, Division of Hematology/Oncology, 22 South Green St, Baltimore, MD 

21201-1595; medelman@umm.edu. 

RESUMEN / SUMMARY:  - PURPOSE Retrospective studies have reported that 

tumor expression of the beta-3 tubulin (beta3T) isoform is an unfavorable 

prognostic factor in non-small-cell lung cancer (NSCLC) treated with tubulin-

inhibiting chemotherapy. Ixabepilone is  a tubulin-inhibiting agent with low 

susceptibility to multiple resistance mechanisms including beta3T isoform 

expression in several tumor models. This randomized phase II study evaluated 

ixabepilone-based chemotherapy in stage IIIb/IV NSCLC, compared with 

paclitaxel-based chemotherapy. Tumor specimens were  prospectively 

evaluated for beta3T expression. PATIENTS AND METHODS Patients were 

stratified by beta3T status (positive v negative) and randomly assigned at a ratio 

of 1:1 to receive ixabepilone (32 mg/m(2)) and carboplatin (area under 

concentration-time curve [AUC], 6) or paclitaxel (200 mg/m(2)) and carboplatin 

(AUC, 6) for up to six cycles. The primary end point was progression-free 

survival (PFS) in the beta3T-positive subgroup. Results Ninety-five patients 

(beta3T positive, 52; beta3T negative, 43) received ixabepilone plus 

carboplatin; 96 patients (beta3T positive, 49; beta3T negative, 47) received 

paclitaxel plus carboplatin. No significant differences in median PFS were 

observed between arms  for either subgroup (beta3T positive, 4.3 months in 

both arms; beta3T negative, 5.8 v 5.3 months). Ixabepilone did not significantly 

improve overall survival (OS) for the beta3T-positive subset or the overall 

population. Adverse events were similar between the two arms and comparable 

with those in previous studies.  CONCLUSION There was no predictive value of 

beta3T in differentiating clinical activity of ixabepilone- or paclitaxel-containing 

regimens. Ixabepilone did not improve PFS or OS in patients with beta3T-

positive tumors. beta3T-positive patients had worse PFS relative to beta3T-

negative patients, regardless of treatment; hence, beta3T expression seems to 

be a negative prognostic factor, but not a predictive factor, in advanced NSCLC 

treated with either ixabepilone or paclitaxel platinum-based doublets. 

 

---------------------------------------------------- 
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TÍTULO / TITLE:  - Decline in Tested and Self-Reported Cognitive Functioning 

After Prophylactic Cranial Irradiation for Lung Cancer: Pooled Secondary 

Analysis of Radiation Therapy Oncology Group Randomized Trials 0212 and 

0214. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Int J Radiat Oncol Biol Phys. 2013 Apr 15. pii: S0360-

3016(13)00257-5. doi: 10.1016/j.ijrobp.2013.02.033. 

 ●●Enlace al texto completo (gratuito o de pago) 

1016/j.ijrobp.2013.02.033 

AUTORES / AUTHORS:  - Gondi V; Paulus R; Bruner DW; Meyers CA; Gore EM; 

Wolfson A; Werner-Wasik M; Sun AY; Choy H; Movsas B 

INSTITUCIÓN / INSTITUTION:  - Central Dupage Hospital Cancer Center, 

Warrenville, Illinois; University of Wisconsin Comprehensive Cancer Center, 

Madison, Wisconsin. Electronic address: vgondi@chicagocancer.org. 

RESUMEN / SUMMARY:  - PURPOSE: To assess the impact of prophylactic 

cranial irradiation (PCI) on self-reported cognitive functioning (SRCF), a 

functional scale on the European Organization for Research and Treatment of 

Cancer Core Quality of Life Questionnaire (EORTC QLQ-C30). METHODS 

AND MATERIALS: Radiation Therapy Oncology  Group (RTOG) protocol 0214 

randomized patients with locally advanced non-small cell lung cancer to PCI or 

observation; RTOG 0212 randomized patients with limited-disease small cell 

lung cancer to high- or standard-dose PCI. In both trials, Hopkins Verbal 

Learning Test (HVLT)-Recall and -Delayed Recall and SRCF were assessed at 

baseline (after locoregional therapy but before PCI or observation) and at 6 and 

12 months. Patients developing brain relapse before follow-up evaluation were 

excluded. Decline was defined using the reliable change index method and 

correlated with receipt of PCI versus observation using logistic regression 

modeling. Fisher’s exact test correlated decline in SRCF with HVLT decline. 

RESULTS: Of the eligible patients pooled from RTOG 0212 and RTOG 0214, 

410 (93%) receiving PCI and 173 (96%) undergoing observation completed 

baseline HVLT or EORTC QLQ-C30 testing and were included in this analysis. 

Prophylactic cranial irradiation was associated with a higher risk of decline in 

SRCF at 6 months (odds ratio 3.60, 95% confidence interval 2.34-6.37, 

P<.0001) and 12 months (odds ratio 3.44, 95% confidence interval 1.84-6.44, 

P<.0001). Decline on  HVLT-Recall at 6 and 12 months was also associated 

with PCI (P=.002 and P=.002, respectively) but was not closely correlated with 

decline in SRCF at the same time points (P=.05 and P=.86, respectively). 

CONCLUSIONS: In lung cancer patients who do not develop brain relapse, PCI 

is associated with decline in HVLT-tested and self-reported cognitive 

functioning. Decline in HVLT and decline in SRCF are  not closely correlated, 

suggesting that they may represent distinct elements of the cognitive spectrum. 

 

---------------------------------------------------- 
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[12] 

TÍTULO / TITLE:  - Tumor-specific cytotoxic T cells are crucial for efficacy of 

immunomodulatory antibodies in patients with lung cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Cancer Res. 2013 Apr 15;73(8):2381-8. doi: 

10.1158/0008-5472.CAN-12-3932. Epub 2013 Apr 11. 

 ●●Enlace al texto completo (gratuito o de pago) 1158/0008-5472.CAN-

12-3932 

AUTORES / AUTHORS:  - Aerts JG; Hegmans JP 

INSTITUCIÓN / INSTITUTION:  - Department of Pulmonary Diseases, Erasmus 

Medical Center, Rotterdam, The Netherlands. j.aerts@erasmusmc.nl 

RESUMEN / SUMMARY:  - There is growing evidence that activation of the immune 

system may be an effective treatment for patients with either small cell lung 

cancer or non-small  cell lung cancer (NSCLC). Immunomodulatory antibodies 

directed against cytotoxic  T cell-associated antigen 4 (CTLA-4/CD152) and 

programmed cell death ligand 1 (PDL1/CD274) showed clinical efficacy in 

patients with lung cancer. The key immune cells responsible for antitumor 

activity are the CTLs. The presence of these tumor-directed CTLs, both in 

number and functionality, is a prerequisite for the immune system to attack 

cancer cells. Immunomodulatory agents attempt to  increase the efficacy of CTL 

activity. Thus, the limited number of patients who benefit from 

immunomodulatory antibodies may be caused by either an inadequate number 

or the impairment of CTL activity by the hostile environment created by the 

tumor. In this review, we discuss tumor-induced impairment of CTLs and 

experimental treatments that can stimulate T-cell responses and optimize 

specific CTL function. We discuss 2 types of immune cells with known 

suppressive capacity  on CTLs that are of pivotal importance in patients with 

lung cancer: regulatory T cells and myeloid-derived suppressor cells. 

 

---------------------------------------------------- 

[13] 

TÍTULO / TITLE:  - Matched-pair and propensity score comparisons of outcomes 

of patients with clinical stage I non-small cell lung cancer treated with resection 

or stereotactic radiosurgery. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Cancer. 2013 Apr 19. doi: 10.1002/cncr.28100. 

 ●●Enlace al texto completo (gratuito o de pago) 1002/cncr.28100 

AUTORES / AUTHORS:  - Varlotto J; Fakiris A; Flickinger J; Medford-Davis L; Liss 

A; Shelkey J; Belani C; Deluca J; Recht A; Maheshwari N; Barriger R; Yao N; 

Decamp M 

INSTITUCIÓN / INSTITUTION:  - Penn State Hershey Cancer Institute, Hershey, 

Pennsylvania; Penn State College of Medicine, Hershey, Pennsylvania. 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23580578&dopt=Abstract
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RESUMEN / SUMMARY:  - BACKGROUND: Stereotactic body radiotherapy 

(SBRT) is an alternative to surgery for clinical stage I non-small cell lung cancer 

(NSCLC), but comparing its effectiveness is difficult because of differences in 

patient selection and staging. METHODS: Two databases were combined 

which contained patients treated from 1999 to 2008 by lobectomy (LR, n = 132), 

sublobar resection (SLR, n = 48), and SBRT (n = 137) after negative staging. 

Univariate and multivariate analysis were performed for survival (OS), total 

recurrence control (TRC comprises local-regional and distant control), and 

locoregional control (LRC) in our entire population. A matched-pair analysis was 

also performed that compared surgery and  SBRT results. Median follow-up for 

the entire study population was 25.8 months. RESULTS: On univariate analysis, 

OS was significantly worse with SBRT and also correlated with histology, the 

Charlson comorbidity index, tumor size, and aspirin use; TRC correlated only 

with histology; and no variable significantly correlated with LRC. OS was 

significantly poorer for SBRT in the matched-pair analysis than for patients 

treated with surgery, but TRC and LRC were not significantly different between 

these groups. Multivariate analyses including propensity score as a covariate 

(controlling for all factors affecting treatment  selection) found that OS 

correlated only with Charlson comorbidity index, and TRC correlated only with 

tumor grade. LRC correlated only with tumor size with or without propensity 

score correction. CONCLUSIONS: This retrospective study has demonstrated 

similar OS, LRC, and TRC with SBRT or surgery after controlling for  prognostic 

and patient selection factors. Randomized clinical trials are needed to better 

compare the effectiveness of these treatments. Cancer 2013. © 2013 American 

Cancer Society. 

 

---------------------------------------------------- 

[14] 

TÍTULO / TITLE:  - The use of fused PET/CT images for patient selection and 

radical radiotherapy target volume definition in patients with non-small cell lung 

cancer: results of  a prospective study with mature survival data. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Radiother Oncol. 2013 Mar;106(3):292-8. doi: 

10.1016/j.radonc.2012.12.018. Epub 2013 Mar 28. 

 ●●Enlace al texto completo (gratuito o de pago) 

1016/j.radonc.2012.12.018 

AUTORES / AUTHORS:  - Mac Manus MP; Everitt S; Bayne M; Ball D; Plumridge 

N; Binns D; Herschtal A; Cruickshank D; Bressel M; Hicks RJ 

INSTITUCIÓN / INSTITUTION:  - Department of Radiation Oncology, Peter 

MacCallum Cancer Centre, East Melbourne,  Australia. 

michael.macmanus@petermac.org 

RESUMEN / SUMMARY:  - BACKGROUND AND PURPOSE: This prospective 

study investigated the impact of radiotherapy (RT)-planning FDG-PET/CT on 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23541364&dopt=Abstract
http://dx.doi.org/10.1016/j.radonc.2012.12.018
mailto:michael.macmanus@petermac.org
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management of non-small cell lung cancer (NSCLC). MATERIALS AND 

METHODS: Patients still eligible for radical RT after conventional staging 

underwent RT-planning PET/CT and, if disease was still treatable to 60 Gy, they 

entered our planning study, where visually-contoured tumour volumes derived 

with and without PET information were compared. If PET/CT  detected 

advanced disease, palliative therapy was given. Overall survival (OS) for 

palliative and curative patients was compared. RESULTS: Of 76 eligible 

patients, only 50 (66%) received radical chemoRT after PET/CT while 26 (34%) 

received palliative therapies because PET/CT detected advanced disease. 

Without PET, FDG-avid tumour would reside outside the planning target volume 

(PTV) in 36% of radical cases and in 25% <90% of the PTV would have 

received >95% prescribed dose. OS for all patients was 56.8% and 24.9% at 1 

and 4 years, respectively. OS  for patients given chemoRT was 77.5% and 

35.6% at 1 and 4 years, respectively and was 32% for stage IIIA patients at 4 

years. OS for patients treated palliatively  was inferior (P<0.001); 16.3% and 

4.1% at 1 and 4 years, respectively. CONCLUSIONS: Planning PET/CT 

frequently changed management and was associated with excellent survival. 

Survival data from this study were presented in part at  the 2011 World Lung 

Cancer Conference, Amsterdam and planning data at the 2010 Annual 

Scientific Meeting of the American Society for Therapeutic Radiology and 

Oncology, Chicago. 

 

---------------------------------------------------- 

[15] 

TÍTULO / TITLE:  - Analysis of HYAL3 gene mutations in Chinese lung squamous 

cell carcinoma patients. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Tumori. 2013 Jan-Feb;99(1):108-12. doi: 

10.1700/1248.13797. 

 ●●Enlace al texto completo (gratuito o de pago) 1700/1248.13797 

AUTORES / AUTHORS:  - Zhang RX; Zhu JH; Fan J; Ji XQ 

INSTITUCIÓN / INSTITUTION:  - Department of Oncologic Surgery, First Affiliated 

Hospital, Bengbu Medical College, Bengbu, People’s Republic of China. 

RESUMEN / SUMMARY:  - PURPOSE: In a previous study, we found a 

hyaluronidase 3 (HYAL3) gene mutation in exon 2 at position 188 by genome 

sequencing in a lung squamous cell carcinoma patient. The mutation results in 

substitution of serine for alanine. The aim of the study was to screen the HYAL3 

gene mutation in Chinese lung squamous cell carcinoma patients and explore 

the correlation between mutation of HYAL3 with clinical and pathological 

characteristics in lung squamous cell carcinoma patients in China. METHODS: 

We applied polymerase chain reaction to examine the HYAL3 gene mutations in 

cancer tissues and their adjacent normal tissues from 39  cases of lung 

squamous cell carcinoma patients. RESULTS: 1) The incidence rate of HYAL3 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23549009&dopt=Abstract
http://dx.doi.org/10.1700/1248.13797
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mutation in 39 cases of lung squamous cell carcinoma was 10.26% (4/39) and  

none in adjacent normal lung tissues (0/39). 2) The mutations of HYAL3 in the 4 

cases were all heterozygous: 3 of them were located in exon 1 (G-T) and one in 

exon 2 (G-T). 3) Mutations of the HYAL3 gene were not correlated with the 

distribution of patient gender, age, tumor size, histological grade, smoking 

history, TNM stage or distant metastasis (P >0.05). The gene mutation was 

correlated with lymph node status (P = 0.044). CONCLUSION: Mutations of the 

HYAL3 gene are rare in Chinese lung squamous cell carcinoma patients and 

might contribute to lymph node metastasis. 

 

---------------------------------------------------- 

[16] 

TÍTULO / TITLE:  - A Phase I Trial of Sunitinib and Rapamycin in Patients with 

Advanced Non-Small Cell Lung Cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Chemotherapy. 2013 Apr 26;59(1):8-13. 

 ●●Enlace al texto completo (gratuito o de pago) 1159/000348584 

AUTORES / AUTHORS:  - Waqar SN; Gopalan PK; Williams K; Devarakonda S; 

Govindan R 

INSTITUCIÓN / INSTITUTION:  - Division of Medical Oncology, Department of 

Internal Medicine, Washington University School of Medicine, St. Louis, Mo., 

USA. 

RESUMEN / SUMMARY:  - Background: Sunitinib is an oral multitargeted tyrosine 

kinase inhibitor, with single-agent activity in non-small cell lung cancer 

(NSCLC). Resistance to tyrosine kinase inhibitor therapy is mediated by the 

mammalian target of rapamycin (mTOR) pathway, and may be reversed by 

using mTOR inhibitors. Methods:  We performed a phase I study evaluating the 

combination of sunitinib and rapamycin in patients with advanced NSCLC. 

Results: Nineteen patients were enrolled in the study. The dose-limiting 

toxicities included infection, pneumonia, diarrhea/dehydration and treatment 

delay due to thrombocytopenia in 1  patient each. Sunitinib 25 mg orally daily 

and rapamycin 2 mg orally daily with 4 weeks on and 2 weeks off therapy were 

determined to be the maximum tolerated dose. No objective responses were 

noted, and 6 patients had stable disease as a best response. Conclusion: The 

combination of sunitinib and rapamycin is well-tolerated and warrants further 

investigation in the phase II setting. 

 

---------------------------------------------------- 

[17] 

TÍTULO / TITLE:  - A Multicenter Phase II Study of Ganetespib Monotherapy in 

Patients with Genotypically Defined Advanced Non-Small Cell Lung Cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23635552&dopt=Abstract
http://dx.doi.org/10.1159/000348584
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23553849&dopt=Abstract
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REVISTA / JOURNAL:  - Clin Cancer Res. 2013 Jun 1;19(11):3068-3077. Epub 

2013 Apr 3. 

 ●●Enlace al texto completo (gratuito o de pago) 1158/1078-0432.CCR-

12-3381 

AUTORES / AUTHORS:  - Socinski MA; Goldman J; El-Hariry I; Koczywas M; 

Vukovic V; Horn L; Paschold E; Salgia R; West H; Sequist LV; Bonomi P; 

Brahmer J; Chen LC; Sandler A; Belani CP; Webb T; Harper H; Huberman M; 

Ramalingam S; Wong KK; Teofilovici F; Guo W; Shapiro GI 

INSTITUCIÓN / INSTITUTION:  - Authors’ Affiliations: University of Pittsburgh 

Cancer Institute, Pittsburgh; Penn State Hershey Cancer Institute, Hershey, 

Pennsylvania; Premiere Oncology, Santa Monica; City of Hope, Duarte, 

California; Synta Pharmaceuticals Corp., Lexington; Massachusetts General 

Hospital; Beth Israel Deaconess Medical Center;  Dana-Farber Cancer Institute, 

Boston, Massachusetts; Vanderbilt Ingram Cancer Center, Nashville, 

Tennessee; Piedmont Hematology Oncology Associates, Winston-Salem, North 

Carolina; University of Chicago Medical Center; Rush University Medical 

Center, Chicago, Illinois; Swedish Cancer Center, Seattle, Washington; Sidney 

Kimmel Comprehensive Cancer Center, Baltimore, Maryland; Nevada Cancer 

Institute, Las Vegas, Nevada; OHSU, Knight Cancer Institute, Portland, Oregon; 

Genesis Cancer Center, Hot Springs, Arkansas; Hackensack University Medical 

Center, Hackensack, New Jersey; and Winship Cancer Institute,  Emory 

University, Atlanta, Georgia. 

RESUMEN / SUMMARY:  - PURPOSE: Ganetespib is a novel inhibitor of the heat 

shock protein 90 (Hsp90), a  chaperone protein critical to tumor growth and 

proliferation. In this phase II study, we evaluated the activity and tolerability of 

ganetespib in previously treated patients with non-small cell lung cancer 

(NSCLC). EXPERIMENTAL DESIGN: Patients were enrolled into cohort A 

(mutant EGFR), B (mutant KRAS), or C (no EGFR or KRAS mutations). 

Patients were treated with 200 mg/m2 ganetespib by intravenous infusion once 

weekly for 3 weeks followed by 1 week of rest, until disease progression. The 

primary endpoint was progression-free survival (PFS) at  16 weeks. Secondary 

endpoints included objective response (ORR), duration of treatment, tolerability, 

median PFS, overall survival (OS), and correlative studies. RESULTS: Ninety-

nine patients with a median of 2 prior systemic therapies were enrolled; 98 were 

assigned to cohort A (n = 15), B (n = 17), or C  (n = 66), with PFS rates at 16 

weeks of 13.3%, 5.9%, and 19.7%, respectively. Four patients (4%) achieved 

partial response (PR); all had disease that harbored  anaplastic lymphoma 

kinase (ALK) gene rearrangement, retrospectively detected by  FISH (n = 1) or 

PCR-based assays (n = 3), in crizotinib-naive patients enrolled to cohort C. 

Eight patients (8.1%) experienced treatment-related serious adverse  events 

(AE); 2 of these (cardiac arrest and renal failure) resulted in death. The most 

common AEs were diarrhea, fatigue, nausea, and anorexia. CONCLUSIONS: 

Ganetespib monotherapy showed a manageable side effect profile as well as 

http://dx.doi.org/10.1158/1078-0432.CCR-12-3381
http://dx.doi.org/10.1158/1078-0432.CCR-12-3381
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clinical activity in heavily pretreated patients with advanced NSCLCs, 

particularly in patients with tumors harboring ALK gene rearrangement. Clin 

Cancer Res; 19(11); 3068-77. ©2013 AACR. 

 

---------------------------------------------------- 

[18] 

TÍTULO / TITLE:  - Phase III trial of concurrent thoracic radiotherapy with either 

first- or third-cycle chemotherapy for limited-disease small-cell lung cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Ann Oncol. 2013 Apr 16. 

 ●●Enlace al texto completo (gratuito o de pago) 1093/annonc/mdt140 

AUTORES / AUTHORS:  - Sun JM; Ahn YC; Choi EK; Ahn MJ; Ahn JS; Lee SH; 

Lee DH; Pyo H; Song SY; Jung SH; Jo JS; Jo J; Sohn HJ; Suh C; Lee JS; Kim 

SW; Park K 

INSTITUCIÓN / INSTITUTION:  - Department of Medicine. 

RESUMEN / SUMMARY:  - BACKGROUND: We compared late thoracic 

radiotherapy (TRT) with early TRT in the treatment of limited-disease small-cell 

lung cancer (LD-SCLC). PATIENTS AND METHODS: Patients with LD-SCLC 

received four cycles of etoposide plus cisplatin every 21 days. Patients were 

randomly assigned to receive either TRT administered concurrently with the first 

cycle (early TRT) or the third cycle (late TRT) of chemotherapy. The primary 

end point was complete response rate. RESULTS: Two hundred twenty-two 

patients were randomly assigned. Late TRT was not inferior to  early TRT in 

terms of the complete response rate (early versus late; 36.0% versus 38.0%). 

Other efficacy measures including overall survival [median, 24.1 versus 26.8 

months; hazard ratio (HR) 0.90; 95% CI 0.18-1.62] and progression-free 

survival (median, 12.4 versus 11.2 months; HR 1.10; 95% CI 0.37-1.84) were 

not different between two arms. No statistical difference was noted in the 

pattern of treatment failures. However, neutropenic fever occurred more 

commonly in the early TRT arm than the late TRT arm (21.6% versus 10.2%; P 

= 0.02). CONCLUSION: In LD-SCLC treatment, TRT starting in the third cycle 

of chemotherapy seemed to be noninferior to early TRT, and had a more 

favorable profile with regard to neutropenic fever. 

 

---------------------------------------------------- 

[19] 

TÍTULO / TITLE:  - Therapeutic regulation of myeloid-derived suppressor cells and 

immune response to cancer vaccine in patients with extensive stage small cell 

lung cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Cancer Immunol Immunother. 2013 May;62(5):909-18. 

doi: 10.1007/s00262-013-1396-8. Epub 2013 Apr 16. 
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 ●●Enlace al texto completo (gratuito o de pago) 1007/s00262-013-1396-

8 

AUTORES / AUTHORS:  - Iclozan C; Antonia S; Chiappori A; Chen DT; Gabrilovich 

D 

INSTITUCIÓN / INSTITUTION:  - H. Lee Moffitt Cancer Center, MRC 2067, 12902 

Magnolia Dr., Tampa, FL, 33612, USA. 

RESUMEN / SUMMARY:  - Myeloid-derived suppressor cells (MDSC) are one of 

the major factors limiting the efficacy of immune therapy. In a clinical trial of 

patients with extensive stage  small cell lung cancer (SCLC), we tested the 

possibility that targeting MDSC can  improve the induction of immune 

responses by a cancer vaccine. Forty-one patients with extensive stage SCLC 

were randomized into three arms: arm A-control, arm B-vaccination with 

dendritic cells transduced with wild-type p53, and arm C-vaccination in 

combination with MDSC targeted therapy with all-trans-retinoic acid (ATRA). 

Interim results of the ongoing clinical trial are presented. Pre-treatment levels of 

MDSC populations in patients from all three arms were similar. Vaccine alone 

did not affect the proportion of MDSC, whereas in patients treated with ATRA, 

the MDSC decreased more than twofold (p = 0.02). Before the start of 

treatment, no patients had detectable p53-specific responses in IFN-gamma 

ELISPOT. Sequential measurements did not show positive p53 responses in 

any of the 14 patients from arm A. After immunization, only 3 out of 15 patients  

(20 %) from arm B developed a p53-specific response (p = 0.22). In contrast, in 

arm C, 5 out of 12 patients (41.7 %) had detectable p53 responses (p = 0.012). 

The proportion of granzyme B-positive CD8(+) T cells was increased only in 

patients from arm C but not in arm B. Depletion of MDSC substantially improved 

the immune response to vaccination, suggesting that this approach can be used 

to  enhance the effect of immune interventions in cancer. 

 

---------------------------------------------------- 

[20] 

TÍTULO / TITLE:  - Reporting Trends of Outcome Measures in Phase II and Phase 

III Trials Conducted in Advanced-Stage Non-small-cell Lung Cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Lung. 2013 May 30. 

 ●●Enlace al texto completo (gratuito o de pago) 1007/s00408-013-9479-

z 

AUTORES / AUTHORS:  - Ghimire S; Kyung E; Kim E 

INSTITUCIÓN / INSTITUTION:  - Department of Clinical Pharmacy, College of 

Pharmacy, Chungnam National University, Daejeon, 305-764, South Korea. 

RESUMEN / SUMMARY:  - BACKGROUND: The methodology of conducting 

clinical trials in lung cancer has been challenged by the particular 

characteristics of new targeted agents. Thus, the choice of correct outcome 

measures and selection of best study designs are essential. We assessed the 

http://dx.doi.org/10.1007/s00262-013-1396-8
http://dx.doi.org/10.1007/s00262-013-1396-8
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23715997&dopt=Abstract
http://dx.doi.org/10.1007/s00408-013-9479-z
http://dx.doi.org/10.1007/s00408-013-9479-z
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trends in reporting of outcome measures in phase II and phase III trials 

conducted in advanced non-small-cell lung cancer (NSCLC) patients. 

METHODS: Data from September 2000 to September 2012 were extracted 

from the ClinicalTrials.gov database, and a descriptive-comparative analysis 

was performed to evaluate outcome-measures reporting for the two phases. 

RESULTS: We  identified 459 phase II and 128 phase III trials that met our 

inclusion criteria. The frequently reported primary outcomes in phase II trials 

were progression-free survival (PFS; 32 %), response rate (RR; 21.4 %), and 

safety and toxicity (adverse events [AEs]; 14.6 %). In contrast, overall survival 

(OS; 60.9 %) and PFS (26.6 %) were frequently reported primary outcomes in 

phase III trials. AEs were reported as a secondary outcome measure in 50.1 

and 64.8 % of phase II and phase III trials, respectively. Improvement in quality 

of life was identified as  a secondary outcome measure significantly more 

frequently in phase III than in phase II trials. CONCLUSIONS: Our study 

identified recent trends in reports of outcome measures in advanced-stage 

NSCLC phase II and phase III trials. The outcomes of this study can be 

valuable for investigators with minimal or some experience in the field of 

oncology who are conducting clinical research. 

 

---------------------------------------------------- 

[21] 

TÍTULO / TITLE:  - Next-Generation Sequencing Reveals High Concordance of 

Recurrent Somatic Alterations Between Primary Tumor and Metastases From 

Patients With Non-Small-Cell Lung Cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - J Clin Oncol. 2013 Apr 29. 

 ●●Enlace al texto completo (gratuito o de pago) 1200/JCO.2012.47.7737 

AUTORES / AUTHORS:  - Vignot S; Frampton GM; Soria JC; Yelensky R; Commo 

F; Brambilla C; Palmer G; Moro-Sibilot D; Ross JS; Cronin MT; Andre F; 

Stephens PJ; Lazar V; Miller VA; Brambilla E 

INSTITUCIÓN / INSTITUTION:  - Stephane Vignot, Jean-Charles Soria, Frederic 

Commo, and Fabrice Andre, Institut  National de la Sante et de la Recherche 

Medicale (INSERM) U981; Vladimir Lazar, Unite de Genomique Fonctionnelle, 

Institut Gustave Roussy, Villejuif; Christian Brambilla, Denis Moro-Sibilot, and 

Elisabeth Brambilla, Centre Hospitalier Universitaire Albert Michallon, INSERM 

U823, Grenoble, France; Garrett M. Frampton, Roman Yelensky, Gary Palmer, 

Jeffrey S. Ross, Maureen T. Cronin, Philip J. Stephens, Vincent A. Miller, 

Foundation Medicine, Cambridge, MA. 

RESUMEN / SUMMARY:  - PURPOSECharacterization of the genomic changes 

that drive an individual patient’s disease is critical in management of many 

cancers. In patients with non-small-cell lung cancer (NSCLC), obtaining tumor 

samples of sufficient size for genomic profiling on recurrence is often 

challenging. We undertook this study to compare genomic alterations identified 
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in archived primary tumors from patients with NSCLC with those identified in 

metachronous or synchronous metastases. PATIENTS AND METHODSPrimary 

and matched metastatic tumor pairs from 15 patients were analyzed by using a 

targeted next-generation sequencing assay in a Clinical Laboratory 

Improvement Amendments laboratory. Genomic libraries were captured for 

3,230 exons in 182 cancer-related genes plus 37 introns from 14 genes often 

rearranged in cancer and sequenced to high coverage.ResultsAmong 30 

tumors, 311 genomic alterations were identified of which 63 were known 

recurrent  (32 in primary tumor, 31 in metastasis) and 248 were nonrecurrent 

(likely passenger). TP53 mutations were the most frequently observed recurrent 

alterations (12 patients). Tumors harbored two or more (maximum four) 

recurrent alterations in 10 patients. Comparative analysis of recurrent 

alterations between primary tumor and matched metastasis revealed a 

concordance rate of 94% compared  with 63% for likely passenger alterations. 

CONCLUSIONThis high concordance suggests that for the purposes of 

genomic profiling, use of archived primary tumor can identify the key recurrent 

somatic alterations present in matched NSCLC metastases and may provide 

much of the relevant genomic information required to guide treatment on 

recurrence. 
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RESUMEN / SUMMARY:  - Prognostic tests for early stage lung cancer patients 

may provide needed guidance on postoperative surveillance and therapeutic 

decisions. We used a novel strategy to develop and validate a prognostic 

classifier for early stage lung cancer. Specifically, we focused on 42 genes with 

roles in lung cancer or cancer prognosis. Expression of these biologically 

relevant genes and their association  with relapse-free survival were evaluated 

using microarray data from 148 stage I  lung adenocarcinoma patients. Seven 

genes associated with relapse-free survival were further examined by 

quantitative RT-PCR in 291 lung adenocarcinoma tissues from Japan, the 
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United States and Norway. Only BRCA1, HIF1A, DLC1, and XPO1 were  each 

significantly associated with prognosis in the Japan and US/Norway cohorts.  A 

Cox regression-based classifier was developed using these four genes on the 

Japan cohort and validated in stage I lung adenocarcinoma from the 

US/Norway cohort and three publically available lung adenocarcinoma 

expression profiling datasets. The results suggests that the classifier is robust 

across ethnically and geographically diverse populations regardless of the 

technology used to measure gene expression. We evaluated the combination of 

the four-gene classifier with microRNA miR-21 (MIR21) expression and found 

that the combination improved associations with prognosis, which were 

significant in stratified analyses on stage IA and stage IB patients. Thus, the 

four coding gene classifier, alone or with miR-21 expression, may provide a 

clinically useful tool to identify high risk patients and guide recommendations 

regarding adjuvant therapy and postoperative surveillance of stage I lung 

adenocarcinoma patients. 
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RESUMEN / SUMMARY:  - PURPOSE: To determine the dose-limiting toxicities 

(DLTs) and the maximum tolerated dose (MTD) of oral topotecan administered 

weekly in patients with relapsed small cell lung cancer (SCLC). PATIENTS AND 

METHODS: Patients were treated with oral topotecan on days 1, 8, and 15, 

every 28 days. The dose was escalated by 0.5 mg/m2 increments from the 

starting dose of 3 mg/m2 until the MTD was reached. DLTs were defined as 

grade 4 neutropenia, febrile neutropenia, grade 4 thrombocytopenia, non-

hematologic toxicity >/=grade 3, any toxicity precluding  the treatment on days 8 

or 15 of the first cycle, or delay of the second cycle for more than 7 days. 

RESULTS: Eighteen patients were enrolled. Thirteen patients received oral 

topotecan as second-line and five as third- or further-line treatment. The DLT 

level was reached at 4.5 mg/m2, and the MTD was determined to  be 4 mg/m2. 

DLTs consisted of grade 2/3 neutropenia and grade 2 thrombocytopenia  

precluding treatment on day 15 of the first cycle or on day 1 of the second cycle. 
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The most frequent toxicities were grade 2-3 neutropenia (27.8 % of patients), 

grade 2-3 anemia (33.3 %), grade 2 thrombocytopenia (16.7 %), and grade 2-3 

fatigue (44.4 %). The response rate was 11.1 %, the median progression-free 

survival 2.3 months, and the median overall survival 5.1 months. 

CONCLUSION: The recommended phase II dose of weekly oral topotecan in 

pretreated  patients with SCLC is 4 mg/m2 on days 1, 8, and 15 every 28 days. 
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RESUMEN / SUMMARY:  - INTRODUCTION: The optimal chemotherapy with 

thoracic radiotherapy (TRT) for locally advanced non-small-cell lung cancer 

(NSCLC) remains to be established. This randomized phase II study of 

concurrent chemoradiotherapy was conducted to compare uracil/tegafur (UFT) 

and cisplatin with vinorelbine and cisplatin for stage III NSCLC. PATIENTS AND 

METHODS: Patients with unresectable stage III NSCLC were randomized to 

receive UP (400mg/m2 UFT on days 1-14 and 29-42 and 80mg/m2 cisplatin on 

days 8 and 36) or NP (20mg/m2 vinorelbine on days 1, 8, 29, and 36 and 

80mg/m2 cisplatin on days 1 and 29). TRT began on day 1 (total 60Gy in 30 

fractions). RESULTS: Of 70 enrolled patients, 66 were evaluable for efficacy 

and  safety. The overall response rates were 80% (95% CI: 67-93%) and 71% 

(95% CI: 55-87%) for the UP arm and the NP arm. With a median follow-up of 

20.2 months, the progression-free survival and median survival time were 8.8 

and 26.9 months in the UP arm, and 6.8 and 21.7 months in the NP arm. The 2-

/3-year survival rates were 51.0/34.3% and 46.9/33.4% for the UP arm and the 

NP arm, respectively. Grade ¾ neutropenia occurred in 20% and 58% of 

patients in the UP and NP arms,  respectively. CONCLUSION: Combined with 

concurrent TRT, the UP arm achieved better efficacy and safety compared with 

the NP arm, suggesting it to be a promising candidate as a standard regimen 

for locally advanced NSCLC. Further evaluation of the UP arm is warranted. 
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RESUMEN / SUMMARY:  - OBJECTIVES:: The ATP-binding cassette (ABC) 

ABCG2, involved in multidrug resistance (MDR) in cancer cells, plays an 

integral role in drug resistance. Single nucleotide polymorphisms (SNPs) have 

been identified in many MDR-associated ABC genes that seem to influence 

drug sensitivity/resistance through various mechanisms. Therefore, we 

investigated whether ABCG2 haplotype-tagging SNPs (htSNPs) were 

associated with clinical outcomes in patients with unresectable non-small cell 

lung cancer (NSCLC) treated with front-line platinum-based chemotherapy. 

PATIENTS AND METHODS:: We genotyped 4 ABCG2 htSNPs for 129 

unresectable NSCLC cases treated with first-line platinum-based 

chemotherapy. Clinical characteristics, treatment outcomes, and predictive 

value of the htSNPs in patient response, survival, and adverse events  related 

to platinum-based chemotherapy were analyzed according to each ABCG2 

htSNP using the chi test, Kaplan-Meier method, and Cox proportional hazard 

model. RESULTS:: The rs2725264 was significantly related to overall survival 

(OS) (P=0.018, log-rank test). The median survival duration (in months) for 

patients with the rs2725264 T/T, T/C, and C/C genotypes was 35.75 [95% 

confidence interval (CI), 24.25-47.25], 34.25 [hazard ratio (HR) 1.27 (0.68 to 

2.35); 95% CI, 27.16-41.34], and 14.89 [HR 3.22 (1.26 to 8.24), 95% CI, 13.86-

15.92], respectively. The rs2725264 was identified as an independent factor by 
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Cox proportional hazard model analysis (P=0.028). In the taxane-based groups, 

OS was  associated with rs2725264 (P=0.041), whereas in the gemcitabine-

based groups, OS  was associated with rs4148149 (P=0.014). 

CONCLUSIONS:: Our data suggest ABCG2 htSNPs rs2725264 (overall group 

and taxane-platinum combination group) and rs4148149 (gemcitabine-platinum 

combination group) were associated with OS in unresectable NSCLC patients 

treated with first-line platinum-based chemotherapy.  Thus, the ABCG2 htSNP 

rs2725264 may be independently associated with OS in unresectable NSCLC 

patients treated with first-line platinum-based chemotherapy. 
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RESUMEN / SUMMARY:  - In this study, we present a method for efficient 

enrichment of small-sized circulating tumor cells (CTCs) such as those found in 

the blood of small cell lung cancer (SCLC) patients using a microcavity array 

(MCA) system. To enrich CTCs from whole blood, a microfabricated nickel filter 

with a rectangular MCA (104 cavities/filter) was integrated with a miniaturized 

device, allowing for the isolation of tumor cells based on differences in size and 

deformability between tumor and blood cells. The shape and porosity of the 

MCA were optimized to efficiently capture small tumor cells on the microcavities 

under low flow resistance conditions, while allowing other blood cells to 

effectively pass through. Under optimized conditions, approximately 80% of 

SCLC (NCI-H69 and NCI-H82) cells spiked in 1 mL of whole blood, were 

successfully recovered. In clinical samples, CTCs were detectable in 16 of 16 

SCLC patients. In addition, the number of leukocytes captured on the 

rectangular MCA was significantly lower  than that on the circular MCA (p < 

0.001), suggesting that use of the rectangular MCA diminishes a considerable 

number of carryover leukocytes. Therefore, our system has potential as a tool 

for the detection of CTCs in small cell-type tumors and detailed molecular 

analyses of CTCs. 
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RESUMEN / SUMMARY:  - When it comes to end-of-life care, chronic obstructive 

pulmonary disease (COPD) patients are often treated differently from lung 

cancer patients. However, few reports have compared end-of-life care between 

these two groups. We investigated  the differences between patients with end-

stage COPD and end-stage lung cancer based on end-of-life symptoms and 

clinical practice patterns using a retrospective study of COPD and lung cancer 

patients who died in an acute care hospital in Taiwan. End-stage COPD 

patients had more comorbidities and spent more days in the intensive care unit 

(ICU) than end-stage lung cancer patients. They were more likely to die in the 

ICU and less likely to receive hospice care. COPD  patients also had more 

invasive procedures, were less likely to use narcotic and  sedative drugs, and 

were less likely to have given do-not-resuscitate consent. Symptoms were 

similar between these two groups. Differences in treatment management 

suggest that COPD patients receive more care aimed at prolonging life  than 

care aimed at relieving symptoms and providing end-of-life support. It may be 

more difficult to determine when COPD patients are at the end-of-life stage than 

it is to identify when lung cancer patients are at that stage. Our findings  indicate 

that in Taiwan, more effort should be made to give end-stage COPD patients 

the same access to hospice care as end-stage lung cancer patients. 
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RESUMEN / SUMMARY:  - Gefitinib is a tyrosine kinase inhibitor, indicated in 

advanced non-small cell lung cancer in all lines of treatment for patients 

harboring EGFR mutations. It has a favorable toxicity profile but may induce 

unexpected adverse effects, such  as an infiammatory reaction in the bladder. 
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We report a rare case of hemorrhagic  cystitis, an unusual side effect, in a 

patient with non-small cell lung cancer treated with gefitinib, which did not 

compromise the clinical response. 
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RESUMEN / SUMMARY:  - INTRODUCTION: We conducted this analysis to 

determine whether survival of advanced NSCLC patients treated with platin-

based chemotherapy doublets involving paclitaxel, docetaxel or gemcitabine 

was dependent on histological subtypes and treatment regimen. METHODS: 

We retrospectively analyzed data from E1594, a front-line phase III study in 

which advanced NSCLC patients were randomized to receive one of four 

regimens: cisplatin-paclitaxel, cisplatin-gemcitabine, cisplatin-docetaxel, and 

carboplatin-paclitaxel. Patients were classified into four histology groups: 

squamous cell (SCC), adeno- (AC), large cell (LCC) and others including not 

otherwise specified (O/NOS) carcinoma. Logrank test was performed to 

compare overall survival (OS) and progression free survival (PFS) distributions 

according to histology as well as treatment. RESULTS: Of 1139 patients 

including 716 men and 423 women, AC was the most common subtype 

(56.8%), followed by SCC (19.7%), O/NOS (17.0%) and LCC (6.5%). Men were 

more likely to have SCC and women were more likely to have AC (p=0.002). 

Among the four histology groups, there was no imbalance in regard to race, 

performance status, weight loss, brain metastasis or treatment. In each 

histology group, we found no  significant difference in OS and PFS between the 

four chemotherapy regimens. Conversely, in each treatment arm, the survival 

outcome was similar between the four histology subtypes. CONCLUSIONS: Our 

analysis suggests that histology does not predict survival benefit in advanced 

NSCLC patients treated with first-line platin-based doublets involving paclitaxel, 

docetaxel or gemcitabine. 
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RESUMEN / SUMMARY:  - Small-cell lung cancer and other aggressive 

neuroendocrine cancers are often associated with early dissemination and 

frequent metastases. We demonstrate that  neurogenic differentiation 1 

(NeuroD1) is a regulatory hub securing cross talk among survival and 

migratory-inducing signaling pathways in neuroendocrine lung carcinomas. We 

find that NeuroD1 promotes tumor cell survival and metastasis in aggressive 

neuroendocrine lung tumors through regulation of the receptor tyrosine kinase 

tropomyosin-related kinase B (TrkB). Like TrkB, the prometastatic signaling 

molecule neural cell adhesion molecule (NCAM) is a downstream target of 

NeuroD1, whose impaired expression mirrors loss of NeuroD1. TrkB and NCAM 

may be  therapeutic targets for aggressive neuroendocrine cancers that express 

NeuroD1. 
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RESUMEN / SUMMARY:  - BACKGROUND: Very large non-small cell lung cancers 

(NSCLC) remain a therapeutic challenge. The objective of this study was to 

evaluate the effect of surgery in the presence and absence of neoadjuvant 

radiation (NRT) on survival of patients with T3N0 >7-cm NSCLCs. MATERIALS 

AND METHODS: The Surveillance, Epidemiology, and End Results database 
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was used to identify patients undergoing lobectomy or pneumonectomy for 

T3N0 NSCLC tumors >7 cm from 1999-2008. Patients were categorized into 

groups based on type of surgery performed and whether NRT was used. Five-

year overall (OS) and lung cancer-specific survival (LCSS) were estimated by 

the Kaplan-Meier method and comparisons made using log-rank tests and Cox 

regression models. RESULTS: There were 1301 patients evaluated, including 

1232 undergoing primary surgical therapy (PST) and 69 receiving NRT. NRT 

was not  associated with improvements in 5-y OS (48% versus 41%, P = 0.062) 

or LCSS (59% versus 52%, P = 0.116) compared with PST. Lobectomies were 

associated with better 5-y OS (43% versus 33%; P = 0.006) and LCSS (54% 

versus 43%, P = 0.005) compared  with pneumonectomies. On multivariate 

analysis, NRT did not produce any significant advantage in OS (P = 0.242) and 

LCSS (P = 0.208). Pneumonectomies were associated with significantly worse 

OS (hazard ratio, 1.32; P = 0.007) and LCSS (hazard ratio, 1.38; P = 0.005) 

when compared with lobectomies. CONCLUSIONS: NRT, which most likely was 

a combination of chemotherapy and radiation, was not associated with 

improvements in OS or LCSS in patients with T3N0 >7-cm NSCLC compared 

with PST. When feasible, lobectomy appears more beneficial than 

pneumonectomy in terms of long-term survival for very large tumors. 
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RESUMEN / SUMMARY:  - Background The epidermal growth factor receptor 

(EGFR) signaling pathway is crucial for regulating tumorigenesis and cell 

survival and may be important in the development and progression of non-small 

cell lung cancer (NSCLC). We examined the impact of EGFR-tyrosine kinase 

inhibitors (TKIs) on progression-free survival (PFS) and overall survival (OS) in 

advanced NSCLC patients with and without EGFR mutations. Methods 

Randomized trials that compared EGFR-TKIs monotherapy or combination 

EGFR-TKIs-chemotherapy with chemotherapy or placebo were included. We 

used published hazard ratios (HRs), if available, or derived treatment estimates 
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from other survival data. Pooled estimates of treatment efficacy of EGFR-TKIs 

for the EGFR mutation-positive (EGFRmut(+)) and EGFR mutation-negative 

(EGFRmut(-)) subgroups were calculated with the fixed-effects inverse variance 

weighted method. All statistical tests were two-sided. Results We included 23 

eligible trials (13 front-line, 7 second-line, 3 maintenance; n =  14570). EGFR 

mutation status was known in 31% of patients. EGFR-TKIs treatment prolonged 

PFS in EGFRmut(+) patients, and EGFR mutation was predictive of PFS in  all 

settings: The front-line hazard ratio for EGFRmut(+) was 0.43 (95% confidence 

interval [CI] = 0.38 to 0.49; P < .001), and the front-line hazard ratio for 

EGFRmut(-) was 1.06 (95% CI = 0.94 to 1.19; P = .35; P interaction < .001). 

The second-line hazard ratio for EGFRmut(+) was 0.34 (95% CI = 0.20 to 0.60; 

P < .001), and the second-line hazard ratio for EGFRmut(-) was 1.23 (95% CI = 

1.05 to 1.46; P = .01; P interaction < .001). The maintenance hazard ratio for 

EGFRmut(+) was 0.15 (95% CI = 0.08 to 0.27; P < .001), and the maintenance 

hazard ratio for  EGFRmut(-) was 0.81 (95% CI = 0.68 to 0.97; P = .02; P 

interaction < .001). EGFR-TKIs treatment had no impact on OS for EGFRmut(+) 

and EGFRmut(-) patients. Conclusions EGFR-TKIs therapy statistically 

significantly delays disease progression in EGFRmut(+) patients but has no 

demonstrable impact on OS. EGFR mutation is a predictive biomarker of PFS 

benefit with EGFR-TKIs treatment in all settings. These findings support EGFR 

mutation assessment before initiation of treatment. EGFR-TKIs should be 

considered as front-line therapy in EGFRmut(+) advanced NSCLC patients. 
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RESUMEN / SUMMARY:  - NF-kappaB is constitutively activated in many cancer 

types and is a potential key mediator of tumor-associated inflammation, tumor 

growth, and metastasis. We investigated the role of cancer cell NF-kappaB 

activity in T cell-mediated antitumor responses. In tumors rendered 

immunogenic by model antigen expression or following administration of 

antitumor vaccines, we found that high NF-kappaB activity leads to tumor 

rejection and/or growth suppression in mice. Using a global RNA expression 

microarray, we demonstrated that NF-kappaB enhanced expression of several 

T cell chemokines, including Ccl2, and decreased CCL2 expression was 

associated with enhanced tumor growth in a mouse lung cancer model. To 
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investigate NF-kappaB function in human lung tumors, we identified a gene 

expression signature in human lung adenocarcinoma cell lines that was 

associated with NF-kappaB activity level. In patient tumor samples, overall lung  

tumor NF-kappaB activity was strongly associated with T cell infiltration but not 

with cancer cell proliferation. These results therefore indicate that NF-kappaB 

activity mediates immune surveillance and promotes antitumor T cell responses 

in  both murine and human lung cancer. 
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RESUMEN / SUMMARY:  - BACKGROUND: In IPASS (NCT00322452), 

progression-free survival (PFS, primary endpoint) was significantly longer with 

first-line gefitinib versus carboplatin/paclitaxel in never/light ex-smokers with 

advanced pulmonary adenocarcinoma in Asia, both in the overall intent-to-treat 

(ITT) population and  in the EGFR mutation-positive subgroup. To further 

characterize the clinical relevance of these data, we investigated objective 

response rate (ORR) and health-related quality of life (HRQoL) in patients 

treated with gefitinib. METHODS: Objective response was assessed (RECIST) 

6-weekly (previously reported). Post hoc assessments included median time to 

response, median duration of response and change in tumor size. The analysis 

of response population included those patients treated with gefitinib who 

responded (n=262 from ITT; n=94 from EGFR mutation-positive subgroup). The 

percentage of patients with deterioration in HRQoL (Functional Assessment of 

Cancer Therapy-Lung [FACT-L], Trial Outcome Index [TOI]) and symptoms 

(Lung Cancer Subscale [LCS]) at 4 months post-randomization was analyzed 

according to progression status (EFQ population grouped by progressors/non-

progressors in both treatment arms). The ORR (ITT) and incidence of skin 

rash/acne (evaluable-for-safety) were summarized. RESULTS: In patients 

whose tumors responded to gefitinib, median time to response was 6.1 weeks 

in the ITT population (n=262) and 6.0 weeks in the EGFR mutation-positive 
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subgroup (n=94); median duration of response was 9.7 and 8.7 months in these 

groups, respectively. There was significant tumor shrinkage with gefitinib. A 

greater percentage of patients in the EFQ population whose tumors progressed 

experienced deterioration in HRQoL and symptoms at 4 months versus patients 

whose tumors did not progress (FACT-L 33.7% vs 16.3%; TOI 33.7% vs 13.2%; 

LCS 31.7% vs  15.5%). In the gefitinib arm of the EFS population, incidence of 

rash was 75.8% and 68.1% in EGFR mutation-positive and -negative 

subgroups, respectively (with ORR for the gefitinib arm of the ITT 71.2% vs 

1.1%, respectively). CONCLUSIONS: Patients whose tumors responded to first-

line gefitinib experienced significant tumor shrinkage and a rapid, durable 

response. Deterioration in HRQoL and lung cancer symptoms at 4 months post-

randomization was found to be associated with tumor progression, highlighting 

the role of patient-reported outcomes in the evaluation of advanced NSCLC 

disease. Rash was not supported as a predictive marker of response to 

gefitinib. 
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RESUMEN / SUMMARY:  - BACKGROUND AND OBJECTIVE: The aims of our 

study were to evaluate the occult nodal metastasis in clinical stage I patients by 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23582397&dopt=Abstract
http://dx.doi.org/10.1016/S0140-6736(13)60181-6
http://dx.doi.org/10.1016/S0140-6736(13)60181-6
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23664030&dopt=Abstract
http://dx.doi.org/10.1016/j.lungcan.2013.04.012


31 

 

PET/CT, further investigate the potential risk factors for nodal involvement, 

since a successful prediction could be helpful in selection appropriate 

candidates for SABR or limited surgery. METHODS: We retrospectively 

reviewed the records of 189 patients who diagnosed as clinical stage I NSCLC 

by 18F-FDG PET/CT from January 2004 to July 2011. All patients underwent 

lobectomy and systematic lymph node dissection and preoperative 18F-FDG 

PET/CT scanning. The prevalence of occult nodal metastasis in patients as 

clinical N0 was analyzed according to clinicopathological factors  such as tumor 

location, tumor size, tumor subtype, grade of differentiation and primary tumor 

SUVmax. Risk factors for occult nodal metastasis were defined by univariate 

and multivariate analysis. RESULTS: Occult nodal metastasis was detected in 

18.0% (34/189) of the patients. SUVmax of the primary tumor and tumor size 

were independent predictors of occult nodal metastasis for patients with clinical 

N0 NSCLC by FDG PET/CT. Accordingly we divided our patients into three 

groups: group 1 (low-risk group) ~T</=3cm and SUVmax</=4.3; group 2 

(moderate-risk group) ~T</=3cm and SUVmax>4.3 or SUVmax</=4.3 and 

T>3cm; group 3  (high-risk group) ~T>3cm and SUVmax>4.3. The occult lymph 

node metastasis rate in groups 1, 2, 3 was 1/82 (1.2%), 19/75 (25.3%) and 

14/32 (43%) respectively. CONCLUSIONS: T1-2N0M0 NSCLC patients by 

PET/CT showing larger tumor size and high SUVmax constitute a high-risk 

group for occult nodal metastasis. The combined information of primary tumor 

SUVmax and tumor size before treatment have potential values in the clinic. 

These findings would be helpful in selection of SABR or limited surgery 

candidates. 
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RESUMEN / SUMMARY:  - BACKGROUND: Standard chemotherapy does not lead 

to long-term survival in patients with malignant pleural mesothelioma. Malignant 

pleural mesothelioma is strongly dependent on vasculature with high vessel 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23583604&dopt=Abstract
http://dx.doi.org/10.1016/S1470-2045(13)70125-6
http://dx.doi.org/10.1016/S1470-2045(13)70125-6
mailto:w.buikhuisen@nki.nl


32 

 

counts and high concentrations of serum vascular growth factors. Thalidomide 

has shown antiangiogenic activity, and we hypothesised that its use in the 

maintenance setting could improve outcomes. METHODS: In this open-label, 

multicentre, randomised phase 3 study, eligible patients had proven malignant 

pleural or peritoneal mesothelioma and had received a minimum of four cycles 

of first-line treatment containing at least pemetrexed,  with or without cisplatin or 

carboplatin, and had not progressed on this treatment. Patients were randomly 

assigned (in a 1:1 ratio, stratified by previous first-line chemotherapy, 

histological subtype, and recruiting hospital)  to receive thalidomide 200 mg per 

day (including a 2 week run in of 100 mg per day) plus active supportive care or 

active supportive care alone until disease progression. Patients were required 

to be registered and to start treatment with  thalidomide within 10 weeks after 

the end of the first-line chemotherapy. Thalidomide was given for a maximum of 

1 year or until unacceptable toxicity. The primary endpoint was time to 

progression. The primary analyses were by intention  to treat. The study is 

registered, ISRCTN13632914. FINDINGS: Between May 11, 2004, and Dec 23, 

2009, we randomly assigned 222 patients, 111 in each group (one patient on 

active supportive care later withdrew consent and was excluded from analyses). 

At the time of this final analysis, median follow-up was 33.1 months (IQR 22.3-

66.8), and physician-reported disease progression had occurred in 104 patients 

in the thalidomide group and 107 in the active supportive care group; 92 

patients in the thalidomide group and 93 in the active supportive care group had  

died. Median time to progression in the thalidomide group was 3.6 months (95% 

CI  3.2-4.1) compared with 3.5 months (2.3-4.8) in the active supportive care 

group (hazard ratio 0.95, 95% CI 0.73-1.20, p=0.72). 43 (39%) grade 3 or 4 

adverse events were reported in the thalidomide group and 31 (28%) in the 

active supportive care group; neurosensory events were reported by two (2%) 

patients on  thalidomide and none on active supportive care, cardiac events by 

two (2%) patients on thalidomide and three (3%) on active supportive care, and 

thromboembolic events by three (3%) patients on thalidomide and none on 

active supportive care. INTERPRETATION: No benefit was noted in time to 

progression with the addition of thalidomide maintenance to first-line 

chemotherapy. Different treatment strategies are needed to improve outcomes 

in patients with malignant mesothelioma. FUNDING: Dutch Cancer Society 

(KWF), Eli Lilly, NSW Dust Disease Compensation Board, University of Sydney, 

and Cancer Australia. 
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RESUMEN / SUMMARY:  - Tyrosine kinase inhibitors (TKIs) have revolutionised 

the treatment of lung adenocarcinoma, and a theoretical basis exists for utilising 

whole brain radiotherapy (WBRT) combined with erlotinib for the treatment for 

brain metastases in patients with lung adenocarcinoma. This therapeutic 

regimen has the potential to be a revolutionary treatment for which the most 

appropriate indication is lung adenocarcinoma. Currently, there is no difference 

in the treatment of brain metastasis, especially multiple brain metastases, in 

patients  with lung adenocarcinoma of patients with other lung carcinomas. 

Furthermore, limited clinical trials that combine a TKI with WBRT to treat 

multiple lung adenocarcinoma metastases have been conducted, and many 

clinical questions remain unanswered. Lung adenocarcinoma has a high 

propensity to metastasise to the brain, and targeted therapy has been widely 

used; however, clinical trials are necessary to provide data to support the 

combination of erlotinib and WBRT. © 2013 Wiley Periodicals, Inc. 
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RESUMEN / SUMMARY:  - PURPOSE: We prospectively examined the role of 

tumor textural heterogeneity on positron emission tomography/computed 

tomography (PET/CT) in predicting survival  compared to other clinical and 

imaging parameters in non small cell lung cancer (NSCLC) patients. 

EXPERIMENTAL DESIGN: The feasibility study consisted of fifty-six assessed 

consecutive NSCLC patients (32-males; 24-females; mean-age 67+/-9.7y) that 

underwent combined fluorodeoxyglucose (FDG)-PET/CT. The validation study 

population consisted of sixty-six prospectively recruited consecutive consenting 

NSCLC patients (37-males; 29-females; mean-age 67*5+/-7*8y) that 

successfully underwent combined FDG-PET/CT-dynamic contrast enhanced 
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(DCE)-CT. Images were used to derive tumoral PET/CT textural heterogeneity, 

DCE-CT permeability, and FDG uptake (SUVmax). The mean follow-up period 

was 22.6+/-13.3 months and 28*5+/- 13*2 months for the feasibility and 

validation studies. Optimum threshold was determined for clinical stage and 

each  of the above biomarkers (where available) from the feasibility study 

population.  Kaplan-Meier analysis assessed the ability of the biomarkers to 

predict survival  in the validation study. Cox’s-regression determined survival 

factor independence. RESULTS: Univariate analysis revealed that tumor CT 

derived heterogeneity (p<0*001), PET derived heterogeneity (p=0.003), CT 

derived permeability (p=0*002) and stage (p<0*001) were significant survival 

predictors.  The thresholds used were derived from a previously performed 

feasibility study. Tumor SUVmax did not predict survival. Using multivariable 

analysis, tumor CT textural heterogeneity (p=0*021), stage (p=0*001), and 

permeability (p<0*001) were independent survival predictors. These predictors 

were independent of patient treatment. CONCLUSIONS: Tumor stage and 

computed tomography-derived textural heterogeneity were the best predictors 

of survival in NSCLC. The use of  computed tomography-derived textural 

heterogeneity should assist the management of many patients with NSCLC. 
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RESUMEN / SUMMARY:  - Urethane, which is used as an anesthetic for animal 

experiments, causes inflammation and cancer in the lung. BALB/c mice 

received 1 mg/g of urethane once a week for four consecutive weeks via 

intraperitoneal injections developed interstitial infiltration of inflammatory cells 

and tumors in the lung. However,  the intracellular signaling events which 

urethane causes inflammation and cancer  are largely unknown. Here we show 

that urethane caused overproduction of reactive oxygen species (ROS) in RAW 

264.7 macrophages and A549 lung epithelial cells. Pretreatment of these cells 

with the antioxidant N-acetylcysteine attenuated the  urethane-induced ROS 

production. Urethane increased heme oxygenase-1 expression to protect these 

cells from cytotoxicity caused by overproduced ROS. In addition, urethane 
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activated extracellular signal-regulated kinase (ERK) in both cell types. Overall, 

our data imply that urethane stimulates ROS production and ERK activation in 

macrophages and lung epithelial cells, and the overproduced ROS and 

activated ERK may promote tumor formation in the lung. 
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RESUMEN / SUMMARY:  - This study was carried out to investigate the 

relationship between serum CD36 levels and radiation pneumonitis in 30 

patients irradiated for lung cancer. We found CD36 may become an important 

index for predicting the occurrence and development of radiation pneumonitis 

and evaluating the curative effect. 
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RESUMEN / SUMMARY:  - A 55-year-old Caucasian woman with lung 

adenocarcinoma stage IV presented with repeated relapse after treatment with 

cytotoxic chemotherapy (carboplatin, gemcitabine, docetaxel, pemetrexed) and 

targeted agents (erlotinib, cetuximab, sunitinib). Comprehensive molecular 
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diagnostics (EGFR-, ALK-, RAS-, BRAF-, PIK3CA-, HER2- and DDR2-

aberrations) were performed and failed initially to detect any driver mutation. 

While the patient suffered from rapid deterioration of her general condition, in 

particular from progressive dyspnea due to lung metastases, we implemented 

screening for RET- and ROS1 translocations into our molecular diagnostic 

program based on recent reports of these new molecular subgroups in lung 

adenocarcinoma. On retesting the patient’s tumor sample was found to harbor a 

ROS1-translocation. The patient was subsequently treated with crizotinib and 

experienced a pronounced clinical improvement corresponding to a complete 

metabolic response in 18F-FDG-PET and a good and confirmed partial 

response in CT (RECIST 1.1). Our case exemplifies the need for rapid 

implementation of newly discovered rare genetic lung cancer subtypes in 

routine molecular diagnostics. 

 

---------------------------------------------------- 

[43] 

TÍTULO / TITLE:  - DDX3 loss by p53 inactivation promotes tumor malignancy via 

the MDM2/Slug/E-cadherin pathway and poor patient outcome in non-small-cell 

lung cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Oncogene. 2013 Apr 15. doi: 10.1038/onc.2013.107. 

 ●●Enlace al texto completo (gratuito o de pago) 1038/onc.2013.107 

AUTORES / AUTHORS:  - Wu DW; Lee MC; Wang J; Chen CY; Cheng YW; Lee H 

INSTITUCIÓN / INSTITUTION:  - Graduate Institute of Cancer Biology and Drug 

Discovery, Taipei Medical University, Taipei, Taiwan, ROC. 

RESUMEN / SUMMARY:  - P53 inactivation by p53 mutation and E6 oncoprotein 

has a crucial role in human carcinogenesis. DDX3 has been shown to be a 

target of p53. In this study, we hypothesized that DDX3 loss by p53 inactivation 

may promote tumor malignancy and  poor patients’ outcome. Mechanically, 

DDX3 loss by p53 knockdown and E6 overexpression was observed in A549 

lung cancer cells. Conversely, DDX3 expression was markedly elevated by 

wild-type (WT) p53 ectopic expression in p53-null H1299 cells, E6-knockdown 

TL-1 lung cancer and SiHa cervical cancer cells. Interestingly, DDX3 loss 

promotes soft-agar growth and invasive capability; however, both capabilities 

were suppressed by DDX3 overexpression. We next expected that DDX3 loss 

might result in Slug-suppressed E-cadherin expression via decreased MDM2-

mediated Slug degradation. As expected, MDM2 transcription is suppressed by 

DDX3 loss via decreased SP1 binding activity to the MDM2 promoter. 

Consequently, Slug expression was elevated by the reduction of MDM2 

because of DDX3 loss, and E-cadherin expression was suppressed by Slug. 

Consistent observations in the correlation of DDX3 loss with MDM2, Slug and 

E-cadherin were seen in lung tumors from lung cancer patients. In addition, 

patients with low-DDX3 tumors had poorer survival and relapse than patients 
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with  high-DDX3 tumors. In conclusion, we suggest that DDX3 loss by p53 

inactivation via MDM2/Slug/E-cadherin pathway promotes tumor malignancy 

and poor patient outcome.Oncogene advance online publication, 15 April 2013; 

doi:10.1038/onc.2013.107. 
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RESUMEN / SUMMARY:  - PURPOSEThe MAGE-A3 protein is expressed in 

approximately 35% of patients with resectable non-small-cell lung cancer 

(NSCLC). Several immunization approaches against the MAGE-A3 antigen 

have shown few, but often long-lasting, clinical responses in patients with 

metastatic melanoma.Patients and methodsA double-blind, randomized, 

placebo-controlled phase II study was performed assessing clinical activity, 

immunologic response, and safety following immunization with recombinant 

MAGE-A3 protein combined with an immunostimulant (13 doses over 27 

months) in completely resected MAGE-A3-positive stage IB to II  NSCLC. The 

primary end point was disease-free interval (DFI).ResultsPatients were 

randomly assigned to either MAGE-A3 immunotherapeutic (n = 122) or placebo 
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(n = 60). After a median postresection period of 44 months, recurrence was 

observed in 35% of patients in the MAGE-A3 arm and 43% in the placebo arm. 

No statistically significant improvement in DFI (hazard ratio [HR], 0.75, 95% CI, 

0.46 to 1.23; two-sided P = .254), disease-free survival (DFS; HR, 0.76; 95% CI, 

0.48 to 1.21;  P = .248), or overall survival (HR, 0.81; 95% CI, 0.47 to 1.40; P = 

.454) was observed. Corresponding analysis after a median of 70 months of 

follow-up revealed a similar trend for DFI and DFS. All patients receiving the 

active treatment showed a humoral immune response to the MAGE-A3 antigen, 

although no correlation was observed with outcome. No significant toxicity was 

observed. CONCLUSIONIn this early development study with a limited number 

of patients, postoperative MAGE-A3 immunization proved to be feasible with 

minimal toxicity. These results are being investigated further in a large phase III 

study. 
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RESUMEN / SUMMARY:  - BACKGROUND: In this superiority study, pemetrexed 

was compared with erlotinib in  pre-treated patients with metastatic non-small 

cell lung cancer (NSCLC). METHODS: Patients with stage IIIB/IV NSCLC who 

progressed after first-line or second-line  treatment were randomized to receive 

either pemetrexed or erlotinib. In total, 21.7% of patients in the pemetrexed arm 

and 23.5% of patients in the erlotinib arm had squamous cell histology, and 

treatment was third line in 39.2% and 46.4%  of patients, respectively. The 

primary study endpoint was time to tumor progression (TTP). Epidermal growth 

factor receptor/v-Ki-ras2 Kirsten rat sarcoma viral oncogene homolog 

(EGFR/KRAS) mutation status also was investigated. RESULTS: There was no 

difference in terms of the TTP (P = .195), the objective response rate (P = .469), 

or overall survival (P = .986) between the 2 treatment  arms. In patients who 

had squamous cell histology, erlotinib resulted in a superior TTP compared with 

pemetrexed (4.1 months vs 2.5 months, respectively; P  = .006). The incidence 

of grade 3 and 4 neutropenia, thrombocytopenia, and asthenia was significantly 

higher in the pemetrexed arm, whereas the incidence of grade 3 and 4 skin rash 
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was higher in the erlotinib arm. CONCLUSIONS: Both pemetrexed and erlotinib 

had comparable efficacy in pre-treated patients with metastatic NSCLC, and the 

current results indicated that genotyping of tumor cells may have an important 

effect on treatment efficacy. Cancer 2013; © 2013 American Cancer Society. 
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RESUMEN / SUMMARY:  - OBJECTIVES: Even after curative resection, a 

significant fraction of patients with stage I non-small-cell lung cancer (NSCLC) 

die primarily because of systemic relapse. The purpose of the present study 

was to investigate the risk factors for both recurrence and poor survival in 

patients with pathological (p-) stage I NSCLC. METHODS: We retrospectively 

reviewed 467 consecutive patients from a single institution with completely 

resected p-stage I NSCLC. Patients with multiple lung tumours or malignancies 

from other organs and those who had undergone preoperative therapies were 

excluded. The correlation between clinicopathological factors and surgical 

outcomes, including disease-free survival (DFS) and overall survival (OS), was 

analysed. The clinicopathological factors examined were age, gender, smoking 

history, serum carcinoembryonic antigen (CEA) levels, serum cytokeratin 19 

fragment levels, surgical procedure, tumour histology, p-stage, angiolymphatic 

invasion and differentiation grade. RESULTS: The 5-year DFS and OS rates of 

the total study population were 91.4 and  92.8%, respectively. Multivariate 

analysis results indicated that high serum CEA  levels (>5.0 ng/ml) and p-stage 

IB were independent factors for recurrence, whereas older age (>70 years), 

high serum CEA levels and p-stage IB were independent factors for poor 
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survival. The risks of recurrence and death in patients with both high serum 

CEA levels and p-stage IB was 10.3 and 5.2 times higher than those observed 

in patients with both normal serum CEA levels and p-stage IA, respectively. 

CONCLUSIONS: High serum CEA levels and p-stage IB were  independent 

factors for both recurrence and poor survival in p-stage I NSCLC patients. 
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RESUMEN / SUMMARY:  - PURPOSE HER2 mutations are identified in 

approximately 2%of non-small-cell lung cancers (NSCLC). There are few data 

available that describe the clinical course of patients with HER2-mutated 

NSCLC. PATIENTS AND METHODS We retrospectively identified 65 NSCLC, 

diagnosed with a HER2 in-frame insertion in exon 20. We collected 

clinicopathologic characteristics, patients’ outcomes, and treatments.  Results 

HER2 mutation was identified in 65 (1.7%) of 3,800 patients tested and was 

almost an exclusive driver, except for one single case with a concomitant KRAS 

mutation. Our population presented with a median age of 60 years (range, 31  

to 86 years), a high proportion of women (45 women v 20 men; 69%), and a 

high proportion of never-smokers (n= 34; 52.3%). All tumors were 

adenocarcinomas and 50% were stage IV at diagnosis. For these latter cases, 

22 anti-human epidermal growth factor receptor 2 (HER2) treatments were 

administered after conventional chemotherapy in 16 patients. Subsequently, 

four patients experienced progressive  disease, seven experienced disease 

stabilizations, and 11 experienced partial responses (overall response rate, 

50%; disease control rate [DCR], 82%). Specifically, we observed a DCR of 

93% for trastuzumab-based therapies (n = 15) and a DCR of 100% for afatinib 

(n = 3) but no response to other HER2-targeted drugs (n = 3). Progression-free 

survival for patients with HER2 therapies was 5.1 months. Median survival was 

of 89.6 and 22.9 months for early-stage and stage IV  patients, respectively. 

CONCLUSION This study, the largest to date dedicated to HER2-mutated 
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NSCLC, reinforces the importance of screening for HER2 mutations in  lung 

adenocarcinomas and suggests the potential efficacy of HER2-targeted drugs in 

this population. 
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RESUMEN / SUMMARY:  - Purpose: In this work, the authors retrospectively 

compared the accumulated dose  over the treatment course for stereotactic 

body radiation therapy (SBRT) of lung  cancer for three patient setup 

strategies.Methods: Ten patients who underwent lung SBRT were selected for 

this study. At each fraction, patients were immobilized using a vacuum cushion 

and were CT scanned. Treatment plans were performed on the simulation CT. 

The planning target volume (PTV) was created by adding a 5-mm uniform 

margin to the internal target volume derived from the 4DCT. All plans were 

normalized such that 99% of the PTV received 60 Gy. The plan parameters 

were copied onto the daily CT images for dose recalculation under three setup 

scenarios: skin marker, bony structure, and soft tissue based alignments. The 

accumulated dose was calculated by summing the dose at each fraction along 

the trajectory of a voxel over the treatment course through deformable image 

registration of each CT with the planning CT. The accumulated doses were 

analyzed for the comparison of setup accuracy.Results: The tumor volume 

receiving 60 Gy was 91.7 +/- 17.9%, 74.1 +/- 39.1%, and 99.6 +/- 1.3% for  

setup using skin marks, bony structures, and soft tissue, respectively. The 

isodose line covering 100% of the GTV was 55.5 +/- 7.1, 42.1 +/- 16.0, and 64.3 

+/- 7.1 Gy, respectively. The corresponding average biologically effective dose 

of the tumor was 237.3 +/- 29.4, 207.4 +/- 61.2, and 258.3 +/- 17.7 Gy, 

respectively. The differences in lung biologically effective dose, mean dose, and 

V20 between the setup scenarios were insignificant.Conclusions: The authors’ 

results suggest that skin marks and bony structure are insufficient for aligning  

patients in lung SBRT. Soft tissue based alignment is needed to match the 

prescribed dose delivered to the tumors. 
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RESUMEN / SUMMARY:  - PURPOSE: Pharmacokinetics of docetaxel can be 

measured in vivo using positron emission tomography (PET) and a microdose 

of radiolabeled docetaxel ([11C]docetaxel). The objective of this study was to 

investigate whether a [11C]docetaxel PET microdosing study could predict 

tumor uptake of therapeutic doses of docetaxel. EXPERIMENTAL DESIGN: 

Docetaxel-naive lung cancer patients underwent two [11C]docetaxel PET 

scans; one after bolus injection of [11C]docetaxel and another during combined 

infusion of [11C]docetaxel and a therapeutic dose of docetaxel (75 mg*m-2). 

Compartmental and spectral analyses were used to quantify [11C]docetaxel 

tumor kinetics. [11C]docetaxel PET measurements were used to estimate the 

area under the curve (AUC) of docetaxel in tumors. Tumor response was 

evaluated using computed tomography scans. RESULTS: Net rates of influx 

(Ki) of [11C]docetaxel in tumors were comparable during microdosing and 

therapeutic scans. [11C]docetaxel AUCTumor during the therapeutic scan could 

be predicted reliably using an impulse response function derived from  the 

microdosing scan together with the plasma curve of [11C]docetaxel during the  

therapeutic scan. At 90 min, the accumulated amount of docetaxel in tumors 

was <1% of the total infused dose of docetaxel. [11C]docetaxel Ki derived from 

the microdosing scan correlated with AUCTumor of docetaxel (Spearman’s rho= 

0.715; P= 0.004) during the therapeutic scan and with tumor response to 

docetaxel therapy (Spearman’s rho= -0.800; P= 0.010). CONCLUSIONS: 

Microdosing data of [11C]docetaxel PET can be used to predict tumor uptake of 

docetaxel during chemotherapy. The present study provides a framework for 

investigating the PET microdosing concept for radiolabeled anticancer drugs in 

patients. 
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RESUMEN / SUMMARY:  - BACKGROUND: Epithelial-to-mesenchymal transition 

(EMT) plays a pivotal role in lung cancer metastasis. The class III deacetylase 

sirtuin 1 (SIRT1) possesses both pro- and anticarcinogenic properties. The role 

of SIRT1 in lung cancer EMT is largely undefined. METHODS: The effect of 

SIRT1 on migration of lung cancer cells was evaluated by wound healing assay 

in vitro and metastasis assay in nude  mice in vivo. Protein expression in human 

lung cancers and cultured lung cancer cells was assessed by western blotting 

and immunohistochemistry. Interaction between protein and DNA was 

measured by chromatin immunoprecipitation assay. SIRT1 promoter activity 

was determined by reporter assay. RESULTS: SIRT1 activation antagonized 

migration of lung cancer cells by suppressing EMT in vitro. Activation of SIRT1 

by resveratrol also statistically significantly hampered (by 68.33%; P < .001, 

two-sided test) lung cancer cell metastasis in vivo. Hypoxia repressed SIRT1 

transcription through promoting the competition between Sp1 and HIC1 on the 

SIRT1 proximal promoter in a SUMOylation-dependent manner. Disruption of 

SUMOylation by targeting either Ubc9 or PIASy restored SIRT1 expression in 

and favored an epithelial-like phenotype of cancer cells, thereby preventing 

metastasis. Decreased SIRT1 combined with elevated PIASy expression was 

implicated in more-invasive types of lung cancers in humans. CONCLUSIONS: 

We have identified a novel pathway that links SIRT1 down-regulation  to 

hypoxia-induced EMT in lung cancer cells and may shed light on the 

development of novel antitumor therapeutics. 
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RESUMEN / SUMMARY:  - To identify the genetic factors that influence overall 

survival in never smokers  who have non-small cell lung cancer (NSCLC), we 

performed a consistency meta-analysis study utilizing genome-wide association 

approaches for overall survival in 327 never smoker NSCLC patients from the 

MD Anderson Cancer Center and 293 cases from the Mayo Clinic. We then 

performed a two-pronged validation of the top 25 variants that included 

additional validation in 1,256 NSCLC patients from Taiwan and assessment of 

expression quantitative trait loci (eQTL) and differential expression of genes 

surrounding the top loci in 70 tumors and matched normal tissues. A total of 94 

loci were significant for overall survival  in both MD Anderson and Mayo studies 

in the consistency meta-analysis phase, with the top 25 variants reaching a p-

value of 10-6. Two variants of these 25 were also significant in the Taiwanese 

population: rs6901416 (HR:1.44, 95%CI:1.01-2.06) and rs10766739 (HR:1.23, 

95%CI:1.00-1.51). These loci resulted in a reduction in median survival time of 

at least 8 and 5 months in three populations, respectively. An additional six 

variants (rs4237904, rs7976914, rs4970833, rs954785, rs485411, and 

rs10906104) were validated through eQTL analysis that identified significant 

correlations with expression levels of six genes (LEMD3, TMBIM, ATXN7L2, 

SHE, ITIH2, and NUDT5, respectively) in normal lung tissue. These genes were 

also significantly differentially expressed between the  tumor and normal lung. 

These findings identify several novel, candidate prognostic markers for NSCLC 

in never smokers, with eQTL analysis suggesting a potential biological 

mechanism for a subset of these observed associations. 
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RESUMEN / SUMMARY:  - Aim: The purpose of this study was to investigate the 

clinical significance of expression of cancer/testis (CT) antigen and down-

regulation of HLA class-I in patients with stage I non-small cell lung cancer 

(NSCLC), which underwent complete surgical resection. PATIENTS AND 

METHODS: The expression of HLA class-I  molecules was evaluated in 136 

resected NSCLC specimens by immunohistochemistry.  The results were 

scored as the percentage of stained tumor cells and categorized  into two 
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groups: 0-79%, reduced expression; and >80%, normal expression. The 

expression of CT antigen was performed by reverse transcription-polymerase 

chain  reaction (RT-PCR). RESULTS: The expression of HLA class-I was 

normal in 49 tumors (36%), and there was reduced expression in 87 tumors 

(64%). The expression of Melanoma antigen (MAGE)-A3, MAGE-A4, and Kita-

Kyushu lung cancer antigen-1 (KK-LC-1) was positive in 34 (25.0%), 22 

(16.2%), and 42 (30.9%) patients, respectively. There was no significant 

difference in the proportion of HLA class-I expression associated with the 

expression of any of the CT antigens. Among the patients with positive 

expression of at least one of the CT antigens, the 5-year survival rate of the 

patients with the normal expression of HLA class-I was 87.5%; however, it was 

63.4% in patients with the reduced expression  of HLA class-I (p=0.0477). 

CONCLUSION: Reduced expression of HLA class-I was an unfavorable 

prognostic factor in patients with positive expression of CT antigen, and 

represents an important hurdle to antigen-based cancer immunotherapy. 
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RESUMEN / SUMMARY:  - BACKGROUND: The mechanism of primary resistance 

to epidermal growth factor receptor (EGFR) tyrosine kinase inhibitors (TKIs) in 

EGFR-mutant non-small-cell lung cancer (NSCLC) has not been clearly 

understood. PATIENTS AND METHODS: Eleven patients exhibiting primary 

resistance (disease progression <3 months) were identified among 197 

consecutive NSCLC patients with TKI-sensitive EGFR mutations who received 

EGFR TKIs at Seoul National University Hospital. Treatment-naive tumors were 

examined for concurrent genetic alterations using fluorescence in situ 

hybridization and targeted deep sequencing of cancer-related genes. Deletion 

polymorphism of Bcl-2-interacting mediator of cell death (BIM) gene was 

examined  to validate its predictive role for TKI outcome. RESULTS: The 

median progression-free survival (PFS) for patients receiving EGFR TKIs was 

11.9 months, and the response rate 78.8%. Among the 11 patients exhibiting 

primary resistance, a de novo T790M mutation was identified in one patient, 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23559152&dopt=Abstract
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and two exhibited mesenchymal-epithelial transition amplification and anaplastic 

lymphoma kinase fusion. Targeted deep sequencing identified no recurrent, 

coexistent drivers of NSCLC. Survival analysis revealed that patients with 

recurrent disease after surgery had a longer PFS than those with initial stage IV 

disease. However, BIM deletion polymorphism, line of treatment, EGFR 

genotype, and smoking were not predictive of PFS for EGFR TKIs. 

CONCLUSIONS: We identified coexistent genetic alterations of cancer-related 

genes that could explain primary resistance in a small proportion of patients. 

Our result suggests that the mechanism of primary resistance might be 

heterogeneous. 
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RESUMEN / SUMMARY:  - BACKGROUND: A greater proportion of ground-glass 

opacity (GGO) is well known to be strongly associated with less invasive lung 

adenocarcinoma. Recently, the solid area diameter has also been reported to 

be a simple and better marker for the same purpose compared with the whole 

nodule diameter. METHODS: From 1997 to 2009, 383 patients with clinical T1-

2N0M0 non-small cell lung cancer (NSCLC) with a solid area of 3 cm or less 

underwent surgical resection, and their preoperative high-resolution computed 

tomographic images were preserved in Digital Imaging and Communications in 

Medicine format. Less invasive lung cancer was defined as having no vascular, 

lymphatic, or pleural invasion or lymph node metastasis. We compared the solid 

area and whole nodule diameters and proportion of GGO, with the objective of 

predicting less invasive lung cancer. RESULTS: Among the 383 patients, 187 

were men, 335 had adenocarcinoma histologic type, 242 had less invasive lung 

cancer, and 43 experienced recurrence. Receiver operating characteristic 

(ROC) analysis to predict less invasive lung cancer showed that the area under 

the curve of proportion of GGO was the highest (0.848; 95% confidence interval 

[CI], 0.810-0.886), followed by the solid area diameter (0.785; 95% CI, 0.740-

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23618519&dopt=Abstract
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0.829), and then whole nodule diameter (0.621; 95% CI, 0.565-0.677). Multiple 

logistic regression analyses revealed that proportion of GGO was the only 

significant predictor of less invasive lung cancer. The proportion of GGO was 

also found to be a significant prognostic factor of disease-free survival (DFS) 

along with solid area diameter by multivariate analysis. Regardless of the solid 

area diameter, no patient with a greater proportion of GGO (> 50%) 

experienced recurrence. CONCLUSIONS: Proportion of GGO  remains 

important for predicting less invasive lung cancer. 
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RESUMEN / SUMMARY:  - Background: Few prospective studies have evaluated 

the role of endobronchial needle aspiration in diagnosing central airways 

neoplasms. Rapid on-site evaluation has long been used in transbronchial 

needle aspiration of adenopathies and peripheral lesions, but its role in 

sampling central malignancies has not been substantiated yet. Objectives: In 

this study we evaluated if endobronchial needle aspiration may increase the 

sensitivity of bronchoscopy for diagnosing central airways neoplasms when 

added to conventional diagnostic methods (forceps  biopsy, brushing and 

bronchial washing), and if rapid on-site evaluation may be beneficial in patients 

undergoing endobronchial needle aspiration. Methods: 125 patients (77% 

males, aged 70 +/- 7 years; mean +/- SD) with central lung cancers  were 

randomized to undergo bronchoscopy including conventional diagnostic 

methods and needle aspiration, with or without rapid on-site evaluation, 

stratifying the  patients on the basis of the neoplasm growth pattern (exophytic 

and submucosal/peribronchial disease). Results: Needle aspiration significantly 

increased the sensitivity of bronchoscopy when added to conventional methods 

(from 76 to 91%; p < 0.001), primarily resulting from differences in 

submucosal/peribronchial diseases (68 vs. 90%; p < 0.001) and independently 

from  the presence of rapid on-site evaluation; needle aspiration guided by rapid 

on-site evaluation guaranteed a higher improvement in bronchoscopy sensitivity 

than conventional needle aspiration (98 vs. 84%, respectively; p = 0.004). 

Needle aspiration guided by rapid on-site evaluation showed a significantly 

higher sensitivity than the conventional method (97 vs. 76%, respectively; p = 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23594935&dopt=Abstract
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0.001). Conclusions: Needle aspiration increases the sensitivity of 

bronchoscopy in diagnosing central airways malignancies when added to 

conventional diagnostic methods, with a further significant improvement when 

guided by rapid on-site evaluation. 
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RESUMEN / SUMMARY:  - PURPOSEThe diagnostic test for ALK rearrangement in 

non-small-cell lung cancer (NSCLC) for crizotinib treatment is currently done on 

tumor biopsies or fine-needle aspirations. We evaluated whether ALK 

rearrangement diagnosis could be performed by using circulating tumor cells 

(CTCs). PATIENTS AND METHODSThe presence of an ALK rearrangement 

was examined in CTCs of 18 ALK-positive and 14 ALK-negative patients by 

using a filtration enrichment technique and filter-adapted fluorescent in situ 

hybridization (FA-FISH), a FISH method optimized for filters. ALK-

rearrangement patterns were determined in CTCs and compared with those 

present in tumor biopsies. ALK-rearranged CTCs and tumor specimens were 

characterized for epithelial (cytokeratins, E-cadherin) and mesenchymal 

(vimentin, N-cadherin) marker expression. ALK-rearranged CTCs were 

monitored in five patients treated with crizotinib.ResultsAll ALK-positive patients 

had four or more ALK-rearranged CTCs per 1 mL of blood (median, nine CTCs 

per 1 mL; range, four to 34 CTCs per 1 mL). No or only one ALK-rearranged 
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CTC (median, one per 1 mL; range, zero to one per 1 mL) was detected in ALK-

negative patients. ALK-rearranged CTCs harbored a unique (3’5’) split pattern, 

and heterogeneous patterns (3’5’, only 3’) of splits were present in tumors. ALK-

rearranged CTCs expressed a mesenchymal phenotype contrasting with 

heterogeneous epithelial and mesenchymal marker expressions in tumors. 

Variations in ALK-rearranged CTC levels were detected in patients being 

treated with crizotinib. CONCLUSIONALK rearrangement can be detected in 

CTCs of patients with  ALK-positive NSCLC by using a filtration technique and 

FA-FISH, enabling both diagnostic testing and monitoring of crizotinib 

treatment. Our results suggest that CTCs harboring a unique ALK 

rearrangement and mesenchymal phenotype may arise from clonal selection of 

tumor cells that have acquired the potential to drive metastatic progression of 

ALK-positive NSCLC. 
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RESUMEN / SUMMARY:  - BACKGROUND: Chemotherapy-induced nausea and 

vomiting (CINV) are some of the most  problematic symptoms for cancer 

patients. Triplet therapy consisting of a 5HT3 receptor antagonist, aprepitant, 

and dexamethasone is a guideline-recommended antiemetic prophylaxis for 

highly emetogenic chemotherapy (HEC). The efficacy and safety of triplet 

therapy using a 0.75-mg dose of palonosetron have not yet been  investigated. 

We performed a prospective phase II study using triplet antiemetic  therapy with 

0.75 mg of palonosetron. METHODS: Chemotherapy-naive lung cancer patients 

scheduled to receive HEC were enrolled. The eligible patients were pretreated 

with antiemetic therapy consisting of the intravenous administration of 0.75 mg 

of palonosetron, and 9.9 mg of dexamethasone and the oral administration of 

125 mg of aprepitant on day 1, followed by the oral administration of 80 mg of 

aprepitant on days 2-3 and the oral administration of  8 mg of dexamethasone 

on days 2-4. The primary endpoint was the complete response rate (the CR 

rate; no vomiting and no rescue medication) during the overall phase (0-120 h). 
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RESULTS: The efficacy analysis was performed in 63 patients. The CR rates 

during the overall, acute and delayed phases were 81.0, 96.8, and 81.0 %, 

respectively. The no nausea and no significant nausea rate during the overall 

phase were 54.0 and 66.7 %, respectively. The most common adverse event 

was grade 1 or 2 constipation. CONCLUSIONS: Triplet antiemetic therapy using 

a 0.75-mg dose of palonosetron shows a promising antiemetic effect in 

preventing CINV in lung cancer patients receiving HEC. 
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RESUMEN / SUMMARY:  - INTRODUCTION:: Maintenance therapy in advanced 

non-small-cell lung cancer (NSCLC) might lead to resistance to subsequent 

treatments. IFCT-GFPC 0502 study showed a  progression-free survival (PFS) 

benefit with gemcitabine or erlotinib maintenance compared with observation 

after cisplatin-gemcitabine chemotherapy. The trial included a pre-defined 

pemetrexed second-line therapy, allowing post-hoc assessment of its efficacy 

according to previous maintenance treatment or treatment-free interval. 

METHODS:: Stage IIIB/IV NSCLC patients were randomized after four cycles of 

cisplatin-gemcitabine chemotherapy to either observation or  to receive 

maintenance therapy with gemcitabine or erlotinib. Pemetrexed was given as 

second-line treatment on disease progression in all arms. PFS and overall 

survival (OS) were assessed from the beginning of pemetrexed therapy 

according to randomization arm. RESULTS:: Of the 464 randomized patients, 

360 (78 %) received second-line pemetrexed (130 [84%], 114 [74%], and 116 

[75%] in observation, gemcitabine, and erlotinib arm, respectively). Median 

number of pemetrexed cycles was 3 (1-40) in all arms. Median PFS did not 
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differ between gemcitabine and observation arms (4.2 versus 3.9 months, 

hazard ratio [HR] [95% confidence interval [CI] 0.81 [0.62-1.06]) or between 

erlotinib and observation arms (4.2 versus 3.9 months, HR 0.83 [0.64-1.09]). 

OS data showed a non-significant improvement with gemcitabine arm versus 

observation arm (8.3 versus 7.5 months, HR 0.81 [0.61-1.07]) or erlotinib arm 

versus observation arm (9.1 versus 7.5 months, HR 0.80 [0.61-1.05]). Results 

were similar for non-squamous patients. Grade 3 to 4 treatment-related adverse 

events (AEs) were comparable in all arms. CONCLUSIONS:: Maintenance 

therapy with gemcitabine continuation or erlotinib does not seem to impair 

efficacy of second-line pemetrexed comparatively to administration after a 

treatment-free interval. 
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RESUMEN / SUMMARY:  - OBJECTIVE: An increasing proportion of patients with 

stage I non-small cell lung  cancer (NSCLC) is undergoing sublobar resection 

(L-). However, there is little information about the risks and correlates of local 

recurrence (LR) after such surgery, especially compared with patients 

undergoing lobectomy (L+). METHODS: Ninety-three and 318 consecutive 

patients with stage I NSCLC underwent L- and L+, respectively, from 2000 to 

2006. Median follow-up was 34 months. RESULTS: In the  L- group, the LR 

rates at 2, 3, and 5 years were 13%, 24%, and 40%, respectively. The risk of 

LR was significantly associated with tumor grade, tumor size, and T stage. The 

crude risk of LR was 33.8% (21 of 62) for patients whose tumors were grade 

>/= 2. In the L+ group, the LR rates at 2, 3, and 5 years were 14%, 19%, and 

24%, respectively. The risk of LR significantly increased with increasing tumor 

size, length of hospital stay, and the presence of diabetes. The L- group 

experienced a significant increase in failure in the bronchial stump/staple line  

compared with the L+ group (10% vs 3%; P = .04) and nonsignificant trends 

toward  increased ipsilateral hilar and subcarinal failure rates. CONCLUSIONS: 

Patients with stage I NSCLC who undergo L- have an increased risk of LR 

compared with patients undergoing L+, particularly when they have tumors 

grade >/= 2 or tumor size &gt; 2 cm. If L- is considered, additional local therapy 

should be considered to reduce this risk of LR, especially with tumors grade >/= 

2 or size  &gt; 2 cm. 
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RESUMEN / SUMMARY:  - BACKGROUND: Accurate clinical staging of non-small 

cell lung cancer (NSCLC) is essential for developing a treatment plan and 

evaluating suitability for minimally invasive surgery. The aim of this study was to 

evaluate predictive factors for metastasis of N1 and N2 nodes in clinical stage I 

NSCLC. METHODS: Records of patients with clinical stage I NSCLC who had 

undergone pulmonary resection with systematic node dissection or node 

sampling between 2003 and 2011  were retrospectively reviewed. To identify 

predictive factors for node metastasis, univariate and multivariate logistic 

regression analyses were performed. RESULTS: Among the 770 patients in this 

study, the overall prevalence  of node metastasis was 19.4%, which included 

11.3% of N1 nodes and 8.1% of N2 nodes. Predictive factors for N1 node 

metastasis included male sex, current smoker, non-adenocarcinoma, solid 

consistency, centrally located tumor, clinical  T stage, cytokeratin fragment 21-1 

level, tumor size, maximum standardized uptake value of the mass, and 

ground-glass opacity proportion. Adenocarcinoma, solid consistency, clinical T 

stage, carcinoembryonic antigen level, tumor size, and ground-glass opacity 

proportion were identified as predictors for N2 node metastasis. Both tumor size 

and solid consistency were independent predictive values of N1 node and N2 

node metastasis by multivariate analysis. CONCLUSIONS: Among the patients 

with clinical stage I NSCLC, 19.4% of the patients showed unexpected node 

metastasis, and large size and solid consistency of the tumor were predictive 

factors of node metastasis in clinical stage I NSCLC. Preoperative staging 

should be performed more thoroughly to increase the accuracy of preoperative 

staging, especially in those who have the larger size and solid consistency of 

the tumor. 
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RESUMEN / SUMMARY:  - OBJECTIVE: The objective of this analysis was to 

develop a survival aggregate score (SAS), including objective and subjective 

patient-based parameters, and assess its prognostic role after major anatomic 

resection for non-small cell lung cancer. METHODS: A total of 245 patients 

underwent major lung resections for non-small cell lung cancer with 

preoperative evaluation of quality of life (Short-Form 36v2 survey) and complete 

follow-up. The Cox multivariable regression and bootstrap analyses were used 

to identify prognostic factors of overall servival, which were weighted to 

construct the scoring system and summed to generate the SAS. RESULTS: 

Cox regression analysis showed that the factors negatively associated with 

overall survival and used to construct the score were  36-item short-form health 

survey physical component summary score less than 50 (hazard ratio [HR], 1.7; 

P = .008), aged older than 70 years (HR, 1.9; P = .002), and carbon monoxide 

lung diffusion capacity less than 70% (HR, 1.7; P = .01). Patients were grouped 

into 4 risk classes according to their SAS. The 5-year overall survival was 78% 

in class SAS0, 59% in class SAS1, 42% in class SAS2, and 14% in class SAS3 

(log-rank test, P < .0001). SAS maintained its association with overall survival in 

patients with stages pT1 (log-rank test, P = .01), pT2 (log-rank test, P = .02), or 

pT3-4 (log-rank test, P = .001), and in those with stages pN0 (log-rank test, P = 

.0005) or pN1-2 (log-rank test, P = .02). The 5-year cancer-specific survival was 

83% in class SAS0, 71% in class SAS1, 63% in  class SAS2, and 17% in class 

SAS3 (log-rank test, P < .0001). CONCLUSIONS: This system may be used to 

refine stratification of prognosis for clinical and research purposes. 
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RESUMEN / SUMMARY:  - INTRODUCTION:: Optimal management of clinical 

stage IIIA-N2 non-small-cell lung cancer (NSCLC) is controversial. This study 

examines whether neoadjuvant chemoradiation plus surgery improves survival 

rates when compared with other recommended treatment strategies. 

METHODS:: Adult patients from the National Cancer Database, with clinical 

stage IIIA-N2 disease definitively treated between 1998 and 2004 at American 

College of Surgeons Commission on Cancer accredited facilities, were included 

in the study. Treatment was defined as neoadjuvant chemoradiation plus either 

lobectomy (NeoCRT+L) or pneumonectomy (NeoCRT+P), lobectomy plus 

adjuvant therapy (L+AT), pneumonectomy plus adjuvant therapy (P+AT), and 

concurrent chemoradiation (CRT). Median follow-up and overall survival (OS) 

were defined from date of diagnosis to last contact. Five-year OS was estimated 

using Kaplan-Meier methods. Cox proportional hazard regression was  used to 

estimate hazard ratios and 95% confidence intervals (CIs), adjusting for  

sociodemographic, clinical, and facility characteristics. RESULTS:: Median 

follow-up was 11.8 months for 11,242 eligible patients. Five-year OS was 

33.5%, 20.7%, 20.3%, 13.35%, and 10.9% for NeoCRT+L, NeoCRT+P, L+AT, 

P+AT, and CRT, respectively (p < 0.0001). On multivariable analysis, the 

estimated hazard ratio  was 0.51 (CI: 0.45-0.58) for NeoCRT+L; 0.77 (0.63-

0.95) for NeoCRT+P; 0.66 (0.59-0.75) for L+AT; 0.69 (0.54-0.88) for P+AT; and 

1.0 (reference) for the CRT  group. Comorbidity did not attenuate the 

relationship between treatment and survival. CONCLUSION:: This large study 

demonstrates that patients with clinical  stage IIIA-N2 NSCLC, who underwent 

neoadjuvant chemoradiation followed by lobectomy, were associated with an 

improved survival. 
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RESUMEN / SUMMARY:  - INTRODUCTION:: Standard therapy for limited-stage 

small-cell lung cancer (L-SCLC) is concurrent chemotherapy and radiotherapy 

(RT) followed by prophylactic cranial radiotherapy. Although many consider the 

standard RT regimen to be 45 Gy in 1.5 Gy twice-daily fractions, this has failed 

to gain widespread acceptance. We pooled data of patients assigned to receive 

daily RT of 70 Gy from three, consecutive prospective Cancer and Leukemia 

Group B L-SCLC cancer trials and report the results here. METHODS:: All 

patients from consecutive Cancer and Leukemia Group B L-SCLC trials (39808, 

30002, and 30206) using high-dosage daily  RT with concurrent chemotherapy 

were included, and analyzed for toxicity, disease control, and survival. Overall 

survival (OS) and progression-free survival (PFS)  were modeled using Cox 

proportional hazards models. Prognostic variables for OS-rate and PFS-rate 

were assessed using logistic regression model. RESULTS:: Two hundred 

patients were included. The median follow-up was 78 months. Grade 3 or 

greater esophagitis was 23%. The median OS for pooled population was 19.9 

months  (95% confidence interval [CI]: 16.7-22.3), and 5-year OS rate was 20% 

(95% CI: 16-27%). The 2-year PFS was 26% (95% CI: 21-32%). Multivariate 

analysis found younger age (p = 0.02; hazard ratio [HR]: 1.023; 95% CI: 21-32), 

and female sex (p = 0.02; HR:0.69; 95% CI: 0.50-0.94) independently 

associated with improved overall survival. CONCLUSION:: Two-Gy daily RT to 

a total dosage of 70 Gy was well tolerated with similar survival to 45 Gy (1.5 Gy 

twice-daily). This experience may aid practitioners decide whether high-dosage 

daily RT with platinum-based chemotherapy is appropriate outside of a clinical 

trial. 
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RESUMEN / SUMMARY:  - BACKGROUND: Randomized trials report equivalent 

efficacy among various combinations of platinum-based regimens in advanced 

non-small cell lung cancer (NSCLC). Their relative effectiveness and 

comparability based on squamous versus  nonsquamous histology is uncertain. 

METHODS: The authors used the Surveillance, Epidemiology, and End Results 

(SEER)-Medicare linked data to identify first-line  chemotherapy agents 

administered to Medicare beneficiaries with stage IIIB or IV  NSCLC diagnosed 

from 2000 to 2007. Overall survival was compared between patients who 

received the 3 most common regimens: carboplatin-paclitaxel, carboplatin-

gemcitabine, and carboplatin-docetaxel. Stratified analyses distinguished 

between the outcomes of patients with squamous versus nonsquamous cell 

histology. Multivariable Cox proportional hazards models and propensity score 

analyses facilitated adjustment for imbalance in measurable patient 

characteristics. RESULTS: Of the 15,318 patients who received first-line 

chemotherapy, 43.1% received carboplatin-paclitaxel, 14.3% received 

carboplatin-gemcitabine, 8.5% received carboplatin-docetaxel, and 34.1% 

received  other regimens. The median survival was 8.0 months (interquartile 

range [IQR], 3.5-17.4 months) for carboplatin-paclitaxel, 7.3 months (IQR, 3.4-

15.2 months) for carboplatin-gemcitabine, and 7.5 months (IQR, 3.2-16.0 

months) for carboplatin-docetaxel. Both multivariable and propensity score-

adjusted Cox models demonstrated a slight inferiority associated with 

carboplatin-gemcitabine  or carboplatin-docetaxel versus carboplatin-paclitaxel, 

with a hazard ratio of 1.10 (95% confidence interval, 1.04-1.15) and 1.09 (95% 

confidence interval, 1.02-1.16), respectively, in propensity score-stratified 

models. Among the subgroup of 2063 patients with squamous carcinoma, 

propensity score-stratified analyses had a higher risk of death (hazard ratio, 

1.20; 95% confidence interval, 1.07-1.35) associated with carboplatin-

gemcitabine versus carboplatin-paclitaxel. CONCLUSIONS: Carboplatin-

paclitaxel was associated with slightly better survival  compared with 
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carboplatin-gemcitabine or carboplatin-docetaxel within the Medicare population 

with advanced NSCLC, and this was most pronounced for patients who had 

squamous cell histology. Cancer 2013;119:2048-2060. © 2013 American 

Cancer Society. 
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RESUMEN / SUMMARY:  - Nrf2 (NFE2L2) governs cellular defenses against 

oxidative and electrophilic stresses and protects against chemical 

carcinogenesis. However, many cancers have been found to accumulate NRF2 

protein, raising questions of precisely how Nrf2 contributes to carcinogenesis. In 

this report, we explored such questions in an established urethane-induced 

multistep model of lung carcinogenesis. Consistent with earlier observations, 

Nrf2-deficient (Nrf2-/-) mice exhibited a relative increase in tumor foci by 8 

weeks after urethane administration. However, after 16 weeks we observed a 

relative reduction in the number of tumors with more malignant characteristics in 

Nrf2-/- mice. Furthermore, all Nrf2+/+ tumors harbored activated mutations in K-

ras, whereas Nrf2-/- tumors were rarely associated with similar K-ras mutations. 

Overall, our results established that Nrf2 has two roles during carcinogenesis, 

one of which is preventive during tumor initiation, but a second which promotes 

malignant progression. These findings establish Nrf2 inhibitors as rational tools 

to prevent malignant progression in lung cancer, whereas Nrf2 activators are 

more suited for lung cancer prevention. 
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RESUMEN / SUMMARY:  - In the past decade, we have observed exciting 

advances in lung cancer therapy, including the development of targeted 

therapies. However, additional strategies for early detection and tumor-based 

therapy are still essential in improving patient outcomes. EGF receptor (EGFR) 

and MET (the receptor tyrosine kinase for hepatocyte growth factors) are cell-

surface tyrosine kinase receptors that have been implicated in diverse cellular 

processes and as regulators of several microRNAs (miRNAs), thus contributing 

to tumor progression. Here, we demonstrate  a biological link between EGFR, 

MET, and the miRNA cluster 23ª approximately 27ª  approximately 24-2. We 

show that miR-27ª regulates MET, EGFR, and Sprouty2 in lung cancer. In 

addition, we identify both direct and indirect mechanisms by which miR-27ª can 

regulate both MET and EGFR. Thus, we propose a mechanism for MET and 

EGFR axis regulation that may lead to the development of therapeutics in  lung 

cancer. 
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RESUMEN / SUMMARY:  - PURPOSE:: This descriptive study compares overall 

survival (OS) and locoregional  control (LRC) rates between cisplatin-etoposide 

(EP) and carboplatin-etoposide (EC) at a population level in patients with limited 

disease (LD) and extensive disease (ED) small cell lung cancer (SCLC). 

MATERIALS AND METHODS:: All patients  diagnosed with SCLC from January 

2004 to December 2008 were identified. Patients  with LD SCLC treated with 

EP or EC and concurrent or sequential radiotherapy and  those with ED SCLC 

treated with EP or EC were included for analysis. A retrospective review 
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examining prognostic features and outcomes was performed. OS and LRC 

curves were calculated using the Kaplan-Meier method and compared with the 

log-rank test. RESULTS:: A total of 249 patients with LD SCLC and 287 patients 

with ED SCLC were identified. Patients treated with EC were significantly older 

for both LD (median 62 vs. 72, P<0.001) and ED (median 62 vs. 73, P<0.001). 

Median follow-up times were 37 and 22 months for LD and ED SCLC, 

respectively. Median OS for EP and EC in LD SCLC patients were 23 and 18 

months (P=0.10). LRC rates at 12 months were 81% for the EP group and 68% 

for the EC group (P=0.97). Median OS for the EP and EC patients with ED 

SCLC was 10 and 11 months, respectively, (P=0.24). CONCLUSION:: Despite 

the preferential use of EC in an older population, median OS and LRC rates 

were not significantly different  for patients treated with EP for both LD and ED 

SCLC. 
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RESUMEN / SUMMARY:  - Background:The FAST was a factorial trial in first-line 

treatment of advanced non-small-cell lung cancer (NSCLC), addressing the role 

of replacing cisplatin with a non-platinum agent. The prognostic and predictive 

effect of ERCC1/BRCA1 expression and ERCC1/XPD/XRCC1-3 gene 

polymorphisms on outcomes of patients was examined.Methods:Patients were 

randomised to receive treatment with or without cisplatin. ERCC1/BRCA1 

expression was determined by immunohistochemistry. ERCC1 (C8092A, 

C118T), XPD (Lys751Gln), XRCC1 (Arg399Gln) and XRCC3 (Thr241Met) gene 

polymorphisms were evaluated on tumour DNA by TaqMan allelic discrimination 

assay.Results:Tumour samples were available from 110 of 433 patients 

enrolled: 54.7% were ERCC1 positive and 51.4% were BRCA1 positive. 

Overall, ERCC1-negative  patients had better response rate (P=0.004), 

progression-free survival (P=0.023)  and overall survival (P=0.012) compared 

with positive ones, with no statistically significant treatment interaction. The 

BRCA1-positive patients showed numerically better outcomes, although not 
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statistically significant, with no treatment interaction. Among DNA repair gene 

polymorphisms, only XRCC1 Gln/Gln genotype evidenced a potential 

prognostic role (P=0.036).Conclusion:This study confirms the prognostic role of 

ERCC1 expression and XRCC1 (Arg399Gln) polymorphism in advanced 

NSCLC treated with first-line chemotherapy. None of these biomarkers was 

shown to be a specific predictive factor of cisplatin efficacy. 
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RESUMEN / SUMMARY:  - PURPOSE: To identify long peptides (LPs) derived from 

a novel tumor-associated antigen (TAA), kinesin family member 20ª (KIF20A), 

which induce tumor-specific T-helper type 1 (Th1) cells and CTLs. 

EXPERIMENTAL DESIGN: We combined information from a recently 

developed computer algorithm predicting HLA class II-binding peptides with 

KIF20A-derived CTL-epitope sequences presented by HLA-A2 (A*02:01) or 

HLA-A24 (A*24:02) to select candidate promiscuous Th1 cell epitopes  

containing CTL-epitopes. Peripheral blood mononuclear cells (PBMC) derived 

from healthy donors or patients with head-and-neck malignant tumor (HNMT) 

were used to study the immunogenicity of KIF20A-LPs, and the in vitro cross-

priming potential  of KIF20A-LPs bearing CTL-epitopes. We used HLA-A24 

transgenic mice to address whether vaccination with KIF20A-LP induces 

efficient cross-priming of CTLs in vivo. The Th1 cell response to KIF20A-LPs in 

HNMT patients receiving immunotherapy with TAA-derived CTL-epitope 

peptides was analyzed using IFN-gamma  enzyme-linked immunospot assays. 

RESULTS: We identified promiscuous KIF20A-LPs bearing naturally processed 

epitopes recognized by CD4+ T-cells and CTLs. KIF20A-specific CTLs were 

induced by vaccination with a KIF20A-LP in vivo. KIF20A expression was 

detected in 55% of HNMT by immunohistochemistry, and significant frequencies 

of KIF20A-specific Th1 cell responses were detected after short-term  in vitro 

stimulation of PBMCs with KIF20A-LPs in 50% of HNMT patients, but not in 

healthy donors. Furthermore, these responses were associated with KIF20A 
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expression in HNMT tissues. CONCLUSIONS: These are the first results 

demonstrating the presence of KIF20A-specific Th1 cell responses in HNMT 

patients and underline the possible utility of KIF20A-LPs for propagation of Th1 

cells and CTLs. 
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RESUMEN / SUMMARY:  - Skin toxicities are the most common side effects 

associated with the epidermal growth factor receptor inhibitor erlotinib, occurring 

in most patients receiving  the drug. Clinical trials evaluating erlotinib for the 

treatment of non-small cell lung cancer have reported a range of skin disorders, 

the most common being acneiform rash, xeroderma (dry skin), pruritus, and 

paronychia. Although in the majority of cases these effects are mild and 

transient, they can have a considerable impact on a patient’s quality of life and, 

if particularly severe and persistent, may necessitate treatment interruption or 

cessation and compromise treatment outcome. This coupled with recent 

evidence to suggest a positive correlation between the incidence and severity of 

rash and clinical outcome among erlotinib-treated patients with advanced or 

metastatic non-small cell lung cancer highlights the importance of adequately 

managing epidermal growth factor receptor inhibitor-related skin disorders. 

Clear treatment strategies are therefore necessary to ensure the prevention and 

optimal management of erlotinib-related skin toxicities thereby enabling patients 

to continue erlotinib treatment. In this review we present a practical approach 

for  the treatment of erlotinib-related cutaneous side effects in Japanese 

patients with advanced non-small cell lung cancer providing details of specific 

treatment  interventions, according to symptom severity, for each of the 

common skin disorders. In addition, the importance of preventive skin care 

measures-namely maintaining cleanliness, moisturization, and protection from 

external stimuli-in  preventing the development of serious skin disorders is 

discussed and guidelines  for the practice of proper skin care are presented. 
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RESUMEN / SUMMARY:  - PURPOSE: Platinum-based doublet chemotherapy has 

a major role in the treatment of patients with advanced non-small cell lung 

cancer (NSCLC). The weekly fractionated administration of cisplatin for patients 

with NSCLC has been shown to be active. Irinotecan and carboplatin are 

effective against NSCLC and demonstrated synergism with non-cross-

resistance in preclinical studies. We conducted a phase II study of weekly 

combination of carboplatin and irinotecan as first-line chemotherapy for patients 

with advanced NSCLC. METHODS: From March 2009 to November 2011, 24 

patients who were diagnosed with inoperable or metastatic NSCLC were 

enrolled. Treatment consisted of carboplatin at an AUC 2.5  mg/mL/min over 

30-min intravenous infusion and irinotecan 65 mg/m(2) over 90-min  

intravenous infusion on day 1 and day 8, respectively. The treatment was 

repeated every 3 weeks. RESULTS: One patient (4.2 %) achieved complete 

response, and seven (29.2 %) showed partial response. Overall response rate 

was 33.3 %, with median response duration of 4.55 months. Nine patients had 

stable disease, and disease control rate was 70.8 %. With median follow-up of 

12.8 months, median progression-free survival was 4.5 months (95 % CI 1.8-

7.2), and median overall survival was 15.5 months (95 % CI 6.9-24.1). Major 

toxicity was myelosuppression. Grade 3-4 neutropenia and thrombocytopenia 

occurred in 50 and 20.8 % of patients, respectively. Two patients experienced 

febrile neutropenia. Non-hematologic toxicities were generally mild. One patient 

suffered grade 4 diarrhea, and one treatment-related death due to pneumonia 

was occurred. CONCLUSION: The weekly combination of carboplatin and 

irinotecan showed favorable activity and manageable toxicity profiles in chemo-

naive patients with advanced NSCLC. Our results suggest that this regimen can 

be a reasonable chemotherapeutic option for patients with advanced NSCLC. 
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RESUMEN / SUMMARY:  - PURPOSE: Histamine-2 receptor blockers (H2RBs) 

might have anti-tumorogenic effect, but the clinical effect on lung cancer 

occurrence was unclear. METHODS: A total of 640,173 type 2 diabetic patients 

were identified from the Taiwan National Health Insurance claims database in 

2000. Patients were followed from cohort entry to the earliest of cancer 

diagnosis, death, disenrollment from the national health insurance, or 31 

December 2007. For each participant, H2RB use during the follow-up period 

was ascertained from the outpatient pharmacy prescription database. Patients 

with incident squamous cell carcinoma (SCC) and adenocarcinoma were 

included as cases and up to four age- and sex-matched controls were selected 

by risk-set sampling. Conditional logistic regression models were applied to 

estimate the association between H2RBs and lung cancer incidence. 

RESULTS: A total of 1182 incident SCC and 2345 adenocarcinoma cases were 

identified, and 13,108 matched controls were selected. An increased risk was 

observed for H2RBs use <1 year with adjusted OR of 1.33 (95% confidence 

interval  (CI): 1.22-1.44). After excluding all exposures occurring in the year 

before lung cancer diagnosis, H2RBs use with cumulative dosage >/= 360 

“defined daily doses”  was associated with a significantly decreased risk of lung 

cancer (OR: 0.60; 95%  CI: 0.38-0.96). When we stratified on types of lung 

cancer, the protective association of higher cumulative use of H2RBs seemed 

more evident for lung adenocarcinoma, with an adjusted OR of 0.49 (95% CI: 

0.26-0.90). CONCLUSIONS: Higher cumulative use of H2RBs might be 

associated with a reduced risk for non-small cell lung cancer in diabetic 

patients. Copyright © 2013 John Wiley &  Sons, Ltd. 
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RESUMEN / SUMMARY:  - BACKGROUND: A previous phase 3 trial demonstrated 

noninferiority in terms of overall survival for combined S-1 (an oral 

fluoropyrimidine) and carboplatin compared with combined paclitaxel and 

carboplatin as first-line treatment for advanced non-small cell lung cancer 

(NSCLC). In the current study, the authors evaluated the efficacy and safety of 

combined S-1, carboplatin, and bevacizumab followed by maintenance with S-1 

and bevacizumab in chemotherapy-naive patients with advanced nonsquamous 

NSCLC. METHODS: Patients received carboplatin (area under the 

concentration-time curve, 5 mg mL(-1) per minute) and bevacizumab (15 

mg/kg) on day 1 plus oral S-1 (80 mg/m(2) per day) on days 1 through 14 every 

21  days for up to 6 cycles. For patients without disease progression, S-1 and 

bevacizumab were continued until disease progression or unacceptable toxicity 

developed. RESULTS: Forty-eight patients were enrolled in the phase 2 study; 

of these, 35 patients (72.9%) completed at least 4 cycles. Most toxicities of 

grade  >/=3 were hematologic, and no increase in relative incidence associated 

with maintenance with S-1 and bevacizumab was observed. The objective 

response rate was 54.2% (95% confidence interval, 39.2%-68.6%), and the 

median progression-free survival was 6.8 months (95% confidence interval, 4.3-

8.2 months). CONCLUSIONS: The regimen of combined S-1, carboplatin, and 

bevacizumab followed by maintenance with S-1 and bevacizumab was active 

and feasible as first-line treatment for advanced nonsquamous NSCLC. Cancer 

2013;119:2275-2281. © 2013 American Cancer Society. 
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RESUMEN / SUMMARY:  - Lung cancer is the most commonly diagnosed cancer 

worldwide. Loss of KISS1 expression has been associated with progression and 

poor prognosis of various cancers, however, the precise role of KISS1 

expression in non-small cell lung cancer (NSCLC) is not well defined. KISS1 

receptor (KISS1R, also named GPR54) coupled to KISS1, has been shown to 
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play a pivotal role in suppressing cancer metastasis. In this study, 56 NSCLC 

specimens were divided into stage IIIB (locally advanced) and stage IV 

(metastatic). The mRNA and protein levels of KISS1 and KISS1R in cancer 

tissues were found to be lower compared to that in normal tissues using RT-

PCR and western blot analysis, respectively. In addition, the expression of both 

KISS1 and KISS1R in stage IV NSCLC was lower compared to that in stage IIIB 

stage NSCLC. The cumulative survival rate of the patients with KISS1 or 

KISS1R expression was significantly higher compared to that without 

expression. KISS1 or KISS1R expression in NSCLC can be used to indicate 

favorable prognosis for disease outcome. Metastin, the product of the KISS1 

gene, was lower in the serum of patients with stage IV NSCLC compared to that 

in stage IIIB NSCLC. 
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RESUMEN / SUMMARY:  - BACKGROUND: Intraperitoneal chemotherapy is used 

to treat peritoneal surface-spreading malignancies. We sought to determine 

whether volume and surface area of the intraperitoneal chemotherapy 

compartments are associated with overall survival and posttreatment glomerular 

filtration rate (GFR) in malignant peritoneal mesothelioma (MPM) patients. 

METHODS: Thirty-eight MPM patients underwent X-ray computed tomography 

peritoneograms during outpatient intraperitoneal chemotherapy. We calculated 

volume and surface area of contrast-filled compartments by semiautomated 

computer algorithm. We tested whether these were associated with overall 

survival and posttreatment GFR. RESULTS: Decreased likelihood of mortality 

was associated with larger surface areas (p = 0.0201) and smaller contrast-

filled compartment volumes (p = 0.0341),  controlling for age, sex, histologic 

subtype, and presence of residual disease >0.5 cm postoperatively. Larger 

volumes were associated with higher posttreatment GFR, controlling for 

pretreatment GFR, body surface area, surface area, and the interaction 

between body surface area and volume (p = 0.0167). DISCUSSION: Computed 
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tomography peritoneography is an appropriate modality to assess for 

maldistribution of intraperitoneal chemotherapy. In addition to identifying 

catheter failure and frank loculation, quantitative analysis of the contrast-filled 

compartment’s surface area and volume may predict overall survival and 

cisplatin-induced nephrotoxicity. Prospective studies should be undertaken to 

confirm and extend these findings to other diseases, including advanced 

ovarian carcinoma. 
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RESUMEN / SUMMARY:  - Clinical significance of tumor cavitation (TC) prior to and 

following first-line  chemotherapy of lung cancer is unclear. An evaluation of the 

incidence and prognostic role of TC among treatment naive lung cancer 

patients undergoing chemotherapy at a tertiary care institute in North India was 

undertaken. Retrospective data analysis and radiological review of newly 

diagnosed lung cancer patients initiated on chemotherapy over a 2-year period 

were carried out.  Demographic characteristics and overall survival (OS) were 

compared between patients with and without TC at baseline. Patients who 

received 3 or more cycles  of chemotherapy were included in analysis for 

response rates and new onset TC. Overall, 27 (7.8 %) of 347 patients had 

baseline TC. Among 271 non-small cell lung cancer (NSCLC) patients with (n = 

26) and without (n = 245) baseline TC, histology was the only demographic 

characteristic that differed significantly [squamous 76.9 vs. 46.9 %; p = 0.004]. 

Majority (82.7 %) of NSCLC patients had advanced (stage IIIB/IV) disease. 

NSCLC patients with and without baseline TC alive at 6 months, 1 and 2 years 

were 34.6 versus 53.9 %, 11.5 versus 25.7 % and  3.8 versus 7.8 %, 

respectively. NSCLC patients with baseline TC had shorter median OS than 

those without (174 days [95 % confidence interval (CI) 106-242 days] vs. 235 

days [95 % CI 207-263 days]). On multivariate Cox proportional hazard 

analysis, age [hazard ratio (HR) = 1.02, 95 % CI 1.01-1.04] and baseline TC 

[HR = 1.66, 95 % CI 1.03-2.69] were found significant. Response rates were 
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similar between the two groups. Patients with TC after chemotherapy differed 

from those without in frequency of squamous histology (77.8 vs. 38.9 %; p < 

0.001) and presence of metastatic disease (19.4 vs. 40.9 %; p = 0.016). 

Squamous histology has a significant association with presence of baseline TC 

and of new onset TC after chemotherapy. Presence of baseline TC has an 

independent association with shorter OS among NSCLC patients undergoing 

first-line chemotherapy. 
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RESUMEN / SUMMARY:  - We have developed a technique for isolating and 

culturing primary lung cancer cells extracted from patient tissue to facilitate anti-

cancer drug development. Patient-derived lung cancer tissues were 

mechanically dissociated to 40-100 mum.  Dispase was then used to isolate 

cultured lung cancer cell populations, which were re-plated on Matrigel-coated 

dishes containing N2-supplemented medium and growth factors. This method 

allows pure populations of primary non-small cell lung cancer cells to be grown 

in vitro. The isolated cells exhibited hallmark cancerous properties such as 

abnormal chromosomes and in vivo tumor formation. The cell lines generated 

through this procedure may help to advance our knowledge of certain forms of 

lung cancer and may also be useful for developing patient-specific anti-cancer 

drug screening procedures. 
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RESUMEN / SUMMARY:  - OBJECTIVE:: To investigate the employment status of 

lung cancer survivors and the work-related problems they face. 

BACKGROUND:: Although the number of lung cancer  survivors is increasing, 

little is known about their employment and work-related  issues. METHODS:: 

We enrolled 830 lung cancer survivors 12 months after lung cancer curative 

surgery (median time after diagnosis, 4.11 years) and 1000 volunteers from the 

general population. All participants completed the European Organization for 

Research and Treatment of Cancer Quality of Life Questionnaire,  Core 30-item 

and a questionnaire that included items relating to their jobs. We used logistic 

regression analysis to identify independent predictors of unemployment. 

RESULTS:: The employment rate of lung cancer survivors decreased from 

68.6% at the time of diagnosis to 38.8% after treatment, which was significantly 

lower than the employment rate of the general population (63.5%; adjusted 

odds ratio = 2.31, 95% confidence interval: 1.66-3.22). The posttreatment 

unemployment rate was higher for women than for men. Among survivors, 

employment was inversely associated with older age, household income,  

number of comorbidities, and poor social functioning. Fatigue (78.6%) was the 

most common work-related problem reported by survivors. CONCLUSIONS:: 

Lung cancer survivors experienced more difficulties in employment than did the 

general population. Age, monthly household income, number of comorbidities, 

and social functioning appear to be important factors influencing employment 

status. These findings suggest that lung cancer survivors need support to cope 

with the financial impact of cancer. 
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RESUMEN / SUMMARY:  - 18F-FPPRGD2, which was approved for clinical study 

recently, has favorable properties for integrin targeting and showed potential for 

antiangiogenic therapy and early response monitoring. However, the time-

consuming multiple-step synthesis may limit its widespread applications in the 

clinic. In this study, we  developed a simple lyophilized kit for labeling PRGD2 

peptide (18F-AlF-NOTA-PRGD2, denoted as 18F-alfatide) using a fluoride-

aluminum complex that significantly simplified the labeling procedure. 

METHODS: Nine patients with a primary diagnosis of lung cancer were 

examined by both static and dynamic PET imaging with 18F-alfatide, and 1 

tuberculosis patient was investigated using both 18F-alfatide and 18F-FDG 

imaging. Standardized uptake values were measured in tumors and other main 

organs at 30 min and 1 h after injection. Kinetic parameters were calculated by 

Logan graphical analysis. Immunohistochemistry and  staining intensity 

quantification were performed to confirm the expression of integrin alphavbeta3. 

RESULTS: Under the optimal conditions, the whole radiosynthesis including 

purification was accomplished within 20 min with a decay-corrected yield of 

42.1% +/- 2.0% and radiochemical purity of more than 95%. 18F-alfatide PET 

imaging identified all tumors, with mean standardized uptake values of 2.90 +/- 

0.10. Tumor-to-muscle and tumor-to-blood ratios were 5.87 +/- 2.02 and 2.71 

+/- 0.92, respectively. CONCLUSION: 18F-alfatide can be produced with 

excellent radiochemical yield and purity via a simple, 1-step, lyophilized kit. PET 

scanning with 18F-alfatide allows specific imaging of alphavbeta3 expression 

with good contrast in lung cancer patients. This technique might be used for the 

assessment of angiogenesis and for planning and response evaluation of 

cancer therapies that would affect angiogenesis status and integrin expression 

levels. 
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RESUMEN / SUMMARY:  - INTRODUCTION: : We evaluated treatment patterns of 

elderly patients with stage IIIA (N2) non-small-cell lung cancer (NSCLC). 

METHODS: : The use of surgery, chemotherapy, and radiation for patients with 

stage IIIA (T1-T3N2M0) NSCLC in the Surveillance, Epidemiology, and End 

Results-Medicare database from 2004 to 2007 was analyzed. Treatment 

variability was assessed using a multivariable logistic regression model that 

included treatment, patient, tumor, and census track variables. Overall survival 

was analyzed using the Kaplan-Meier approach and Cox  proportional hazard 

models. RESULTS: : The most common treatments for 2958 patients with stage 

IIIA (N2) NSCLC were radiation with chemotherapy (n = 1065, 36%), no 

treatment (n = 534, 18%), and radiation alone (n = 383, 13%). Surgery was 

performed in 709 patients (24%): 235 patients (8%) had surgery alone, 40 

patients (1%) had surgery with radiation, 222 patients had surgery with 

chemotherapy (8%), and 212 patients (7%) had surgery, chemotherapy, and 

radiation. Younger age (p < 0.0001), lower T-status (p < 0.0001), female sex (p 

= 0.04), and living in a census track with a higher median income (p = 0.03) 

predicted surgery use. Older age (p < 0.0001) was the only factor that predicted  

that patients did not get any therapy. The 3-year overall survival was 21.8 +/- 

1.5% for all patients, 42.1 +/- 3.8% for patients that had surgery, and 15.4 +/-  

1.5% for patients that did not have surgery. Increasing age, higher T-stage and 

Charlson Comorbidity Index, and not having surgery, radiation, or 

chemotherapy were all risk factors for worse survival (all p values < 0.001). 

CONCLUSIONS: : Treatment of elderly patients with stage IIIA (N2) NSCLC is 

highly variable and varies not only with specific patient and tumor 

characteristics but also with regional income level. 
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RESUMEN / SUMMARY:  - Genome analyses of endothelial cells identified genes 

specifically expressed by tumor endothelial cells, called tumor endothelial 

markers (TEMs). Currently there are no data available concerning the role of 

TEMs in non-small cell lung cancer (NSCLC). Therefore, the aim of this study 

was to investigate the role of TEMs in  NSCLC in vitro and in vivo. First we 

evaluated the expression of various TEMs (Robo4, Clec14 and ECSCR) by 

qRT-PCR and Western blot analyses in three NSCLC cell lines (A549, Calu1, 

Colo699) and compared them to human umbilical vein endothelial cells 

(HUVECs), endothelial colony forming cells (ECFCs) and human bronchial 

epithelial cells (HBEpCs). Next the expression of TEMs was measured in  

resected tumor tissue of NSCLC patients (n=63) by qRT-PCR and compared to 

adjacent non-cancerous lung tissue (n=52). Further, immunohistochemical 

analysis  of Robo4 expression in tumor tissue (n=33) and adjacent non-

cancerous tissue (n=27) was performed. We found that NSCLC cell lines and 

HBEpC did not express TEMs on the mRNA level compared to HUVECs 

(p=0.001). In the contrary, a significant up-regulation of Robo4 and Clec14 was 

found in tumor samples (Robo4 p=0.03, Clec14 p=0.002). Both facts clearly 

indicate that these proteins are allocated to the tumor stromal department. 

Correlation with clinical data showed  that increased TEM expression correlated 

with prolonged overall survival of operated NSCLC patients (Robo4 high 120.5 

vs. Robo4 low 47.6 months, Clec14 high  108.1 vs. Clec14 low 54.5 months and 

ECSCR high 120.5 vs. ECSCR low 42.2 months). In summary, we found that 

TEMs are overexpressed in NSCLC stromal tissue and that an increased TEM 

expression correlated with an increased overall survival in early stage NSCLC. 
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RESUMEN / SUMMARY:  - The accurate diagnosis of recurrence of non small cell 

lung cancer (NSCLC) is crucial for the appropriate management of patients with 
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suspicion of recurrence (SOR). We evaluated prospectively in the clinical 

setting the contribution of FDG PET/CT in patients with SOR of NSCLC in terms 

of sensitivity, specificity, impact on therapy and on survival. METHODS: Of the 

55 patients included in the study, recurrence was confirmed in 37 but, follow up 

data for survival evaluation was available in 34. There were 59 SOR in the 55 

patients and in 41 recurrence was confirmed. 53 of the 59 suspicions, had a 

contrast enhanced CT. All patients had  a FDG PET/CT scan after iv injection of 

8MBq/kg of F18-FDG. RESULTS: Of the 59 SOR, FDG PET/CT was positive in 

all 41 in which recurrence was confirmed (100% sensitivity) and, it was negative 

in 15 of the 18 in which it was ruled out (specificity 83%). In 27 SOR with 

inconclusive CT, FDG PET/CT showed 100% sensitivity (18/18) and 78% 

specificity (7/9). FDG PET/CT had an impact on treatment in 42 of the 59 SOR. 

In all 34 patients, FDG PET/CT diagnosed recurrence and overall survival at 20 

months and 5 years was 44% and 11%, respectively. When the extent of 

recurrence assessed by FDG PET/CT was considered, survival at 20 months 

and at 5 years of patients with loco-regional recurrence was 77% and 28% and 

in patients with distant recurrence 14% and 0% (p<0.001). CONCLUSION: 

Despite the small number of patients, our study demonstrates that FDG PET/CT 

is highly accurate for the detection of NSCLC recurrence. Therefore it has a 

great impact on the therapy regimen and on survival depending on the extent of 

the recurrent disease, survival being better  for patients with local recurrence. 

By differentiating local from distant recurrence, it allows the selection of patients 

who, could potentially benefit from new therapies. The results also suggest that 

there are grounds to include FDG PET/CT in the guidelines for surveillance for 

NSCLC. 
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RESUMEN / SUMMARY:  - Survivin is a new member of the inhibitors of apoptosis 

family and upregulated in various human malignancies including human lung 
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cancer. In this study, we proposed a new strategy for RNA interference (RNAi)-

mediated anticancer therapy combining activation of interferon production with 

RNAi using 5’-triphosphate-siRNA (3p-siRNA) against survivin gene. We 

designed and generated 3p-siRNA targeting human survivin gene (3p-survivin-

siRNA). The findings reported here demonstrated that 3p-survivin-siRNA 

induced a 3p-dependent type-I interferon response when transfected into 

human lung cancer cells. The 3p-survivin-siRNA significantly inhibited lung 

cancer cell proliferation in a 3p-dependent manner.  The anticancer effect of 3p-

survivin-siRNA was superior to that of conventional siRNA. The expression level 

of survivin in 3p-survivin-siRNA-treated A549 cells was significantly lower than 

that of siRNA. Furthermore, when 3p-survivin-siRNA silencing approach was 

combined with radiation treatment, 3p-survivin-siRNA increases the cytotoxicity 

of A549 cells and induces more cells to undergo apoptosis. In conclusion, our 

results suggest that 3p-survivin-siRNA could act as a powerful bifunctional 

molecule with potential for developing promising radiosensitization therapeutics 

against human lung cancer. 
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RESUMEN / SUMMARY:  - BACKGROUND: Visceral pleural invasion (VPI) is used 

as an indicator of adverse prognosis in non-small cell lung cancer (NSCLC). 

The purpose of this retrospective study was to evaluate the impact of VPI on 

disease-free survival (DFS) and overall survival (OS) in patients with node-

negative NSCLC. METHODS: Between 1998 and 2009, 1,166 patients with 

pathologic N0M0 NSCLC underwent surgical resection by lobectomy. Two 

hundred fourteen patients with VPI were compared with 952 patients without 

VPI. RESULTS: Median follow-up was 59 months.  In multivariate analysis, VPI, 

larger tumor size, older age, female sex, and poor performance status were 

significantly associated with decreased OS. In contrast,  larger tumor size, 

female sex, and poor performance, but notably not VPI, were associated with 

decreased DFS. After examining interactive effects of VPI and T stage 

subgroups, we found that VPI did not significantly affect either OS or DFS  in 
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the subgroups of patients with smaller tumor sizes-stage T1a, stage T1b, or 

stage T2a. In contrast, a deleterious effect of VPI on DFS was seen for tumors 

larger than 5 cm-stages T2b and T3-with the VPI-stage T3 interaction effect 

being statistically significant for DFS but not for OS. CONCLUSIONS: The effect 

of VPI  on survival in NSCLC varies greatly with tumor size, with VPI not 

strongly associated with OS or DFS in tumors smaller than 5 cm, but showing 

large negative effects on DFS for stage T2b and stage T3 tumors. Using VPI to 

upstage T1 tumors  to a higher T stage is not warranted because it would 

misrepresent these VPI-T stage subgroup effects. 
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RESUMEN / SUMMARY:  - BACKGROUND: Obesity is a risk factor for increased 

perioperative morbidity and mortality in surgical patients. There have been 

limited studies to correlate the  morbidity of lung cancer resection with obesity. 

METHODS: We performed a retrospective study of patients who underwent 

surgical resection for lung cancer  at the Medical College of Wisconsin, 

Milwaukee, from 2006 to 2010. Data on patient demographics, weight, 

pathological findings, and hospital course were abstracted after appropriate 

institutional review board approval. Perioperative morbidity was defined as atrial 

fibrillation, heart failure, respiratory failure, pulmonary embolism, or any medical 

complications arising within 30 days after surgery. The Fisher exact test was 

used to test the association between body mass index (BMI) and perioperative 

morbidities. RESULTS: Between 2006 and 2010, 320 lung resections were 

performed for lung cancer. The median age was 67 (interquartile range, 59-75) 

years, and 185 (57.8%) were females. A total of 121  (37.8%) of patients had a 

BMI lower than 25, and 199 (62.18%) patients had a BMI  of 25 or higher. The 

30-day mortality rate was 1.8% (n = 6) in the whole group; only 2 of these 

patients had a BMI of 25 or higher. Perioperative morbidity occurred in 28 

(23.14%) of patients with a normal BMI and in 47 (23.61%) of patients with a 

BMI of 25 or higher (P = .54). Specific morbidities encountered by patients with 

normal versus BMI of 25 or higher were as follows: atrial fibrillation, 11 (9.09%) 

versus 24 (12.06%) (P = .46); pulmonary embolism, 1 (0.83%) versus 3 (1.51%) 

(P = 1.0); congestive heart failure, 2 (1.65%) versus 2  (1.01%) (P = .63); renal 
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failure, 4 (3.3%) versus 2 (1.0%) (P = .29); respiratory failure, 12 (9.92%) versus 

17 (8.54%) (P = .69); and acute respiratory distress syndrome, 2 (1.65%) 

versus 1 (0.50%) (P = .55). The median hospital stay was 5 days in the lower 

BMI group and 4 days in the BMI of 25 or higher group (P = .52). 

CONCLUSIONS: Overweight and normal weight patients do not differ 

significantly in rates of perioperative morbidities, 30-day mortality, and length of 

stay. Our study indicates that potential curative surgical resections can be 

offered to even significantly overweight patients. 
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RESUMEN / SUMMARY:  - Podoplanin (Aggrus), which is a type I transmembrane 

sialomucin-like glycoprotein, is highly expressed in malignant pleural 

mesothelioma (MPM). We previously reported the generation of a rat anti-

human podoplanin Ab, NZ-1, which inhibited podoplanin-induced platelet 

aggregation and hematogenous metastasis. In this study, we examined the 

antitumor effector functions of NZ-1 and NZ-8, a novel rat-human chimeric Ab 

generated from NZ-1 including Ab-dependent cellular cytotoxicity (ADCC) and 

complement-dependent cytotoxicity against MPM in vitro and in vivo. 

Immunostaining with NZ-1 showed the expression of podoplanin in 73%  (11 out 

of 15) of MPM cell lines and 92% (33 out of 36) of malignant mesothelioma 

tissues. NZ-1 could induce potent ADCC against podoplanin-positive MPM cells 

mediated by rat NK (CD161a+) cells, but not murine splenocytes or human 

mononuclear cells. Treatment with NZ-1 significantly reduced the growth of s.c. 

established tumors of MPM cells (ACC-MESO-4 or podoplanin-transfected 

MSTO-211H)  in SCID mice, only when NZ-1 was administered with rat NK 

cells. In in vivo imaging, NZ-1 efficiently accumulated to xenograft of MPM, and 

its accumulation continued for 3 wk after systemic administration. Furthermore, 

NZ-8 preferentially recognized podoplanin expressing in MPM, but not in normal 

tissues. NZ-8 could induce higher ADCC mediated by human NK cells and 

complement-dependent cytotoxicity as compared with NZ-1. Treatment with NZ-
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8 and  human NK cells significantly inhibited the growth of MPM cells in vivo. 

These results strongly suggest that targeting therapy to podoplanin with 

therapeutic Abs (i.e., NZ-8) derived from NZ-1 might be useful as a novel 

immunotherapy against MPM. 
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RESUMEN / SUMMARY:  - Small cell lung cancer (SCLC) is one of the most 

aggressive types of cancer, yet  the pathologic mechanisms underlying its 

devastating clinical outcome remain elusive. In this report, we surveyed 924 

miRNA (miR) for their expressions in the formalin-fixed paraffin-embedded 

specimens from 42 patients with SCLC, and found  that the downregulated miR-

886-3p is closely correlated with the shorter survival of SCLC. This correlation 

was validated with another 40 cases. It was further discovered that loss of miR-

886-3p expression was mediated by DNA hypermethylation of its promoter in 

both cultured SCLC cells and tumor samples. Moreover, miR-886-3p potently 

repressed cell proliferation, migration, and invasion of NCI-H446 cell in cell 

culture via suppression of the expression of its target genes: PLK1 and TGF-

beta1 at posttranscription levels. Forced upregulation of miR-886-3p greatly 

inhibited in vivo tumor growth, bone/muscle invasion, and lung metastasis of 

NCI-H446 cells. This newly identified miR-886-3p-PLK1/TGF-beta1 nexus that 

modulates SCLC aggression suggests that both loss of miR-886-3p expression 

and hypermethylation of the miR-886 promoter are the promising indicators for 

poor outcome of as well as new therapeutic targets for SCLC. Cancer Res; 

73(11); 3326-35. ©2013 AACR. 
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RESUMEN / SUMMARY:  - HMGB3 overexpression has been reported in a variety 

of human cancers. However, the role of HMGB3 in human non-small cell lung 

cancer (NSCLC) remains unclear. In this study, the HMGB3 expression was 

examined at mRNA and protein levels by quantitative real-time reverse 

transcriptase-polymerase chain reaction (qRT-PCR), Western blotting, and 

immunohistochemistry in NSCLC tissues and adjacent non-cancerous tissues. 

Statistical analyses were applied to test the associations between HMGB3 

expression, clinicopathologic factors, and prognosis. Western blotting and qRT-

PCR showed that the expression levels of HMGB3 mRNA and protein  were 

both significantly higher in NSCLC tissues than those in non-cancerous tissues. 

Immunohistochemistry analysis showed that HMGB3 expression was 

significantly correlated with tumor grade, tumor size, clinical stage, and lymph  

node metastases. The results of Kaplan-Meier analysis indicated that a high 

expression level of HMGB3 resulted in a significantly poor prognosis of NSCLC 

patients. Importantly, multivariate analysis showed that high HMGB3 expression 

was an independent prognostic factor for NSCLC patients. In sum, our data 

suggest that HMGB3 plays an important role in NSCLC progression, and that 

overexpression  of HMGB3 in tumor tissues could be used as a potential 

prognostic marker for patients with NSCLC. 
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RESUMEN / SUMMARY:  - CD133 is a pivotal marker of cancer stem cells (CSCs) 

that is involved in tumorigenesis and cancer progression. Recent studies have 

identified CD133 to be  a prognostic factor for cancer rested with its expression 

and genetic variants. Here, we hypothesized that the single nuclear 

polymorphisms (SNP) in CD133 may be associated with lung cancer risk and 

prognosis. Based on three independent case-control analyses with a total of 

2,332 lung cancer cases and 2,457 controls, the gene-based association 

analysis with 13 polymorphisms of CD133 suggested that CD133 is a 

susceptible gene for lung cancer (P = 0.043) and that the SNP rs2240688A>C 

in the 3’-untranslated region of CD133 is the most significant associated SNP 

with the risk of lung cancer (P = 0.020); further analysis showed  that the 

rs2240688C variant genotypes (CA+CC) harbored a decreased risk of lung 

cancer (OR = 0.80; 95%CI= 0.72-0.90) and conferred a favorable survival for 

lung  cancer patients (median survival time, MST: 15 months) when compared 

to AA genotype (MST: 11 months, log-rank test: P = 3.31x10-6; Cox model: HR 

= 0.81, 95%CI = 0.70-0.94). Functional assays revealed that the rs2240688A to 

C transition gained a new binding of the microRNA hsa-miR-135ª/b and 

decreased the  CD133 expression. Our data suggest that the functional 

polymorphism rs2240688A>C  in CD133 is associated with lung cancer risk and 

survival. This SNP may be a functional biomarker to predict risk and prognosis 

of lung cancer. 
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RESUMEN / SUMMARY:  - BACKGROUND: Sagopilone (ZK219477) is a new and 

fully synthetic epothilone with activity against multi-drug resistant tumour cell 

lines. It has demonstrated clinical activity in several solid tumours like ovarian 

cancer and melanoma. Data about clinical efficacy of sagopilone in small-cell 

lung cancer are lacking. Here we report the first phase-I trial of sagopilone in 
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combination with cisplatin in  previously untreated metastatic small-cell lung 

cancer patients. METHODS: Chemonaive patients with metastatic small-cell 

lung cancer (SCLC) received sagopilone in four different dosing schedules 

ranging from 12 to 22mg/m2 (on day  1 as 3-h infusion) followed by a fixed dose 

of cisplatin of 75mg/m2 as 1-h infusion on day 1. Chemotherapy was 

administered every 3weeks to a maximum of six cycles. The primary objective 

was determination of dose-limiting toxicities (DLTs) and the maximum-tolerated 

dose (MTD) in this setting. Secondary objectives were assessment of objective 

response rates (ORR) as well as investigation of sagopilone pharmacokinetics. 

RESULTS: Twenty-six patients received a total of 107 treatment cycles of the 

platinum-sagopilone doublet. The recommended phase-II dose (RD) and 

schedule was found to be 19mg/m2 sagopilone followed by 75mg/m2 cisplatin. 

Peripheral neuropathy turned out as dose-limiting toxicity when the combination 

was administered over a median of four cycles. Objective responses were 

observed in six out of seven SCLC patients (85.7%) treated with the RD. 

CONCLUSIONS: Sagopilone and cisplatin can be safely combined in the first-

line treatment of metastasised SCLC. This combination demonstrated 

preliminary efficacy and should be further evaluated within phase-II trials. 
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RESUMEN / SUMMARY:  - BACKGROUND: Somatic mutations of the epidermal 

growth factor receptor (EGFR) are  reportedly associated with various 

responses in non-small cell lung cancer (NSCLC) patients receiving the anti-

EGFR agents. Detection of the mutation therefore plays an important role in 

therapeutic decision making. The aim of this study was to detect EGFR 

mutations in formalin fixed paraffin embedded (FFPE) samples using both 

Scorpion ARMS and high resolution melt (HRM) assay, and to compare the 

sensitivity of these methods. RESULTS: All of the mutations were found in 

adenocarcinoma, except one that was in squamous cell carcinoma. The 

mutation rate was 45.7% (221/484). Complex mutations were also observed, 
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wherein  8 tumours carried 2 mutations and 1 tumour carried 3 mutations. 

CONCLUSIONS: Both methods detected EGFR mutations in FFPE samples. 

HRM assays gave more EGFR positive results compared to Scorpion ARMS. 
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RESUMEN / SUMMARY:  - Lung cancer remains the leading cause of cancer-

related mortality for both men and women. Tumor recurrence and metastasis is 

the major cause of lung cancer treatment failure and death. The microRNA200 

(miR-200) family is a powerful regulator of the epithelial-mesenchymal transition 

(EMT) process, which is essential in tumor metastasis. Nevertheless, miR-200 

family target genes that promote metastasis in non-small cell lung cancer 

(NSCLC) remain largely unknown.  Here, we sought to investigate whether the 

microRNA-200 family regulates our previously identified NSCLC prognostic 

marker genes associated with metastasis, as potential molecular targets. Novel 

miRNA targets were predicted using bioinformatics tools based on correlation 

analyses of miRNA and mRNA expression in 57 squamous cell lung cancer 

tumor samples. The predicted target genes were validated with quantitative RT-

PCR assays and western blot analysis following re-expression of miR-200ª, -

200b and -200c in the metastatic NSCLC H1299 cell line. The results show that 

restoring miR-200ª or miR-200c in H1299 cells induces downregulation of 

DLC1, ATRX and HFE. Reinforced miR-200b expression results in 

downregulation of DLC1, HNRNPA3 and HFE. Additionally, miR-200 family 

downregulates HNRNPR3, HFE and ATRX in BEAS-2B immortalized lung 

epithelial cells in quantitative RT-PCR and western blot assays. The miR-200 

family and these potential targets are functionally involved in canonical 

pathways of immune response, molecular mechanisms of cancer, metastasis 

signaling, cell-cell communication, proliferation and DNA repair in Ingenuity 

pathway analysis (IPA).  These results indicate that re-expression of miR-200 

downregulates our previously identified NSCLC prognostic biomarkers in 

metastatic NSCLC cells. These results provide new insights into miR-200 

regulation in lung cancer metastasis and consequent clinical outcome, and may 

provide a potential basis for innovative therapeutic approaches for the treatment 

of this deadly disease. 
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RESUMEN / SUMMARY:  - INTRODUCTION:: After early reports of vandetanib’s 

efficacy in the induction setting, we evaluated the effect of combination 

docetaxel, carboplatin, and vandetanib, followed by maintenance therapy with 

either vandetanib, or placebo on progression-free survival (PFS) in patients with 

advanced non-small-cell lung cancer. METHODS:: Patients with advanced non-

small-cell lung cancer were randomized to induction docetaxel (75 mg/m) + 

carboplatin (area under the curve of 6) on day 1 of a 21-day cycle, and daily 

vandetanib (100 mg/day orally) for four cycles, followed by daily vandetanib 

(300 mg/day orally) or placebo until progression. Eligible patients had 

measurable disease, Eastern Cooperative Oncology Group performance status 

0 of 1, and no prior cytotoxic or targeted agents for advanced disease. 

RESULTS:: One hundred sixty-two patients were randomized; 158 began 

induction treatment. Fifty-eight patients began maintenance vandetanib or 

placebo (median, 3.5 cycles). Median PFS for patients randomized to 

maintenance vandetanib was 4.5 months (95% confidence interval, 3.3-5.8 

months),  and for patients randomized to maintenance placebo was 4.2 months 

(95% confidence interval, 2.8-4.9 months). An exploratory analysis showed 

prolonged PFS for patients randomized to vandetanib maintenance (stratified 

log-rank p= 0.07) as also in a multivariate model adjusting for sex and stage (p 

= 0.02). Differences  in PFS were not observed among patients who began 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23689430&dopt=Abstract
http://dx.doi.org/10.1097/JTO.0b013e3182937317


83 

 

maintenance therapy. Toxicities were similar to other studies of these agents. 

CONCLUSION:: Neither arm showed improvement over historical median PFS 

of 4.6 months, although patients who began maintenance and were randomized 

to vandetanib had somewhat better outcomes than those randomized to 

placebo. Given its acceptable toxicity profile, there may be  a role for 

vandetanib in maintenance. 

 

---------------------------------------------------- 

[98] 

TÍTULO / TITLE:  - Erratum to: Thrombocytosis and immunohistochemical 

expression of connexin 43 at diagnosis predict survival in advanced non-small-

cell lung cancer treated with cisplatin-based chemotherapy. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Cancer Chemother Pharmacol. 2013 May 17. 

 ●●Enlace al texto completo (gratuito o de pago) 1007/s00280-013-2188-

8 

AUTORES / AUTHORS:  - Du G; Yang Y; Zhang Y; Sun T; Liu W; Wang Y; Li J; 

Zhang H 

INSTITUCIÓN / INSTITUTION:  - Institute of Pharmacy, Pharmacy College of Henan 

University, Jinming street, Kaifeng, 475004, Henan, China, kfdgj@sohu.com. 

 

---------------------------------------------------- 

[99] 

TÍTULO / TITLE:  - Relationships between pulmonary microRNA and proteome 

profiles, systemic cytogenetic damage, and lung tumors in cigarette smoke-

exposed mice treated with  chemopreventive agents. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Carcinogenesis. 2013 May 24. 

 ●●Enlace al texto completo (gratuito o de pago) 1093/carcin/bgt178 

AUTORES / AUTHORS:  - Izzotti A; Balansky R; D’Agostini F; Longobardi M; 

Cartiglia C; La Maestra S; Micale RT; Camoirano A; Ganchev G; Iltcheva M; 

Steele VE; De Flora S 

INSTITUCIÓN / INSTITUTION:  - Department of Health Sciences, University of 

Genoa, via A. Pastore 1, 16132 Genoa, Italy. 

RESUMEN / SUMMARY:  - Assessing the correlation between molecular end-points 

and cancer induction or prevention aims at validating the use of intermediate 

biomarkers. We previously developed murine models that are suitable to detect 

both the carcinogenicity of mainstream cigarette smoke (MCS) and the 

induction of molecular alterations. In the present study, we used 931 Swiss 

mice in two parallel experiments and in a preliminary toxicity study. The 

chemopreventive agents included vorinostat, myo-inositol, bexarotene, 

pioglitazone, and a combination of bexarotene and pioglitazone. Pulmonary 

microRNAs and proteins were evaluated by microarray analyses at 10 weeks of 
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age in male and female mice, either unexposed or exposed  to MCS since birth, 

and either untreated or receiving each one of the 5 chemopreventive regimens 

with the diet after weaning. At 4 months of age, the frequency of micronucleated 

normochromatic erythrocytes was evaluated. At 7 months, the lungs were 

subjected to standard histopathological analysis. The results showed that 

exposure to MCS significantly downregulated the expression of 79/694 lung 

microRNAs (11.4%) and upregulated 66/1164 proteins (5.7%). Administration of 

chemopreventive agents modulated the baseline microRNA and proteome 

profiles and reversed several MCS-induced alterations, with some intergender 

differences. The stronger protective effects were produced by the combination 

of bexarotene and pioglitazone, which also inhibited the MCS-induced  

clastogenic damage and the yield of malignant tumors. Pioglitazone alone 

increased the yield of lung adenomas. Thus, microRNAs, proteins, cytogenetic 

damage, and lung tumors were closely related. The molecular biomarkers 

contributed to evaluate both protective and adverse effects of chemopreventive 

agents and highlighted the mechanisms involved. 
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RESUMEN / SUMMARY:  - INTRODUCTION: Although crizotinib manifests marked 

antitumor activity in individuals with non-small-cell lung cancer positive for ALK 

abnormalities, all treated patients ultimately develop resistance to this drug. The 

central nervous  system (CNS) is a frequent site of disease progression in such 

patients, with palliative radiotherapy usually being administered for the CNS 

metastasis. However, subsequent chemotherapy has not been optimized in 

these patients. METHODS: We retrospectively evaluated the continuation of 

crizotinib treatment after radiotherapy for isolated CNS progression in ALK-

rearrangement-positive non-small-cell lung cancer patients. RESULTS: Among 

21 ALK-rearrangement-positive patients treated with crizotinib, seven 

individuals resumed daily crizotinib administration after the completion of 

radiotherapy for isolated CNS failure. All these patients continued to receive 

crizotinib for at least 4 months after radiotherapy without disease progression. 
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One patient experienced a recurrent isolated CNS failure during the second 

period of crizotinib administration but subsequently resumed crizotinib treatment 

again for at least 8.5 months after another application of radiotherapy. 

CONCLUSIONS: Development of isolated CNS metastasis is emerging as a 

clinical concern for patients treated with crizotinib. Our data suggest that 

continued administration of crizotinib after radiotherapy for isolated CNS 

progression is a potential treatment option for such patients. 
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RESUMEN / SUMMARY:  - OBJECTIVES: The aim of this study was to investigate 

the expression levels of miR-19ª in non-small cell lung cancer (NSCLC) tissue 

and serum, and to clarify the relationships of serum miR-19ª expression with 

clinical factors and prognosis of NSCLC patients. METHODS: Expression levels 

of miR-19ª in 25 paired NSCLC, paracancerous tissues and serum, and sera 

from 103 controls and 201 NSCLC patients were respectively detected using 

real-time quantitative PCR. RESULTS: Compared with the paracancerous 

tissue, miR-19ª was overexpressed in NSCLC tissue (P = 0.006), and there was 

a strong correlation between expression levels of miR-19 in 25 paired sera and 

tissues (P = 0.001). Serum miR-19ª expression in NSCLC patients was 

significantly upregulated compared with those in healthy individuals (P = 0.001). 

High serum miR-19ª expression was significantly correlated with TNM stage 

and lymph node metastasis (P = 0.004 and 0.017, respectively). Survival 

analysis revealed that overall survival rate of patients  with high serum miR-19ª 

expression was significantly worse than those of patients with low serum miR-

19ª expression (hazard ratio = 1.438, 95% confidence interval  1.007-2.052, P = 

0.046). CONCLUSION: High serum miR-19ª expression may be an 

independent poor prognostic factor for survival in NSCLC patients. J. Surg. 

Oncol. 2013;107:767-771. © 2013 Wiley Periodicals, Inc. 
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RESUMEN / SUMMARY:  - STUDY OBJECTIVE: To assess preoperative and 

postoperative immune function in patients undergoing surgical resection of non-

small cell lung cancer during general anesthesia and postoperative epidural 

analgesia. DESIGN: Observational single-center study. SETTING: University-

affiliated academic center. PATIENTS: 24 adult, ASA physical status 3 and 4 

patients with stage 1, 2, or 3 non-small cell  lung cancer. No study patient 

received preoperative chemotherapy or radiation. INTERVENTIONS: Patients 

underwent thoracotomy with general anesthesia and postoperative epidural 

analgesia. MEASUREMENTS: Bispectral index monitoring, sevoflurane 

requirements, and intraoperative transfusions were recorded. Total fentanyl 

consumption and pain (verbal numeric rating scale) were recorded 24 hours 

after surgery. Preoperative and 24-hour postoperative natural killer cell 

percentage and function and percentages of natural killer T cells, T helper cells 

(CD4+), and cytotoxic T lymphocytes (CD8+) were measured. Plasma 

concentrations of the TH1 cytokine interleukin-2 and interferon-gamma and the 

TH2 cytokines interleukin-4 were measured at same time points. RESULTS: 

The percentage (preoperative, 13.07 +/- 9.81% vs postoperative, 9.6 +/- 6.57%, 

P < 0.001) and function (preoperative, 31.61 +/- 21.96%; postoperative, 13.61 

+/- 9.36%; P < 0.001) of natural killer cells was significantly decreased after 

surgery, but the percentage of natural killer T cells, T helper cells (CD4+), and 

cytotoxic T lymphocytes (CD8+) remained unchanged postoperatively; thus, the 

CD4/CD8 ratio remained unchanged. Postoperative plasma concentrations of 

the three cytokines were similar to preoperative levels; therefore, the TH1/TH2 

ratio also remained unchanged. CONCLUSIONS: Innate immunity is depressed 

in patients with non-small cell lung cancer after surgical resection, and immunity 

is not preserved by the use of postoperative epidural analgesia. 
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RESUMEN / SUMMARY:  - Background: The mortality from non-small cell lung 

cancer (NSCLC) in China is increasing, and studies about clinical 

characteristics of recent NSCLC are rare.  The primary objective of this study 

was to explore clinical features in a large general hospital in Northwest China, 

and to determine risk factors for stage, pathology and survival, with a view to 

prevention and treatment of NSCLC as well  as establishment and improvement 

of national medical insurance policies. Patients and Methods: We 

retrospectively analyzed the characteristics of NSCLC patients (n = 274), as 

well as risk factors for advanced stage and squamous cell carcinoma (SCC). 

Survival features in different groups were analyzed, as well as risk factors of 

survival. Follow-up was at least 3 years. Results: 179 were male (65.3%); 136 

had adenocarcinoma (49.6%) and 109 had SCC (39.8%); 186 (67.9%) had  

advanced-stage disease (IIIB-IV); 130 (47.4%) had smoking habits; 195 came 

from an urban area (71.2%); 69 had local urban resident basic medical 

insurance; 58% were younger than 60 years. Female, adenocarcinoma, rural 

patients were significantly younger than male, SCC, and urban patients. 

Pathology was the only  independent risk factor for advanced stage. Age, sex, 

and smoking status were independent prognostic factors for SCC. The 

proportion of male SCC was higher than female SCC even without the influence 

of smoking. Without local urban resident basic medical insurance, higher stage 

and not having surgery, but not smoking status, were independent risk factors 

for lower median progression-free survival (PFS). Patients with adenocarcinoma 

and SCC in advanced stage accepting  EGFR-TKI during treatment had a 

higher 1-year survival rate and longer overall survival (OS) compared with those 

never accepting EGFR-TKI. EGFR-TKI treatment and chemotherapy regimen 

numbers were independent risk factor for median OS in advanced 

adenocarcinoma and SCC patients. Conclusion: More prevention and screening 

should be carried out for the female and rural population. EGFR-TKI could 

benefit advanced NSCLCs. China’s medical insurance policy has some adverse  

effect on NSCLC survival calling for further improvement. 
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RESUMEN / SUMMARY:  - BACKGROUND/AIM: We report on survival data of 595 

patients with stage I-III lung  cancer with respect to TNM classification. 

MATERIALS AND METHODS: We constructed  a basic model consisting of 

stage and grade, and assessed the improvement of survival prediction after 

adding comorbidity data, spirometric data, clinical and laboratory parameters. 

RESULTS: Body mass index (BMI) and presence of a cardiac disease reached 

statistical significance for prediction of overall survival in a  Cox regression 

model. In addition to BMI (<25 kg/m(2)) and the presence of cardiovascular 

disease, the spirometric variable (FEV1) predicted early death (less than five 

months postoperatively). When the survival random forest method was 

employed to predict disease outcome, creatinine levels and VO2 max became 

additional variables of interest for predicting survival. CONCLUSION: We 

propose  that our lung cancer database may help to identify variables (aside 

from histomorphological variables) that are suitable for identifying patients at 

risk  of death after surgical treatment of lung cancer. 
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RESUMEN / SUMMARY:  - Cytoglobin (CYGB) is frequently downregulated in many 

types of human malignancies, and its exogenous overexpression reduces 

proliferation of cancer cells. Despite its implied tumour suppressor (TSG) 

functions, its exact role in carcinogenesis remains unclear as CYGB 

upregulation is also associated with tumour hypoxia and aggressiveness. In this 

study, we explore the TSG role of CYGB, its influence on the phenotype of 

cancerous cells under stress conditions and the clinical significance of CYGB 

expression and promoter methylation in non-small cell lung cancer (NSCLC). 

DNA methylation-dependent expression silencing of CYGB is demonstrated in 

both clinical samples and cell lines. CYGB promoter was more frequently 

methylated in lung adenocarcinomas (P = 1.4 x 10-4). Demethylation by 5’-

azadeoxycytidine partially restored CYGB expression in cell lines. Interestingly, 

trichostatin A triggered upregulation of CYGB expression in cancer cell lines 

and downregulation in non-tumourigenic ones. CYGB mRNA expression in 

NSCLC surgical specimens correlated with that of HIF1alpha and VEGFa (P < 1 

x 10-4). Overexpression of CYGB in cancer cell lines reduced cell migration, 

invasion and anchorage-independent growth. Moreover, CYGB impaired cell 

proliferation, but only in the lung adenocarcinoma cell line (H358). Upon 

hydrogen peroxide treatment, CYGB protected cell viability, migratory potential 

and anchorage independence by attenuating oxidative injury. In hypoxia, CYGB 

overexpression decreased cell viability, augmented migration and anchorage 

independence in a cell-type-specific manner. In conclusion, CYGB revealed 

TSG properties in normoxia but promoted tumourigenic potential of the cells 

exposed to stress, suggesting a bimodal function in lung tumourigenesis, 

depending on cell type and microenvironmental conditions. 
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RESUMEN / SUMMARY:  - Probable human carcinogens are generated during 

Chinese-style high-temperature cooking of meat and have been detected in the 

ambient air and on the meat surface. Although the inhalation of these 

compounds is an established risk factor for lung cancer, exposure via fried meat 

consumption has not yet been prospectively evaluated as a risk factor. The 

relationship between fried meat intake and lung cancer risk was investigated 

using data from a prospective cohort study among Chinese in Singapore. Lung 

cancer cases (n = 1130) were identified from 61 321 men and women, 70% of 

whom were lifetime never smokers. Proportional  hazards regression methods 

were used to calculate adjusted hazard ratios (HRs) and 95% confidence 

intervals (CIs). Overall, there was no association between fried meat intake and 

risk of all lung cancers combined. For lung adenocarcinoma, fried meat intake 

had a statistically significant association with increased risk. The association 

between fried meat intake and risk of lung adenocarcinoma became stronger 

when analyses were restricted to lifetime never smokers. Compared with the 

lowest tertile of fried meat intake, the HRs (95% CIs) for the second and third 

tertiles were 1.43 (0.98, 2.08) and 1.51 (1.03, 2.22), respectively (P  for trend = 

0.04). The positive association was present among both men and women. 

There was no association between fried meat intake and risk of non-

adenocarcinomas of the lung. Our prospective results for fried meat intake 

support consumption as an important route of exposure to compounds from 

Chinese-style high-temperature cooking for the development of lung 

adenocarcinoma. 
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RESUMEN / SUMMARY:  - Smoking is the most important risk factor for both lung 

cancer (LC) and chronic obstructive pulmonary disease. The aim of this study 

was to investigate the role  of myeloid cell nuclear factor-kappaB in the 

regulation of tumor cell growth signaling. We subjected mice lacking myeloid 
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RelA/p65 (relaDelta-/-) to a metastatic LC model. Cigarette smoke (CS) 

exposure significantly increased the proliferation of Lewis lung carcinoma cell 

tumors in wild-type mice. In CS-exposed relaDelta-/- mice, the tumor growth 

was largely inhibited. Transcriptome and pathway analysis of cancer tissue 

revealed a fundamental impact of myeloid cells on various growth signaling 

pathways, including the Wnt/beta-catenin pathway. In conclusion, myeloid 

RelA/p65 is necessary to link smoke-induced inflammation with LC growth and 

has a role in the activation of Wnt/beta-catenin signaling in tumor 

cells.Oncogene advance online publication, 8  April 2013; 

doi:10.1038/onc.2013.75. 
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RESUMEN / SUMMARY:  - Objectives To discuss the predictive factors of 

postoperative survival for non small cell lung carcinoma (NSCLC) patients with 

clinical N0 stage but postoperative pathological N2 stage (cN0-pN2).Methods 

From January 1, 2005, to December 31, 2009, the clinical data of NSCLC 

patients with cN0-pN2 after radical surgery were retrospectively collected, and 

their survival information was collected through follow-up. The expiration date 

for follow-up was December 31, 2011. The predictive factors of postoperative 

survival for NSCLC patients with unexpected mediastinal lymph node 

metastasis were analyzed using Cox proportional hazards regression.Results A 

total of 263 patients were enrolled. The follow-up rate was 91.63%. The overall 

1-, 3-, and 5-year survival rates were 94.6, 55.2, and 26.3%, respectively. 

Video-assisted thoracotomy surgery (VATS; odds ratio [OR] 0.659; 95% 

confidence interval [CI] 0.469 to 0.927; p = 0.017), multiple stations of 

metastatic mediastinal lymph nodes (OR 1.605; 95% CI 1.180 to 2.183;  p = 

0.003), and no adjuvant chemotherapy (OR 1.576; 95% CI 1.105 to 2.246; p = 

0.012) were independent predictive factors for unexpected N2 patients. The 

median survival after VATS was superior to that after thoracotomy for patients 

with a single station of metastatic mediastinal lymph node (48.45 m vs 37.34 m, 

p = 0.018). The median survival without any adjuvant chemotherapy was 

inferior to that after adjuvant chemotherapy for patients with multiple stations of 

metastatic mediastinal lymph nodes (20.32 m vs 31.55 m, p = 
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0.001).Conclusion The postoperative survival for NSCLC patients with cN0-pN2 

was related to operational method, adjuvant chemotherapy, and the number of 

metastatic mediastinal lymph node stations. Patients with a single station of 

metastatic mediastinal lymph node are likely to benefit from VATS, whereas 

patients with multiple stations of  metastatic mediastinal lymph nodes are likely 

to benefit from adjuvant chemotherapy. 
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RESUMEN / SUMMARY:  - INTRODUCTION: A tumor-promoting impact of 

neutrophils and macrophages has been demonstrated in some cancers. 

However, the prognostic significance of innate immune cells in patients with 

non-small cell lung cancer (NSCLC) is unclear. METHODS: A total of 335 

consecutive patients resected for stage I-IIIA NSCLC were assessed for 

CD66b+ neutrophils and CD163+ macrophages in the tumor nests and adjacent 

stromal tissue by immunohistochemistry in whole tissue sections using 

stereology as well as automatic computerized quantification. Findings were 

correlated with clinical and histopathological parameters, baseline blood 

inflammatory markers (C-reactive protein (CRP) and white blood cell count 

(WBC)). Endpoints were recurrence-free survival (RFS) and overall survival 

(OS). RESULTS: Elevated CRP above median (101nmol/l) and WBC above 

median (8.6x109cells/l) were  associated with poor RFS (p=0.002) and poor OS 

(p=0.01). Higher density of CD66b+ in tumor nests and stroma was associated 

with elevated CRP and WBC, squamous cell histology, tumor size, and necrosis 

(p=0.01). Higher density of CD163+ macrophages in tumor nests and stroma 

was associated with elevated CRP and lymph  node metastases (p=0.049). The 

densities of tumor nest CD66b+ neutrophils and CD163+ macrophages were 

not significantly correlated with RFS or OS, irrespective of assessment method. 

CONCLUSIONS: The densities of tumor-associated CD66b+ neutrophils and 

CD163+ macrophages in NSCLC were correlated with adverse prognostic 

factors and systemic blood inflammation markers, but not directly correlated 
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with RFS or OS. Further research of chronic inflammation in NSCLC is 

warranted. 
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Medical Oncology and Immunology, Nagoya City University Graduate School of 

Medical Science, Nagoya, Japan. 

RESUMEN / SUMMARY:  - INTRODUCTION:: Smoking status is one of the 

prognostic factors in advanced non-small-cell lung cancer (NSCLC). Currently, 

adenocarcinoma (Ad) histology is considered a predictive factor in advanced 

NSCLC. We investigated the correlation between histology or smoking status 

and survival of NSCLC patients receiving chemotherapy. METHODS:: We 

retrospectively reviewed clinical data from stage IIIB or IV NSCLC patients who 

started first-line chemotherapy at affiliated institutions of West Japan Oncology 

Group from 2004 to 2005. We also collected information on pack-years of 

cigarette smoking and years since cessation. Overall survival was compared 

using log-rank test, and Cox regression analysis was used to identify 

independent prognostic factors. RESULTS:: In total, 2542 consecutive  patients 

were enrolled at 40 institutions. Of those, 71 were excluded because of  

unknown smoking history. The median overall survival of nonsmoking Ad 

patients (593 days) was longer than that of smoking Ad, nonsmoking non-Ad, 

and smoking non-Ad patients (384, 374, and 319 days, respectively; p < 0.001). 

In Cox regression with sex, age, stage, performance, and treatment as 

covariates, we found significant interaction (p = 0.039) between histology 

(Ad/non-Ad) and smoking status (smoker/nonsmoker); smoking conferred a 

hazard ratio of 1.34 (95%  confidence interval, 1.15-1.55) in Ad, but only 0.99 

(0.75-1.31) in non-Ad. Higher pack-years and shorter period since cessation 

were significantly associated with poorer survival in Ad (p < 0.001), but not in 

non-Ad (p >/= 0.434). CONCLUSION:: Ad histology is associated with better 

prognosis, and only smoking status had a prognostic impact in Ad. 
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RESUMEN / SUMMARY:  - INTRODUCTION: Lung cancer mortality rates are 

higher in more deprived populations. This may simply reflect higher incidence of 

the disease, or additionally delayed presentation and worse outcomes amongst 

more deprived patients. Low socio-economic status (SES) has also been linked 

to cancer fatalism which might account for such differences. We determined the 
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interaction between SES, patient’s characteristics at presentation with lung 

cancer, and disease outcome at a large UK teaching hospital. METHODS: 

Stage, PS at presentation, treatment and survival data, index of multiple 

deprivation score and ACORN group  (geo-demographic segmentation tool) 

were analysed for 1432 patients. RESULTS: There were no significant 

differences in stage or PS distribution by IMD quintile or ACORN group. When 

patients with stage I/II disease were considered, there were no differences in 

IMD or ACORN group for those undergoing or not undergoing surgical 

resection. Similarly when the whole cohort was considered, there were no 

differences in these parameters between those receiving and not receiving any 

anti-cancer therapy. There was a non-significant trend to lower IMD score (i.e. 

less deprivation) in the stage IIIb/IV patients receiving palliative chemotherapy 

compared to those not receiving chemotherapy. There was no significant 

difference in median survival or one-year survival according to IMD quintile or 

ACORN group. CONCLUSION: In our patient cohort, deprivation does not 

appear to affect stage or performance status at presentation, nor survival from 

lung cancer. If cancer fatalism is more prevalent in deprived populations, this 

does not appear to lead  to later diagnosis nor worse disease outcome. 
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RESUMEN / SUMMARY:  - Background. Higher doses to NSCLC tumours are 

required to increase the low control rates obtained with conventional dose 

prescriptions. This study presents  the concept of inhomogeneous dose 

distributions as a general way to increase local control probability, not only for 

isolated lung tumours but also for patients with involved lymph nodes. Material 

and methods. Highly modulated IMRT plans with homogeneous dose 

distributions with a prescribed dose of 66Gy/33F were created for 20 NSCLC 

patients, staged T1b-T4 N0-N3, using standard PTV dose coverage of 95-

107%. For each patient, an inhomogeneous dose distribution was created with 

dose constraints of: PTV-coverage >/= 95%, same mean lung dose as obtained 

in the homogeneous dose plan, maximum doses of 45 and 66 Gy to spinal 

canal and oesophagus, respectively, and V74Gy < 1 cm3 for each of: aorta, 
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trachea + bronchi, the connective tissue in mediastinum, and the thorax wall. 

The dose was escalated using a TCP model implemented into the planning 

system. The difference in TCP values between the homogeneous and 

inhomogeneous plans were evaluated using two different TCP models. Results. 

Dose escalation was possible for all patients. TCP values based on assumed 

homogeneous distribution of clonogenic cells either in the GTV, CTV or PTV 

showed absolute TCP increases of approximately 15, 10 and 5 percentage 

points, respectively. This increase in local control was obtained without 

increasing the mean lung dose. However, small  increases in maximum doses 

to the mediastinum were observed: 2.5 Gy for aorta, 4.4 Gy for the connective 

tissue, 1.6 Gy for the heart, and 2.6 Gy for trachea +  bronchi. Conclusion. 

Increased target doses and TCP values using inhomogeneous dose 

distributions could be achieved for all patients, regardless of lymph node 

involvement, tumour stage, location, and size. These new treatment plans have 

the potential to increase the local tumour control by 10-15 percentage points 

without compromising the clinically acceptable lung toxicity level. 
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RESUMEN / SUMMARY:  - Slowly-cycling tumor cells that may be present in 

human tumors may evade cytotoxic therapies, which tend to be more efficient at 

destroying cells with faster growth rates. However, the proportion and growth 

rate of slowly-cycling tumor cells is often unknown in preclinical model systems 

used for drug discovery. Here we report a quantitative approach to quantitate 

slowly-cycling malignant cells in solid tumors, using a well-established mouse 

model of Kras-induced lung cancer (KrasG12D/+). Bromodeoxyuridine (BrdU) 

was administered  to tumor-bearing mice and samples were collected at defined 

times during pulse and chase phases. Mathematical and statistical modeling of 

the label-retention data during the chase phase supported the existence of a 

slowly-cycling label-retaining population in this tumor model and permitted the 

estimation of its proportion and proliferation rate within a tumor. The doubling 

time of the slowly cycling population was estimated at ~5.7 weeks and this 

population represented ~31% of the total tumor cells in this model system. The 

mathematical  modeling techniques implemented here may be useful in other 
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tumor models where direct observation of cell cycle kinetics is difficult and may 

help evaluate tumor cell subpopulations with distinct cell-cycling rates. 
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RESUMEN / SUMMARY:  - BACKGROUND: The traditional treatment for clearly 

operable (CO) patients with stage I non-small cell lung cancer (NSCLC) is 

lobectomy, with wedge resection (WR) and stereotactic body radiation therapy 

(SBRT) serving as alternatives in marginally operable (MO) patients. Given an 

aging population with an increasing prevalence of screening, it is likely that 

progressively more people will be diagnosed with stage I NSCLC, and thus it is 

critical to compare the cost-effectiveness of these treatments. METHODS: A 

Markov model was created to compare the cost-effectiveness of SBRT with WR 

and lobectomy for MO and CO patients, respectively. Disease, treatment, and 

toxicity data were extracted from the literature and varied in sensitivity analyses. 

A payer (Medicare) perspective was used. RESULTS: In the base case, SBRT 

(MO cohort), SBRT (CO cohort), WR, and  lobectomy were associated with 

mean cost and quality-adjusted life expectancies of $42,094/8.03, $40,107/8.21, 

$51,487/7.93, and $49,093/8.89, respectively. In MO patients, SBRT was the 

dominant and thus cost-effective strategy. This result  was confirmed in most 

deterministic sensitivity analyses as well as probabilistic sensitivity analysis, in 

which SBRT was most likely cost-effective up to a willingness-to-pay of more 

than $500,000/quality-adjusted life year. For CO patients, lobectomy was the 

cost-effective treatment option in the base case (incremental cost-effectiveness 

ratio of $13,216/quality-adjusted life year) and  in nearly every sensitivity 

analysis. CONCLUSIONS: SBRT was nearly always the most cost-effective 

treatment strategy for MO patients with stage I NSCLC. In contrast, for patients 

with CO disease, lobectomy was the most cost-effective option. Cancer 2013. © 

2013 American Cancer Society. 
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RESUMEN / SUMMARY:  - Tid1 (DNAJA3), a DnaJ co-chaperone, may promote 

degradation of oncogenic kinases. Tid1 has two isoforms, Tid1-L and Tid1-S, 

that may function differently. In this  study, we investigated the role of the Tid1 

isoforms in regulating EGFR signaling and lung cancer progression. We found 

that both Tid1-L and Tid1-S expressions were reduced in patients with non-

small cell lung cancer compared with normal counterparts. Tid1-L expression 

correlated inversely with EGFR expression. Low Tid1-L/high EGFR expression 

predicted poor overall survival in lung adenocarcinoma patients. Tid1-L 

overexpression in lung cancer cells attenuated EGFR signaling and inhibited 

cell proliferation, colony formation and tumor growth in subcutaneous and 

orthotropic xenograft models. Conversely, depletion of Tid1 restored EGFR 

signaling and increased cell proliferation and colony formation. Tid1-L, but not 

Tid1-S interacted with EGFR/HSP70/HSP90 through the DnaJ domain, 

counteracting the EGFR regulatory function of HSP90 by causing EGFR  

ubiquitinylation and proteasomal degradation. Tid1-L inhibited EGFR signaling 

even more than the HSP90 inhibitor 17-allylamino-demethoxy geldanamycin. 

We concluded that Tid1-L acted as a tumor suppressor by inhibiting EGFR 

signaling through interaction with EGFR/HSP70/HSP90 and enhancing EGFR 

ubiquitinylation and degradation. 
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RESUMEN / SUMMARY:  - In this study, the effects of insulin and dexamethasone 

on the expression and mRNA transcription of 4 pulmonary surfactant-

associated proteins [surfactant protein (SFTP)A, SFTPB, SFTPC and SFTPD] 

were examined. The commercially available cell lines, A549 and H441, were 

used as acceptable models of lung surfactant-producing cells. Subsequently, 

the effects of insulin on the expression of surfactant-associated proteins were 

examined in patients with lung  adenocarcinoma during lung resection. Our 

results demonstrated the inhibitory effects of insulin on the transcription of the 

SFTPB, SFTPC and SFTPD genes in H441 cells and the SFTPB gene in A549 

cells. Treatment with insulin significantly decreased the protein expression of 

SFTPA1 and SFTPA2 in the H441 cells and that  of proSFTPB in the A549 

cells. Dexamethasone promoted the transcription of the SFTPB, SFTPC and 

SFTPD genes in the A549 and H441 cells and reduced the transcription of the 

SFTPA1 and SFTPA2 genes in the H441 cells (SFTPA mRNA expression was 

not detected in A549 cells). Furthermore, we demonstrated that the mRNA 

levels of the selected genes were significantly lower in the cell lines compared 

to the lung tissue. A549 and H441 cells represent similar cell types. Yet, in our 

experiments, these cells reacted differently to insulin and/or dexamethasone 

treatment, and the mRNA levels of their main protein products, surfactant-

associated proteins, were significantly lower than those in real tissue. 

Therefore, the results obtained in this study challenge the suitability of A549 

and H441 cells as models of type II pneumocytes and Clara cells, respectively. 

However, we successfully demonstrate the possibility of studying the effects of 

insulin on pulmonary surfactant-associated genes and proteins in patients with 

lung adenocarcinoma. 
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RESUMEN / SUMMARY:  - INTRODUCTION: : Despite available data from other 

Asian countries, the prevalence of epidermal growth factor receptor (EGFR) 

mutations among lung adenocarcinoma patients has not been reported in 

Malaysia. This study sought to determine the frequency of EGFR mutations 

among multiethnic Malaysian patients diagnosed with lung adenocarcinoma. 

METHODS: : Demographic and clinical information of patients  whose lung 

adenocarcinoma biopsy specimens were submitted for EGFR mutation testing 

at Sime Darby Medical Center from 2009 to 2011 were analyzed. EGFR 

mutations at exons 18, 19, 20, and 21 were detected either through bidirectional  

sequencing or real-time polymerase chain reaction. RESULTS: : Among 812 

patients  in the study, 49% were female, 63.7% were ethnic Chinese, 29.4% 

Malay, 4.8% Indian, and 2.1% other ethnic groups. Mutations were present in 

the tumors of 321 patients (39.5%), with mutations at exons 19 (23.5%) and 21 

(14.9%) being the most common. Mutations were significantly more frequent 

among women than in men (52.5% versus 27.8%, p < 0.001). Although 

mutations were more common among Chinese (40.8%) compared with Malay 

(37.2%) or Indian (33.3%) patients, the difference was not statistically significant 

(p = 0.591). Of 211 patients with smoking history records, never-smokers had a 

higher mutation rate compared with ever-smokers (54.8% versus 20.7%, p < 

0.001). CONCLUSION: : EGFR mutations were present in 39.5% of patients. 

Mutations were more common in women and never-smokers with no 

differences in mutation frequency between different ethnicities. Because of the 

high mutation rates, reflex testing for EGFR mutation should be a routine 

practice for advanced lung adenocarcinoma patients in Malaysia. 
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RESUMEN / SUMMARY:  - Although folic acid and vitamin B12 supplements are 

recommended during pemetrexed therapy, the optimal duration for 

supplementation prior to the first dose of pemetrexed has not been defined. We 

analyzed adverse events during the first cycle of pemetrexed therapy in 350 

patients with advanced non-small-cell lung cancer (NSCLC) who had received 
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pemetrexed monotherapy. Patients were divided into two groups: group A and 

group B included patients who started vitamin supplements 5-14 days versus 

within 4 days before the first dose of pemetrexed, respectively. Groups A and B 

included 294 (84.0%) and 56 (16.0%) patients, respectively. The median 

number of cycles of pemetrexed was three in both groups. Patients in group A 

and B showed similar rates of leukopenia (6.1% vs. 5.4%, respectively, 

P=1.00), neutropenia (5.1% vs. 3.6%, P=1.00), thrombocytopenia (3.1% vs. 

7.1%, P=0.14), neutropenic fever (0.7% vs. 0%, P=1.00), fatigue (20.1%  vs. 

19.6%, P=0.94), and anorexia (15.0% vs. 21.4%, P=0.23) during the first cycle 

of pemetrexed therapy. There were no significant differences in terms of 

hospitalization (4.4% vs. 5.4%, P=0.73) or unscheduled visits due to 

pemetrexed-related adverse events (8.2% vs. 12.5%, P=0.31) between groups 

A and B, respectively. Multivariate logistic regression analysis demonstrated 

that an age of >/=65 years (odds ratio, 3.49; 95% CI 1.12-10.86) and poor 

performance status (odds ratio, 3.96; 95% CI 1.12-14.03) were statistically 

significant predictive factors for grade 3 or 4 hematologic toxicity. The duration 

of vitamin supplementation before the first dose of pemetrexed did not affect the 

development of pemetrexed-related toxicities, suggesting that the initiation of 

pemetrexed-based chemotherapy does not have to be delayed to 

accommodate a vitamin supplementation schedule. 
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RESUMEN / SUMMARY:  - The lysine acetyltransferases play crucial but complex 

roles in cancer development. GCN5 is a lysine acetyltransferase that generally 

regulates gene expression, but its role in cancer development remains largely 

unknown. In this study, we report that GCN5 is highly expressed in non-small 

cell lung cancer tissues and that its expression correlates with tumor size. We 

found that the expression of GCN5 promotes cell growth and the G1/S phase 

transition in multiple lung cancer cell lines. Further study revealed that GCN5 
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regulates the expression of E2F1, cyclin D1, and cyclin E1. Our reporter assays 

indicated that the expression of GCN5 enhances the activities of the E2F1, 

cyclin D1, and cyclin E1  promoters. ChIP experiments suggested that GCN5 

binds directly to these promoters and increases the extent of histone acetylation 

within these regions. Mechanistic studies suggested that GCN5 interacts with 

E2F1 and is recruited by E2F1 to the E2F1, cyclin D1, and cyclin E1 promoters. 

The function of GCN5 in lung cancer cells is abrogated by the knockdown of 

E2F1. Finally, we confirmed that GCN5 regulates the expression of E2F1, cyclin 

D1, and cyclin E1 and potentiates lung cancer cell growth in a mouse tumor 

model. Taken together, our results demonstrate that GCN5 specifically 

potentiates lung cancer growth by directly promoting the expression of E2F1, 

cyclin D1, and cyclin E1 in an E2F1-dependent manner. Our study identifies a 

specific and novel function of GCN5 in lung cancer development and suggests 

that the GCN5-E2F1 interaction represents a potential target for lung cancer 

treatment. 
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RESUMEN / SUMMARY:  - BACKGROUND: The importance of clinical predictors in 

the treatment of non-small-cell lung cancer (NSCLC) has increased during the 

last decade. This retrospective study analyzed the combined patient-level data 

from two phase II trials that investigated the efficacy and safety of combination 

chemotherapy with vinorelbine and mitomycin in patients with locally advanced 

or metastatic NSCLC.  The aim of this analysis was to determine if patients’ 

baseline and disease characteristics, including histology, gender, smoking 

history, and expression of  TTF-1, might be potential predictors of outcome. 

METHODS: Response rates, unadjusted survival times, and Cox covariate-

adjusted hazard ratios (HRs) were calculated. Results were reported separately 

for each subgroup in each individual trial and in the pooled data set. RESULTS: 

A total of 175 patients were included  in this analysis. Adjusted HRs for both 
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overall survival (OS) and progression free survival (PFS) favored the 

nonadenocarcinoma histology subgroup, achieving a statistical significance for 

OS in the pooled data (n = 175; HR 0.68; 95 % CI 0.49-0.94; p = 0.019). TTF-1-

negative immunohistochemistry was associated with a  significantly higher 

response rate (25 vs. 0 %; p = 0.04) and with a nonsignificant advantage in OS 

(n = 33; HR 1.23; 95 % CI 0.56-2.73; p = 0.608). Gender and smoking history 

were not strongly related to outcome. CONCLUSIONS: The results of this 

analysis indicate that patients with nonadenocarcinoma histology  might get 

superior benefit from combination chemotherapy with vinorelbine and 

mitomycin. These results should be confirmed in a prospective study. 
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RESUMEN / SUMMARY:  - Protein kinase C alpha (PKCalpha) can activate both 

pro- and anti-tumorigenic signaling depending upon cellular context. Here, we 

investigated the role of PKCalpha in lung tumorigenesis in vivo. Gene 

expression data sets revealed that primary human non-small lung cancers 

(NSCLC) express significantly decreased PKCalpha levels, indicating that loss 

of PKCalpha expression is a recurrent event in NSCLC. We evaluated the 

functional relevance of PKCalpha loss during lung tumorigenesis in three 

murine lung adenocarcinoma models (LSL-Kras, LA2-Kras and  urethane 

exposure). Genetic deletion of PKCalpha resulted in a significant increase in 

lung tumor number, size, burden and grade, bypass of oncogene-induced 

senescence, progression from adenoma to carcinoma and a significant 

decrease in survival in vivo. The tumor promoting effect of PKCalpha loss was 

reflected in enhanced Kras-mediated expansion of bronchio-alveolar stem cells 

(BASCs), putative tumor-initiating cells, both in vitro and in vivo. LSL-

Kras/Prkca-/- mice exhibited a decrease in phospho-p38 MAPK in BASCs in 

vitro and in tumors in  vivo, and treatment of LSL-Kras BASCs with a p38 

inhibitor resulted in increased  colony size indistinguishable from that observed 

in LSL-Kras/Prkca-/- BASCs. In addition, LSL-Kras/Prkca-/- BASCs exhibited a 

modest but reproducible increase in TGFbeta1 mRNA, and addition of 

exogenous TGFbeta1 to LSL-Kras BASCs results in enhanced growth similar to 

untreated BASCs from LSL-Kras/Prkca-/- mice. Conversely, a TGFbetaR1 
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inhibitor reversed the effects of PKCalpha loss in LSL-Kras/Prkca-/- BASCs. 

Finally, we identified the inhibitors of DNA binding (Id) Id1-3 and the Wilm’s 

Tumor 1 as potential downstream targets of PKCalpha-dependent tumor 

suppressor activity in vitro and in vivo. We conclude that PKCalpha suppresses 

tumor initiation and progression, at least in part, through a PKCalpha-

p38MAPK-TGFbeta signaling axis that regulates tumor cell proliferation and 

Kras-induced senescence. Our results provide the first direct evidence that 

PKCalpha exhibits tumor suppressor activity in the lung in vivo.Oncogene 

advance online publication, 22 April 2013; doi:10.1038/onc.2013.147. 
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RESUMEN / SUMMARY:  - PURPOSE: Epidermal growth factor receptor (EGFR) 

tyrosine kinase inhibitors (TKIs) have been found to be effective against lung 

cancer, but clinical resistance to these agents has developed as their usage has 

increased. Metformin  is a widely used antidiabetic drug and also displays 

significant growth inhibitory and pro apoptotic effects in several cancer models, 

alone or in combination with chemotherapeutic drugs. Experimental design: The 

effects of gefitinib, a selective EGFR-TKI, and metformin on a panel of NSCLC 

cell lines were assessed by using 3-(4,5-dimethylthiazol-2-yl)-2,5-

diphenyltetrazolium (MTT), bromide assay, flow cytometry, anchorage 

independent growth, co-immunoprecipitation, and Western blot analysis. 

RESULTS: The combination of metformin with gefitinib induced a strong 

antiproliferative and proapoptotic effect in NSCLC cell lines which harbored wild 

type LKB1 gene. Treatment with metformin as single agent, however, induced 

an activation and phosphorylation of  MAPK through an increased C-RAF:B-

RAF heterodimerization. The inhibition of EGFR  phosphorylation and of 

downstream signaling by adding gefitinib to metformin treatment abrogated this 

phenomenon and induced a strong apoptotic effect in vitro and in vivo. 

CONCLUSIONS: Metformin and gefitinib are synergistic in LKB1 wild type 

NSCLC cells. However, further studies are required to investigate better the 
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effect of metformin action on the RAS/RAF/MAPK pathway and the best context 

in which to use metformin in combination with molecular targeted agents. 
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RESUMEN / SUMMARY:  - We report a case of a 64-year-old man in whom a 

partial anomalous pulmonary venous connection (PAPVC) was found before 

right lower lobectomy for lung cancer. In addition to lung cancer, there was a 

right superior pulmonary vein that drained into the superior vena cava (SVC). 

There was a concern of right ventricular heart failure resulting from increased 

left-to-right shunt flow after lobectomy. Therefore cardiac catheterization was 

performed to calculate the pulmonary-to-systemic flow rate in the presence of 

blocked blood flow to the lower lobe pulmonary artery. As a result, we 

successfully performed lobectomy without correcting the PAPVC. 
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RESUMEN / SUMMARY:  - Background: The diagnostic evaluation of patients 

presenting with possible lung cancer is often complex and time consuming. A 

rapid outpatient diagnostic program (RODP) including 18F-fluorodeoxyglucose 

positron emission tomography (FDG-PET) and contrast-enhanced computed 

tomography (CT) as a routine diagnostic tool may improve timeliness, however 
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the diagnostic performance of such a combined approach of RODP remains 

unclear. Objectives: We evaluated timeliness of care and diagnostic 

performance of FDG-PET and contrast-enhanced CT (FDG-PET/CT) in an 

RODP for all patients referred with a chest X-ray suspicious of lung cancer. 

Methods: Charts of patients referred to the 2-day RODP of our tertiary care 

university clinic after an abnormal chest X-ray between 1999 and 2009 were 

reviewed. Between 1999 and 2005 co-registered FDG-PET and CT imaging 

took place;  from September 2005 onwards, a hybrid system was used. We 

analyzed timeliness of  care and diagnostic performance of FDG-PET/CT to 

differentiate malignant from benign lesions. Results: In 386 patients available 

for analysis, 260 were diagnosed with lung cancer and 23 had another type of 

malignancy; in 78 patients  benign disease was confirmed, and in another 45 

the diagnosis was not pathologically confirmed but a median 24.5-month follow-

up confirmed a benign outcome. Sensitivity, specificity, negative and positive 

predictive values and accuracy of FDG-PET/CT to differentiate lung cancer from 

benign disease were 97.7, 60.2, 92.5, 84.0 and 85.8%, respectively. Lung 

cancer patients had a median referral, diagnostic and therapeutic delay of 7, 2 

and 19 days, respectively. Conclusions: FDG-PET/CT in an RODP setting for 

suspected lung cancer has high performance in detecting cancer and facilitates 

timely care. 
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RESUMEN / SUMMARY:  - OBJECTIVES: To determine whether CT can depict 

early perfusion changes in lung cancer treated by anti-angiogenic drugs, 

allowing prediction of response. METHODS: Patients with non-small cell lung 

cancer, treated by conventional chemotherapy with (Group 1; n = 17) or without 

(Group 2; n = 23) anti-vascular endothelial growth factor (anti-VEGF) drug 

(bevacizumab) underwent CT perfusion before (TIME 0) and after 1 (TIME 1), 3 

(TIME 2) and 6 (TIME 3) cycles of chemotherapy. The CT parameters 

evaluated included: (1) total tumour vascular volume (TVV) and total tumour 

extravascular flow (TEF); (2) RECIST (Response Evaluation Criteria in Solid 
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Tumours) measurements. Tumour response was also assessed on the basis of 

the clinicians’ overall evaluation. RESULTS: In Group 1, significant reduction in 

perfusion was identified between baseline and: (1) TIME  1 (TVV, P = 0.0395; 

TEF, P = 0.015); (2) TIME 2 (TVV, P = 0.0043; TEF, P < 0.0001); (3) TIME 3 

(TVV, P = 0.0034; TEF, P = 0.0005) without any significant change in Group 2. 

In Group 1: (1) the reduction in TVV at TIME 1 was significantly higher in 

responders versus non-responders at TIME 2 according to RECIST (P = 

0.0128) and overall clinicians’ evaluation (P = 0.0079); (2) all responders at 

TIME 2 had a concurrent decrease in TVV and TEF at TIME 1. CONCLUSION: 

Perfusion CT demonstrates early changes in lung cancer vascularity under anti-

angiogenic chemotherapy that may help predict therapeutic response. KEY 

POINTS : * Perfusion CT has the potential of providing in vivo information about 

tumour vasculature. * CT depicts early and specific perfusion changes in 

NSCLC under anti-angiogenic drugs. * Specific therapeutic effects of anti-

angiogenic drugs can be detected before tumour shrinkage. * Early perfusion  

changes can help predict therapeutic response to anti-angiogenic treatment. * 

Perfusion CT could be a non-invasive tool to monitor anti-angiogenic treatment. 
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RESUMEN / SUMMARY:  - Recurrent respiratory papillomatosis (RRP) is 

characterized by frequent recurrences of papilloma of the larynx with significant 

morbidity. It is caused by human papillomavirus (HPV) types 6 and 11. Some 

associations of HLA genes with RRP have been reported, mainly in 

Caucasians. We performed HLA class II (DRB1 and DQB1) genotyping using 

Dynal RELI HLA-DRB1 SSO kit and PCR-single strand conformation 

polymorphism on 22 Korean patients with severe RRP and 207 healthy 

controls. The gene frequencies of HLA-DRB1*11:01 (18.2% vs 3.6%, p=0.0006, 

pc=0.02, odds ratio [OR]=5.9) and DQB1*03:01 (36.4% vs 14.5%, p=0.0009, 

pc=0.01,  OR=3.4) and the haplotype frequency of DRB1*11:01-DQB1*03:01 

(15.9% vs 3.6%, p=0.003, OR=5.0) was higher in RRP patients than controls. 
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DRB1*11:01 and DRB1*11:01-DQB1*03:01 haplotype were strongly associated 

with disease susceptibility to severe RRP in Koreans. 
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RESUMEN / SUMMARY:  - Molecularly targeted drugs for cancer therapy represent 

a therapeutic advance but the proportion of patients that receive clinical benefit 

is still very limited. We present here the rationale and initial results of our 

program to define molecules involved in lung carcinogenesis with the goal of 

identifying new therapeutic targets and/or predictive biomarkers for drug 

response. We have used  gene expression analysis of 120 lung cancers 

followed by RNA interference, tumor-tissue microarray analysis, and functional 

analyses to systematically distinguish potential target molecules specifically 

expressed in cancer cells. Through this approach we have identified 

oncoproteins that provide the starting point for the development of therapeutic 

antibodies, dominant negative peptides,  small molecule inhibitors, and 

therapeutic cancer vaccines. We believe the approach we describe should 

result in new molecularly targeted therapies with minimal risk of adverse 

events.Clinical Pharmacology & Therapeutics (2013); accepted article preview 

online 8 May 2013 doi:10.1038/clpt.2013.90. 
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RESUMEN / SUMMARY:  - OBJECTIVES: Lycoris is aurea agglutinin (LAA) has 

attracted rising attention due  to its remarkable bioactivities. Here, we aimed at 

investigating its anti-tumor activities. MATERIAL AND METHODS: In vitro 

methods including MTT, cellular morphology observation, FCM and 

immunoblotting were performed. In vivo methods like detection of tumor 

volume, body weight and survival ratio, as well as TUNEL  staining were 

performed. RESULTS AND CONCLUSION: LAA triggers G2 /M phase cell 

cycle arrest via up-regulating p21expression as well as down-regulating cdk-

1cyclinA singling pathway, and induces apoptotic cell death through inhibiting 

PI3K-Akt survival pathway in human lung adenocarcinoma A549 cells. While 

LAA has no significant cytotoxic effect toward normal human embryonic lung  

fibroblast HELF cells, and moreover, LAA could amplify the antineoplastic 

effects of cisplatin toward A549 cells. Lastly LAA also bears anti-cancer and 

apoptosis-inducing effects in vivo, and it could decrease the volume and weight 

of subcutaneous tumor mass obviously as well as expand lifespan of mice. 

These findings may provide a new perspective for elucidating the complicated 

molecular  mechanisms of LAA-induced cancer cell growth-inhibition and death, 

providing a new opportunity of LAA as a potential candidate anti-neoplastic drug 

for future cancer therapeutics. 
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RESUMEN / SUMMARY:  - Low-grade lung adenocarcinoma of fetal lung type, 

which is well characterized by  its unique clinicopathologic and molecular 
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features, is recognized as a distinct  variant of lung cancer. In contrast, high-

grade lung adenocarcinoma with fetal lung-like morphology (HG-LAFM) has not 

been studied widely. To characterize this  subset better, we analyzed 17 high-

grade adenocarcinomas with at least focal component resembling a developing 

epithelium in the pseudoglandular phase of the  fetal lung. These rare (ca. 

0.4%) carcinomas occurred predominantly in elderly men with a heavy smoking 

history, who showed elevated serum alpha-fetoprotein in  4 of 5 cases tested. 

Histologic examination revealed a fetal lung-like component  as a focal finding 

accounting for 5% to 60% of the total tumor volume. It was invariably admixed 

with tissues having a morphology not resembling that of a fetal lung. A 

coexisting non-fetal lung-like element was quite heterogenous in appearance, 

showing various growth patterns. However, clear-cell (88%), hepatoid  (29%), 

and large cell neuroendocrine carcinoma (24%) histology seemed 

overrepresented. HG-LAFM was characterized immunohistochemically by 

frequent expression of alpha-fetoprotein (41%), glypican-3 (88%), SALL-4 

(59%), neuroendocrine markers (82%), CDX-2 (35%), and p53 (65%). HG-

LAFM was molecularly heterogenous in that EGFR or KRAS mutation was 

observed in 22% of cases tested for both. Our data indicate that HG-LAFMs 

might form a coherent subgroup of lung  adenocarcinomas. However, the 

uniformly focal nature of the fetal lung-like element, widely diverse coexisting 

non-fetal lung-like histology, and inhomogenous molecular profiles lead us to 

believe that HG-LAFM is best regarded  as a morphologic pattern showing 

characteristic association with several clinicopathologic parameters rather than 

a specific tumor entity. 
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RESUMEN / SUMMARY:  - Human MMP-1 is a matrix metalloproteinase repeatedly 

associated with many pathological conditions, including cancer. Thus, MMP1 

overexpression is a poor prognosis marker in a variety of advanced cancers, 

including colorectal, breast,  and lung carcinomas. Moreover, MMP-1 plays a 

key role in the metastatic behavior  of melanoma, breast, and prostate cancer 
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cells. However, functional and mechanistic studies on the relevance of MMP-1 

in cancer have been hampered by the absence of an in vivo model. In this work, 

we have generated mice deficient in Mmp1a, the murine ortholog of human 

MMP1. Mmp1a(-/-) mice are viable and fertile  and do not exhibit obvious 

abnormalities, which has facilitated studies of cancer susceptibility. These 

studies have shown a decreased susceptibility to develop lung carcinomas 

induced by chemical carcinogens in Mmp1a(-/-) mice. Histopathological 

analysis indicated that tumors generated in Mmp1a(-/-) mice are smaller than 

those of wild-type mice, consistently with the idea that the absence of Mmp-1ª 

hampers tumor progression. Proteomic analysis revealed decreased levels of 

chitinase-3-like 3 and accumulation of the receptor for advanced glycation end-

products and its ligand S100A8 in lung samples from Mmp1a(-/-) mice 

compared  with those from wild-type. These findings suggest that Mmp-1ª could 

play a role in tumor progression by modulating the polarization of a Th1/Th2 

inflammatory response to chemical carcinogens. On the basis of these results, 

we propose that  Mmp1a knock-out mice provide an excellent in vivo model for 

the functional analysis of human MMP-1 in both physiological and pathological 

conditions. 
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RESUMEN / SUMMARY:  - PURPOSE: While spouses play a vital role in the care 

of cancer patients, caregiving exerts a physical and psychological toll. 

Caregiving burden may not only compromise spouses’ quality of life but also the 

quality of care and support they are able to provide. Consequently, spousal 

caregiving burden may also negatively impact patients’ psychological 

adjustment. However, the effect of caregiving burden on patients’ psychological 

distress is unknown. Thus, this 6-month longitudinal study examined the 

associations between caregiving burden and distress in both lung cancer 

patients and their spouses. METHODS: Patients and their spouses individually 

completed questionnaires within 1 month of treatment initiation (baseline) and at 

3- and 6-month follow-up. Distress was measured with the Brief Symptom 

Inventory and caregiving burden with the Caregiver Reaction Assessment. 
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RESULTS: Multilevel modeling of data from 158 couples revealed that baseline 

spouses’ reports of caregiving-related health problems were significantly 

associated with 3-month (p < 0.001) and 6-month (p =  0.01) follow-up distress 

in both patients and spouses even when controlling for baseline distress and 

dyadic adjustment. Furthermore, there was evidence that baseline spouses’ 

reports of schedule disruption (p = 0.05) predicted 3-month patients’ distress 

and baseline spouses’ reports of financial strain (p < 0.05) and lack of support 

(p < 0.10) predicted their own distress at 6 month. CONCLUSION: Caregiving 

burden is problematic for both patients and spouses. Couples in which spouses 

report caregiving-related health problems may be at particular high risk of long-

term elevated distress. Targets of future couple-focused interventions such as 

self-care and use of social support are discussed. 
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RESUMEN / SUMMARY:  - BACKGROUND: Dysregulation of the Sonic hedgehog 

(SHH) signaling pathway has been  identified in many human malignancies. 

However, it remains unclear whether this pathway is activated in human lung 

adenocarcinoma. METHODS: We investigated the expression of the SHH 

ligand and its downstream molecules, such as glioma-associated oncogene 

homologue (GLI)-1, GLI-2, GLI-3, and ATP-binding cassette G2 (ABCG2), in 

166 cases of surgically resected lung adenocarcinoma by 

immunohistochemistry. Correlations between the expression of SHH-related 

proteins and clinicopathologic parameters, histologic subtypes, and prognostic 

significance were statistically analyzed. RESULTS: SHH was highly expressed 

in the 36.1 % (60/166), GLI-1, GLI-2, and ABCG2 were found in 90/164 (54.9 

%), 26/166 (15.7 %), and 139/165 (84.2 %), respectively, and GLI-3 was 

positive in all cases. SHH was more frequently highly expressed in nonsmokers, 

patients with  no recurrences, lepidic predominant subtype, and with EGFR 

mutation (p < 0.05, respectively). The high expression of SHH and GLI-1 was 

related to better overall survival and progression-free survival (p < 0.05). 

CONCLUSIONS: The SHH signaling pathway is frequently up-regulated in a 
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subset of lung adenocarcinoma and is significantly associated with EGFR 

mutation and lepidic subtype. Although SHH signaling protein expression is not 

an independent prognostic marker, the expression of these proteins can predict 

a better prognostic outcome. 
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RESUMEN / SUMMARY:  - BACKGROUND: To assess patient reported symptom 

burden and impact on disease specific health related quality of life (HRQOL) in 

advanced non-small cell lung cancer (NSCLC) patients. METHODS: Patients 

with advanced (stage IIIB/IV) NSCLC in France (n=613) and Germany (n=600) 

were recruited into a multicenter, patient record-based cross-sectional study. 

Patient reported symptoms using the Lung Cancer Symptom Scale, which 

assesses fatigue, loss of appetite, shortness of breath, cough, pain and blood in 

sputum on a 0-100 visual analog scale. Disease specific and generic HRQOL 

were assessed using the Functional Assessment of Cancer Therapy-Lung 

(FACT-L) and the EuroQol five-dimensional questionnaire (EQ-5D) respectively. 

A multivariate regression analysis was performed with total FACT-L score as 

the dependent variable and symptom scores as predictors. Age, gender, stage 

and performance status were used as control variables. RESULTS: Majority of 

the patients were male (67%), Caucasian (93%) with an average age of  63 

years. Fatigue, loss of appetite, shortness of breath, cough and pain were 

reported by >/=90% of patients. The mean health utility index score was found 

to  be 0.58 and the mean general health status score was 58.0. Fatigue (beta=-

0.122;  p<0.001), loss of appetite (beta=-0.170; p<0.001), pain (beta=-0.145; 

p<0.001), shortness of breath (beta=-0.118; p<0.001) were found to be 

significant predictors of lung cancer specific quality of life as measured by the 

FACT-L total score. CONCLUSION: Fatigue, loss of appetite, shortness of 

breath and pain  have a significant negative impact on patient reported disease 

specific HRQOL in  advanced NSCLC patients. 
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RESUMEN / SUMMARY:  - PURPOSE: A key research objective in radiation 

oncology is to identify agents that can improve chemoradiation therapy. 

Nanoparticle (NP) chemotherapeutics possess several properties, such as 

preferential accumulation in tumors, that are uniquely suited for chemoradiation 

therapy. To facilitate the clinical translation of NP chemotherapeutics in 

chemoradiation therapy, we conducted preclinical evaluation of Genexol-PM, 

the only clinically approved NP chemotherapeutic with a controlled drug release 

profile, as a radiosensitizer using non-small cell lung cancer (NSCLC) as a 

model disease. METHODS AND MATERIALS: The physical characteristics and 

drug release profile of Genexol-PM were characterized. Genexol-PM’s efficacy 

as a radiosensitizer was evaluated in vitro using NSCLC cell lines and in vivo 

using mouse xenograft models of NSCLC. Paclitaxel dose to normal lung and 

liver after Genexol-PM administration were quantified and compared with that 

after Taxol administration. RESULTS: Genexol-PM has a size of 23.91 +/- 0.41 

nm and surface charge of -8.1 +/- 3.1 mV. It releases paclitaxel in a controlled 

release profile. In vitro evaluation of Genexol-PM as a radiosensitizer showed it 

is an effective radiosensitizer and is  more effective than Taxol, its small 

molecule counterpart, at the half maximal inhibitory concentration. In vivo study 

of Genexol-PM as a radiosensitizer demonstrated that it is more effective as a 

radiosensitizer than Taxol. We also found that Genexol-PM leads to lower 

paclitaxel exposure to normal lung tissue than Taxol at 6 hours 

postadministration. CONCLUSIONS: We have demonstrated that  Genexol-PM 

is more effective than Taxol as a radiosensitizer in the preclinical setting and 

holds high potential for clinical translation. Our data support the clinical 

evaluation of Genexol-PM in chemoradiation therapy for NSCLC. 
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RESUMEN / SUMMARY:  - OBJECTIVE. A subset of patients with stage IA and IB 

non-small cell lung cancer (NSCLC) is ineligible for surgical resection and 

undergoes radiation therapy. Radiofrequency ablation (RFA) and stereotactic 

body radiotherapy are newer potentially attractive alternative therapies. 

MATERIALS AND METHODS. We added RFA and stereotactic body 

radiotherapy treatment modules to a microsimulation model that simulates lung 

cancer’s natural history, detection, and treatment. Natural history parameters 

were previously estimated via calibration against tumor registry data and cohort 

studies; the model was validated with screening study and cohort data. RFA 

model parameters were calibrated against 2-year survival from the 

Radiofrequency Ablation of Pulmonary Tumor Response Evaluation 

(RAPTURE) study, and stereotactic body radiotherapy model parameters were 

calibrated against 3-year survival from a phase 2 prospective trial. We 

simulated lifetime histories of identical patients with early-stage NSCLC who 

were ineligible for resection, who were treated with radiation therapy, RFA, or 

stereotactic body radiotherapy under a range of scenarios. From 5,000,000 

simulated individuals, we selected a cohort of patients with stage I medically 

inoperable cancer for analysis (n = 2056 per treatment scenario). Main 

outcomes were life expectancy gains. RESULTS. RFA or stereotactic body 

radiotherapy treatment in patients with  peripheral stage IA or IB NSCLC who 

were nonoperative candidates resulted in life expectancy gains of 1.71 and 1.46 

life-years, respectively, compared with universal radiation therapy. A strategy 

where patients with central tumors underwent stereotactic body radiotherapy 

and those with peripheral tumors underwent RFA resulted in a gain of 2.02 life-

years compared with universal radiation therapy. Findings were robust with 

respect to changes in model parameters. CONCLUSION. Microsimulation 

modeling results suggest that RFA and stereotactic body radiotherapy could 

provide life expectancy gains to patients with stage IA or IB NSCLC who are 

ineligible for resection. 
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RESUMEN / SUMMARY:  - PURPOSE: There are very few reports regarding the 

outcome of lung cancer surgery  in patients with schizophrenia, and the clinical 

features of such patients are still unclear. METHODS: From 2004 to 2012, 11 

lung cancer patients (six male, five female; mean age, 62.7 years) with 

schizophrenia underwent lung resections at our institutions. All patients had 

been institutionalized because they were unable to live independently at home. 

We retrospectively evaluated their postoperative clinical outcomes and long-

term results. RESULTS: Ten of the 11 patients had comorbidities, such as 

diabetes mellitus and chronic obstructive pulmonary disease. Preoperatively, 

two patients had a history of treatment for other primary cancers in other 

organs, and one was on hemodialysis. A lobectomy was performed in nine 

patients, a segmentectomy in one, and a partial resection in one. There were no 

hospital deaths. The postoperative morbidity included two cases of pneumonia, 

one of atelectasis, and one of prolonged air leakage lasting  more than 7 days. 

Wandering was postoperatively observed in two patients; one of  these fell and 

fractured the left femur. At the time of our investigation, two patients were 

deceased, and the overall 5-year survival rate was 74.1 %. CONCLUSIONS: 

The postoperative morbidity and long-term results of schizophrenic patients with 

lung cancer were acceptable. Therefore, even in patients with schizophrenia, 

surgical treatment for lung cancer should be recommended when deemed to be 

necessary. 
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RESUMEN / SUMMARY:  - Abstract Objective: The aim of this study was to 

evaluate the prognostic value of VEGF and IL-8 in pleural effusion in patients 

with lung cancer. Materials and method: Commercially available ELISA was 

used to determine VEGF and IL-8 levels.  Results: The level of VEGF showed 

significant correlations with lymph node metastasis and distant metastasis. But, 

IL-8 was only correlated with lymph node  metastasis. Univariate and 

multivariate analysis revealed elevated VEGF level was an independent 

predictor of shorter OS and DFS. Conclusion: VEGF could be an important 

component that contributes to pleural effusion formation, and an important 

prognostic factor for lung cancer. 
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RESUMEN / SUMMARY:  - Context.-Lung cancer is the leading cause of cancer 

deaths in the United States and globally. Folate-targeted drugs are among the 

promising new targeted therapies for lung cancer, provided predictive 

biomarkers can be identified for optimal patient selection. Objective.-To 

evaluate the interobserver agreement and reproducibility of an 

immunohistochemistry assay for folate receptor alpha as a potential predictive 

marker for folate-targeted therapies. Design.-Immunohistochemistry using anti-

folate receptor alpha antibody 26B3 was performed on formalin-fixed, paraffin-

embedded tissues. The M-score, a semiquantitative measure of staining 

intensity and proportion of tumor cells staining, was determined for each 

specimen. Interobserver agreement was assessed  using lung adenocarcinoma 

specimens stained at a single site and evaluated by 3 independent pathologists. 

Interinstrument reproducibility assessed 20 specimens stained by 3 different 

automated stainers. Interlaboratory agreement was determined on 5 

specimens, repeatedly stained on each of 5 days, at 3 different study sites. 
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Results.-Folate receptor alpha expression was identified in 39 of 54 cases of 

lung adenocarcinoma (72%) and 4 of 37 cases of lung squamous cell 

carcinoma (11%). Agreement among 3 pathologists was found in 24 of 26 

cases (92%). Interinstrument reproducibility was observed in 19 of 20 cases 

(95%). Agreement among 3 laboratories was found for 49 of 50 specimens 

(98%). Conclusions.-Immunostaining of folate receptor alpha in lung 

adenocarcinomas is reproducible across staining platforms and among 

laboratories. Agreement among pathologists is achieved using a 

semiquantitative scoring method. An accurate and convenient method for 

determining folate receptor alpha expression offers a potentially invaluable tool 

for selecting patients for folate-targeted therapies. 
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Y; Ohmatsu H; Nogami N; Takeda K; Mitsudomi T; Kasahara K; Negoro S 

INSTITUCIÓN / INSTITUTION:  - Hyogo Cancer Center, Hyogo, Japan. Electronic 

address: satouchi@hp.pref.hyogo.jp. 

RESUMEN / SUMMARY:  - PURPOSE: In a large multicenter international phase III 

study (CA031) of nab-paclitaxel (nab-P, 130nm albumin-bound paclitaxel 

particles)+carboplatin ©  vs solvent-based paclitaxel (sb-P)+C, conducted in 6 

countries including Japan, nab-PC produced significantly higher overall 

response rate (ORR), primary end point compared with sb-PC, and acceptable 

safety profile. The aim of this analysis was to evaluate the efficacy and 

tolerability of nab-PC vs sb-PC in Japanese patients with advanced non-small-

cell lung cancer (NSCLC) who were enrolled in the CA031 study. PATIENTS 

AND METHODS: In the CA031 study, a total of 1052 patients were randomized 

to receive either nab-P 100mg/m2 weekly or sb-P 200mg/m2 every 3 weeks 

both in combination with C at area under the concentration-time curve (AUC)=6 

on day 1 of each 3-week cycle. This analysis included 149 Japanese patients 

with previously untreated stage IIIB or IV NSCLC.  RESULTS: The baseline and 

histologic characteristics of patients were well balanced between the two arms. 

ORR was higher with nab-PC vs sb-PC (35% vs 27%; response rate 

ratio=1.318). Progression-free survival (median 6.9 vs 5.6 months;  hazard ratio 

[HR]=0.845) and overall survival (median 16.7 vs 15.9 months; HR=0.930) were 

better with nab-PC vs sb-PC. Of the grade >/=3 treatment-related adverse 
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events, anemia and thrombocytopenia were more common in nab-PC arm, but 

sensory neuropathy was less common. CONCLUSION: The nab-PC treatment 

yielded promising results regarding the efficacy endpoint, and it was generally 

well tolerated as first-line therapy for Japanese patients with advanced NSCLC. 
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[141] 

TÍTULO / TITLE:  - Forkhead box protein A1 inhibits the expression of uncoupling 

protein 2 in hydrogen peroxide-induced A549 cell line. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Cell Stress Chaperones. 2013 Apr 28. 

 ●●Enlace al texto completo (gratuito o de pago) 1007/s12192-013-0433-

z 

AUTORES / AUTHORS:  - Song L; Xu Z; Li L; Hu M; Cheng L; Chen L; Zhang B 

INSTITUCIÓN / INSTITUTION:  - Department of Biochemistry and Molecular Biology, 

Hunan University of Chinese Medicine, Changsha, Hunan, 410208, China, 

songlan311492@163.com. 

RESUMEN / SUMMARY:  - Forkhead box protein A1 (FoxA1) is a transcription 

factor that is involved in embryonic development and cell differentiation. In this 

study, we show that hydrogen peroxide (H2O2) treatment upregulated 

expression of FoxA1 and UCP2 in the A549 cell line. Overexpression of FoxA1 

by full-length complementary DNA reduced UCP2 expression, while silencing of 

FoxA1 expression by small interfering RNA significantly increased UCP2 levels. 

FoxA1 binds to a site from -919 to -913  bp relative to the UCP2 transcription 

start site. The overexpression of FoxA1 promoted the DNA binding activity and 

attenuated the transcription of UCP2 promoter as shown by electromobility shift, 

chromatin immunoprecipitation assays, and luciferase reporter assay. These 

data indicate an important role of FoxA1 in  regulating expression of UCP2. 
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[142] 

TÍTULO / TITLE:  - Long-term Residential Exposure to Air Pollution and Lung 

Cancer Risk. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Epidemiology. 2013 May 14. 

 ●●Enlace al texto completo (gratuito o de pago) 

1097/EDE.0b013e3182949ae7 

AUTORES / AUTHORS:  - Hystad P; Demers PA; Johnson KC; Carpiano RM; 

Brauer M 

INSTITUCIÓN / INSTITUTION:  - From the aSchool of Population and Public Health, 
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Research Centre, Cancer Care Ontario, Ontario, Canada; cScience Integration 

Division, Centre for Chronic Disease Prevention and Control, Public Health 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23625627&dopt=Abstract
http://dx.doi.org/10.1007/s12192-013-0433-z
http://dx.doi.org/10.1007/s12192-013-0433-z
mailto:songlan311492@163.com
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23676262&dopt=Abstract
http://dx.doi.org/10.1097/EDE.0b013e3182949ae7


120 

 

Agency of Canada, Ottawa, Canada; and dDepartment of Sociology, University 

of British Columbia, Vancouver, BC, Canada. 

RESUMEN / SUMMARY:  - BACKGROUND:: There is accumulating evidence that 

air pollution causes lung cancer. Still, questions remain about exposure 

misclassification, the components  of air pollution responsible, and the 

histological subtypes of lung cancer that might be produced. METHODS:: We 

investigated lung cancer incidence in relation to long-term exposure to three 

ambient air pollutants and proximity to major roads,  using a Canadian 

population-based case-control study. We compared 2,390 incident, 

histologically confirmed lung cancer cases with 3,507 population controls in 

eight Canadian provinces from 1994 to 1997. We developed spatiotemporal 

models for the whole country to estimate annual residential exposure to fine 

particulate matter (PM2.5), nitrogen dioxide (NO2), and ozone (O3) over a 20-

year exposure period. We carried out a subanalysis in urban centers, using 

exposures derived from fixed-site air pollution monitors, and also examined 

traffic proximity measures. Hierarchical logistic regression models incorporated 

a comprehensive set of individual and geographic covariates. RESULTS:: The 

increase in lung cancer incidence (expressed as fully adjusted odds ratios 

[ORs]) was 1.29 (95% confidence interval = 0.95-1.76) with a ten-unit increase 

in PM2.5 (mug/m), 1.11  (1.00-1.24) with a ten-unit increase in NO2 (ppb), and 

1.09 (0.85-1.39) with a ten-unit increase in O3 (ppb). The urban monitor-based 

subanalyses generally supported the national results, with larger associations 

for NO2 (OR = 1.34; 1.07-1.69) per 10 ppb increase. No dose-response trends 

were observed, and no clear relationships were found for specific histological 

cancer subtypes. There was the suggestion of increased risk among those 

living within 100 m of highways, but not among those living near major roads. 

CONCLUSIONS:: Lung cancer incidence  in this Canadian study was increased 

most strongly with NO2 and PM2.5 exposure. Further investigation is needed 

into possible effects of O3 on development of lung cancer. 
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TÍTULO / TITLE:  - Genetic and epigenetic alterations of the LKB1 gene and their 

associations with mutations in TP53 and EGFR pathway genes in Korean non-

small cell lung cancers. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Lung Cancer. 2013 May 10. pii: S0169-5002(13)00163-3. 

doi: 10.1016/j.lungcan.2013.04.013. 
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INSTITUCIÓN / INSTITUTION:  - Department of Anatomy, School of Medicine, 

Kyungpook National University, Daegu 700-422, Republic of Korea. 

RESUMEN / SUMMARY:  - INTRODUCTION: Liver kinase 1 (LKB1) plays a critical 

barrier role in lung tumorigenesis by controlling initiation, differentiation and 

metastasis. We searched for genetic and epigenetic alterations of the LKB1 

gene in Korean non-small cell lung cancers (NSCLCs) and correlated the 

results with clinicopathological features. We also investigated the relationship 

between genetic and epigenetic alterations of LKB1 and mutations in the TP53 

gene and epidermal growth factor receptor (EGFR) pathway genes. METHODS: 

A total of 159 NSCLCs were analyzed for loss of heterozygosity (LOH) at 

microsatellite loci D19S886, and D19S878. Mutations and methylation status of 

LKB1 were examined by direct sequencing and a methylation-specific 

polymerase chain reaction, respectively. RESULTS: A somatic mutation was 

found in one of the 159 tumors. LOH and promoter methylation was detected in 

19.5% (31/159) and 13.2% (21/159) of the tumors, respectively. Four of the 159 

tumors had concomitant LOH and methylation  of LKB1. In total, 30.2% of the 

159 NSCLCs harbored LKB1 LOH or promoter methylation, which were 

correlated with down-regulation of gene expression. LKB1  LOH was more 

frequent in males, smokers, and tumors with a TP53 mutation than in  females, 

never-smokers, and tumors without a TP53 mutation, respectively. However, no 

significant correlation between LKB1 alterations and mutations in EGFR 

pathway genes was found. CONCLUSION: These results suggest that the 

prevalence of LKB1 genetic and epigenetic alterations in NSCLCs vary 

depending on patient ethnicity. Our results show that LKB1 alterations often 

occur simultaneously with mutations in EGFR pathway genes. 
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TÍTULO / TITLE:  - C-X-C motif receptor 2, endostatin and proteinase-activated 

receptor 1 polymorphisms as prognostic factors in NSCLC. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Lung Cancer. 2013 Mar 30. pii: S0169-5002(13)00112-8. 

doi: 10.1016/j.lungcan.2013.03.007. 
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Vashist YK 

INSTITUCIÓN / INSTITUTION:  - Department of General, Visceral and Thoracic 

Surgery, University Medical Center of Hamburg-Eppendorf, Germany. 

RESUMEN / SUMMARY:  - The progress of non-small cell lung cancer (NSCLC) is 

dependent on sufficient angiogenesis. Thrombin induced activation of 

proteinase-activated receptor 1 (PAR-1) on platelets leads to platelet secretion 
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and aggregation. This influences cell survival, apoptosis and angiogenesis by 

the release of VEGF and Endostatin (ES), a potent angiogenesis inhibitor. 

Interleukin-8 (IL-8) induces tumor angiogenesis independent of the VEGF 

pathway through the chemokine C-X-C motif receptor 2 (CXCR-2). Our purpose 

was to evaluate germline polymorphisms of these  potential therapy targets as 

prognostic markers for disease free survival (DFS) and overall survival (OS) in 

surgically treated NSCLC patients. In total 209 Caucasian patients, treated 

between 1996 and 2011, were included in this study. Genomic DNA was 

extracted from peripheral blood leucocytes. Genotyping of CXCR-2  +1208 C>T 

and +785 C>T, PAR-1 -506 Ins/del and -14 Ivs A>T and ES +4349 G>A was 

performed by TaqMan® genotyping assays or by polymerase chain reaction 

(PCR) followed by capillary electrophoresis. Chi-square test, Kaplan-Meier 

estimator and cox regression hazard model were used to assess the prognostic 

value of selected polymorphisms. The PAR-1 -14 Ivs A/A genotype was 

associated with advanced tumor stages (p=0.024) and, in univariate analysis, 

with shorter median  OS in squamous cell lung carcinoma (SqCC, p=0.035). 

The CXCR-2 +1208T/T genotype  was associated with aggressive tumor 

biology (p=0.038), and shorter DFS and OS (p=0.018, p=0.021) in NSCLC and 

especially in SqCC a negative predictor for DFS and OS (p=0.045, p=0.041). 

Genotyping of the CXCR-2 +1208 C>T polymorphism could  be a useful tool to 

identify high-risk SqCC subgroups. 
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TÍTULO / TITLE:  - CD4/CD8 Double-negative Mycosis Fungoides Mimicking 

Erythema Gyratum Repens in a  Patient with Underlying Lung Cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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RESUMEN / SUMMARY:  - Absract is missing (Letter). 
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TÍTULO / TITLE:  - Methylene blue-mediated photodynamic therapy enhances 

apoptosis in lung cancer cells. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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 ●●Enlace al texto completo (gratuito o de pago) 3892/or.2013.2494 

AUTORES / AUTHORS:  - Lim EJ; Oak CH; Heo J; Kim YH 

INSTITUCIÓN / INSTITUTION:  - Department of Molecular Biology and Immunology, 

Kosin University College of Medicine, Busan, Republic of Korea. 

RESUMEN / SUMMARY:  - Combined treatment with a photosensitizer and iodide 

laser [photodynamic therapy  (PDT)] has improved the outcome of various 

cancers. In this study, we investigated the effects of using the photosensitizer 

methylene blue (MB) in PDT  in human lung adenocarcinoma cells. We found 

that MB enhances PDT-induced apoptosis in association with downregulation of 

anti-apoptotic proteins, reduced  mitochondrial membrane potential (MMP), 

increased phosphorylation of the mitogen-activated protein kinase (MAPK) and 

the generation of reactive oxygen species (ROS). In MB-PDT-treated A549 

cells, we observed PARP cleavage, procaspase-3 activation, downregulation of 

the anti-apoptotic proteins Bcl-2 and  Mcl-1, and the reduction of mitochondrial 

membrane potential (MMP). Western blot  data showed that phosphorylation of 

p38 was increased in MB-PDT-treated A549 cells, indicating that several 

signaling molecules participate in the apoptotic cascade. Our data also showed 

that apoptotic cell death in MB-PDT-treated cells occurred through a series of 

steps beginning with the photochemical generation of ROS. Demonstrating the 

role of ROS, pretreatment of A549 cells with the antioxidant N-acetylcysteine 

(NAC) followed by MB-PDT resulted in increased cell  viability and reduced 

proteolytic cleavage of PARP. 
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[147] 

TÍTULO / TITLE:  - TMEPAI regulates EMT in lung cancer cells by modulating the 

ROS and IRS-1 signaling pathways. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Carcinogenesis. 2013 May 25. 

 ●●Enlace al texto completo (gratuito o de pago) 1093/carcin/bgt132 

AUTORES / AUTHORS:  - Hu Y; He K; Wang D; Yuan X; Liu Y; Ji H; Song J 

INSTITUCIÓN / INSTITUTION:  - State Key Laboratory of Cell Biology, Institute of 

Biochemistry and Cell Biology, Shanghai Institutes for Biological Sciences, 

Chinese Academy of Sciences, Shanghai 200031, PR China. 

RESUMEN / SUMMARY:  - The epithelial-mesenchymal transition (EMT) has been 

implicated in various pathophysiological processes, including cancer cell 

migration and distal metastasis. Reactive oxygen species (ROS) and insulin 

receptor substrate-1 (IRS-1) are important in cancer progression and regulation 

of EMT. To explore the biological significance and regulatory mechanism of 

EMT, we determined the expression, the biological function and the signaling 

pathway of prostate transmembrane protein, androgen induced-1 (TMEPAI), 

during the induction of EMT and cell migration. Transforming growth factor 

(TGF)-beta1 significantly upregulated the expression of TMEPAI during EMT in 

http://dx.doi.org/10.3892/or.2013.2494
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23615405&dopt=Abstract
http://dx.doi.org/10.1093/carcin/bgt132


124 

 

human lung adenocarcinoma. Depletion of TMEPAI abolished TGF-beta1-

induced downregulation of ferritin heavy  chain and the subsequent generation 

of ROS, thus suppressing TGF-beta1-induced EMT and cell migration. In 

addition, increased ROS production and overexpression  of TMEPAI 

downregulated the level of IRS-1. Both the addition of H2O2 and IRS-1 small 

interfering RNA rescued the ability of TGF-beta1 to induce EMT in TMEPAI-

depleted cells. Remarkably, the levels of TMEPAI in lung tumor tissues are very 

high, whereas its expression in normal lung epithelium is very low. Moreover, 

TMEPAI expression was positively correlated with the cell mesenchymal 

phenotype and migration potential. Our work reveals that TMEPAI contributes to 

TGF-beta1-induced EMT through ROS production and IRS-1 downregulation in 

lung cancer cells. 
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TÍTULO / TITLE:  - Acquired Substrate Preference for GAB1 Bestows 

Transforming Activity to ERBB2 Lung Cancer Mutants. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - J Biol Chem. 2013 Apr 23. 
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Wong KK; Reiser J; Johnson GR 

INSTITUCIÓN / INSTITUTION:  - Food and Drug Adminstration, United States; 

RESUMEN / SUMMARY:  - Activating mutations in the alphaC-beta4 loop of the 

ERBB2 kinase domain, such as ERBB2YVMA and ERBB2G776VC, have been 

identified in human lung cancers and found to drive tumor formation. Here, we 

observe that the docking protein GAB1 is hyper-phosphorylated in carcinomas 

from transgenic mice and in cell lines expressing these ERBB2 cancer mutants. 

Using dominant negative GAB1 mutants lacking canonical tyrosine residues for 

SHP2 and PI3K interactions or lentiviral  shRNA that targets GAB1, we 

demonstrate that GAB1 phosphorylation is required for ERBB2 mutant-induced 

cell signaling, cell transformation, and tumorigenesis. An enzyme kinetic 

analysis comparing ERBB2YVMA to wild type using physiologically relevant 

peptide substrates reveals that ERBB2YVMA kinase adopts a striking 

preference for GAB1 phosphorylation sites as evidenced by ~150-fold increases 

in  the specificity constants (kcat/Km) for several GAB1 peptides, and this 

change in substrate selectivity was predominantly attributed to the peptide 

binding affinities as reflected by the apparent Km values. Further, we 

demonstrate that ERBB2YVMA phosphorylates GAB1 protein ~70-fold faster 

than wild type ERBB2 in vitro. Notably, the mutation does not significantly alter 

the Km for ATP or sensitivity to lapatinib, suggesting that, unlike EGFR lung 

cancer mutants, the ATP binding cleft of the kinase is not significantly changed. 
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Taken together, our results indicate that the acquired substrate preference for 

GAB1 is critical for  the ERBB2 mutant-induced oncogenesis. 
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[149] 

TÍTULO / TITLE:  - Preoperative red cell distribution width in patients undergoing 

pulmonary resections for non-small-cell lung cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Eur J Cardiothorac Surg. 2013 May 27. 

 ●●Enlace al texto completo (gratuito o de pago) 1093/ejcts/ezt275 

AUTORES / AUTHORS:  - Warwick R; Mediratta N; Shackcloth M; Shaw M; 

McShane J; Poullis M 

INSTITUCIÓN / INSTITUTION:  - Department of Cardiac Surgery, Liverpool Heart 

and Chest Hospital, Liverpool, UK. 

RESUMEN / SUMMARY:  - OBJECTIVES: Red cell distribution width (RDW) has 

been identified as an independent risk factor with regard to prognosis in patients 

with cardiac disease. We sought to investigate the association of RDW in 

patients undergoing lung resections for non-small-cell lung cancer with respect 

to in-hospital morbidity, mortality and long-term survival. METHODS: Analysis of 

consecutive patients on a validated prospective thoracic surgery database was 

performed for those undergoing potentially curative resections at a single 

institution. Univariate and multivariate analyses were performed for 

postoperative invasive and non-invasive ventilation, superficial wound 

infections, length of hospital stay, in-hospital mortality and long-term survival. 

RESULTS: Overall mortality was 1.9% for all cases (n = 917). The median 

follow-up was 6.8 years. Univariate  analysis demonstrated that RDW has a 

significant effect on hospital length of stay (P < 0.001), in-hospital mortality 

rates (P < 0.001), postoperative invasive and non-invasive ventilation (P < 

0.001), superficial wound infections (P = 0.06) and long-term survival (P < 

0.0001). Multivariate analysis revealed that RDW is a significant factor 

determining postoperative invasive and non-invasive ventilation, superficial 

wound infections, length of hospital stay, in-hospital mortality and long-term 

survival. Confounding factor analysis revealed that in the absence of anaemia, 

RDW was still a significant factor in the above analysis. CONCLUSIONS: RDW 

is a significant factor after risk adjustment, determining in-hospital morbidity, 

mortality and long-term survival in patients post-potentially curative resections 

for non-small-cell lung cancer. Further work is needed to elucidate the exact 

mechanism of RDW impact on in-hospital morbidity, mortality and long-term 

survival. We speculate that subtle bone marrow dysfunction may be an issue. 
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TÍTULO / TITLE:  - Serial Changes in Pulmonary Function after Video-Assisted 

Thoracic Surgery Lobectomy in Lung Cancer Patients. 
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INSTITUCIÓN / INSTITUTION:  - Department of Thoracic and Cardiovascular 

Surgery, Seoul National University Bundang Hospital, Seoungnam-si, 

Gyeonggi-do, Republic of Korea. 

RESUMEN / SUMMARY:  - Background The aim of this study is to evaluate the 

serial changes in pulmonary function and the recovery time for the observed 

postoperative values to reach the predicted postoperative values after video-

assisted thoracic surgery (VATS) lobectomy for lung cancer.Patients and 

Methods Patients undergoing VATS lobectomy for lung cancer were 

prospectively evaluated using complete preoperative and repeated 

postoperative pulmonary function tests (PFTs). The parameters of PFT at  each 

time were compared according to the resected lobe as well as the presence of 

chronic obstructive pulmonary disease (COPD). The differences between the 

observed and predicted postoperative values of PFT and the recovery time for 

the  observed values to reach the predicted values were calculated.Results 

Seventy-two patients (33 men, 39 women; mean age: 63.9 years) received 

complete pre- and postoperative regular PFT after undergoing VATS 

lobectomy. Of these patients, 24  (33.3%) patients satisfied the criteria for 

COPD. During the immediate postoperative period, forced vital capacity (FVC) 

percentage of the patients who  received right lower lobectomy patients was 

decreased most significantly compared with the preoperative values. Compared 

with the upper lobectomy (UL) group, the lower lobectomy (LL) group showed a 

significant decrease of FVC% up to 6 months.  However, there was no 

significant difference at 12 months after surgery. Patients with COPD showed 

little reduction of FEV1% that persisted significantly until 1 month after the 

surgery in both UL and LL groups. The recovery time was shortest  in the left 

lower lobectomy patients, and it was shorter in the LL group than in  the UL 

group.Conclusions Postoperative pulmonary function and recovery time were  

different depending on the lobe resected and presence of COPD in VATS 

lobectomy patients. The information obtained from postoperative serial PFT 

would help accurately predict postoperative pulmonary function changes and 

recovery time after VATS lobectomy for lung cancer. 
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EGFR, KRAS and PIK3CA mutations in prediction of EGFR-TKI treatment 

efficacy. 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23619593&dopt=Abstract
http://dx.doi.org/10.1055/s-0033-1343980


127 

 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Anticancer Res. 2013 Apr;33(4):1705-11. 

AUTORES / AUTHORS:  - Fiala O; Pesek M; Finek J; Benesova L; Bortlicek Z; 

Minarik M 

INSTITUCIÓN / INSTITUTION:  - Department of Oncology and Radiotherapy, 

Medical School and Teaching Hospital Pilsen, Charles University, Prague, 

Czech Republic. fiala.o@centrum.cz 

RESUMEN / SUMMARY:  - BACKGROUND: Epidermal growth factor receptor 

(EGFR), Kirsten rat sarcoma viral oncogene (KRAS) and phosphatidylinositide-

3-kinase catalytic subunit-alpha (PIK3CA) mutations are biomarkers used for 

the prediction of efficacy of EGFR tyrosine kinase inhibitors (EGFR-TKIs) in 

advanced non-small cell lung cancer (NSCLC). PATIENTS AND METHODS: In 

total, 223 patients with advanced-stage squamous cell NSCLC were tested; 179 

patients were treated with EGFR-TKIs. Genetic testing was performed using a 

combination of denaturing capillary electrophoresis and direct Sanger 

sequencing. RESULTS: EGFR mutations were detected in 7.2%; KRAS 

mutations in 7.4% and PIK3CA mutations in 3.8% of patients. No correlation of 

EGFR or PIK3CA mutation status with progression-free  survival (PFS) 

(p=0.425; p=0.197), nor overall survival (OS) (p=0.673; p=0.687),  was 

observed. KRAS mutations correlated with shorter OS (p=0.039), but not with 

PFS (p=0.120). CONCLUSION: We did not observe any role of EGFR, KRAS, 

PIK3CA mutations in prediction of EGFR-TKIs efficacy in patients with 

advanced-stage squamous cell NSCLC. 
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INSTITUCIÓN / INSTITUTION:  - Department of Thoracic Surgery, University of 
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TÍTULO / TITLE:  - Emergency department visits after hours by lung cancer 

patients in Japan. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Support Care Cancer. 2013 Apr 18. 
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AUTORES / AUTHORS:  - Minami S; Yamamoto S; Ogata Y; Takeuchi Y; 

Hamaguchi M; Koba T; Futami S; Nishijima Y; Komuta K 

INSTITUCIÓN / INSTITUTION:  - Department of Respiratory Medicine, Osaka Police 

Hospital, 10-31 Kitayama-cho, Tennoji-ku, Osaka, 543-0035, Japan, 

seigominami@oph.gr.jp. 

RESUMEN / SUMMARY:  - PURPOSE: The aims of this study were to clarify 

frequency with which Japanese lung cancer patients visited an emergency 

department (ED) after hours and their final outcome. METHODS: This is a 

retrospective and single institutional study. We reviewed medical records of 

patients who died of lung cancer from January 2008 to June 2012 at Osaka 

Police Hospital who had been followed up since diagnosis of lung cancer until 

death. We compared patients who had visited the ED after hours  on weekdays, 

weekends, or holidays over their lives with cancer (ED visitors) and patients 

who had never visited the ED (non-ED visitors). RESULTS: Overall, 245 

patients met the inclusion criteria for analysis. There were 149 after hours ED 

visits by 106 lung cancer patients. Mean number of ED visits was 0.6 for all 

patients. Median interval from ED visit to death was 49 days. The most common 

chief compliant for these patients was respiratory problems (37.6 %). Most 

patients visited the ED during chemotherapy (32.9 %) or for best supportive 

care  (42.3 %). Directly after ED visits, 56.4 % of ED visitors were finally 

hospitalized. In a multivariate analysis, performance status (PS) (odds ratio 

[OR]: 11.2, 95 % confidence interval [CI]: 2.1-59.0, p = 0.004) and cancer stage  

(OR: 0.003, 95 % CI: 0.0006-0.014, p < 0.001) at diagnosis were statistically 

associated with ED visits after hours. CONCLUSIONS: Japanese patients with 

lung cancer frequently visit ED after hours. An ED visit is itself an indicator of 

poor prognosis. 
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TÍTULO / TITLE:  - RRM2 Regulates Bcl-2 in Head and Neck and Lung Cancers: 

A Potential Target for Cancer Therapy. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Clin Cancer Res. 2013 May 29. 

 ●●Enlace al texto completo (gratuito o de pago) 1158/1078-0432.CCR-

13-0073 
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Nannapaneni S; Chen Z; Wang Z; Sica GL; Deng X; Chen ZG; Shin DM 

INSTITUCIÓN / INSTITUTION:  - Hematology and Medical Oncology, Emory 

University, Winship Cancer Institute. 

RESUMEN / SUMMARY:  - PURPOSE: Ribonucleotide reductase subunit M2 

(RRM2) plays an active role in tumor progression. Recently, we reported that 

depletion of RRM2 by systemic delivery of a nanoparticle carrying RRM2-

specific siRNA suppresses head and neck tumor growth. The aim of this study 
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is to clarify the underlying mechanism by which RRM2 depletion 

EXPERIMENTAL DESIGN: siRNA-mediated gene silencing was performed to 

downregulate RRM2. Immunoblotting, RT-PCR, confocal microscopy, tissue 

fractionation, gene overexpression and knockdown were employed to analyze 

critical apoptosis signaling. Conventional immunohistochemistry (IHC) and 

quantum dot-based IHF were applied to detect RRM2 and Bcl2 expression and 

localization in tissue samples from patients and mice. RESULTS: Knockdown of 

RRM2 led to apoptosis through the intrinsic pathway in head and neck 

squamous cell carcinoma  (HNSCC) and non-small cell lung cancer (NSCLC) 

cell lines. We demonstrated that Bcl-2 is a key determinant controlling 

apoptosis, both in vitro and in vivo and that RRM2 depletion significantly 

reduces Bcl-2 protein expression. We observed that RRM2 regulates Bcl-2 

protein stability, with RRM2 suppression leading to increased Bcl-2 degradation, 

and identified their co-localization in HNSCC and NSCLC cells. In a total of 50 

specimens each from HNSCC and NSCLC patients, we identified the co-

localization of Bcl-2 and RRM2 and found a significant positive correlation 

between their expression in HNSCC (R=0.98, p<0.0001) and NSCLC (R=0.92, 

p<0.0001) tumor tissues. CONCLUSIONS: Our novel findings add to the 

knowledge of RRM2 in regulating expression of the anti-apoptotic protein Bcl-2 

and reveal a critical link between RRM2 and Bcl-2 in apoptosis signaling. 
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TÍTULO / TITLE:  - Completing the audit cycle improves surgical standards in lung 

cancer: why do some patients still not receive the best care? 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - J Thorac Oncol. 2013 Jun;8(6):779-82. doi: 

10.1097/JTO.0b013e31828c61a5. 

 ●●Enlace al texto completo (gratuito o de pago) 
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AUTORES / AUTHORS:  - Hagan ME; Williams ST; Socci L; Malik M; Internullo E; 

Martin-Ucar AE 

INSTITUCIÓN / INSTITUTION:  - Department of Thoracic Surgery, Nottingham 

University Hospitals, Nottingham, United Kingdom. 

RESUMEN / SUMMARY:  - INTRODUCTION: : Intraoperative gold standards in the 

management of lung cancer include performing anatomical resection and 

mediastinal lymphadenectomy). Our aim was to measure improvement in 

quality of surgery by reauditing anatomical resection and lymph node excision in 

patients undergoing lung cancer surgery as per gold standards. METHODS: : A 

complete audit cycle was performed-an initial retrospective analysis of 100 

consecutive patients with primary lung cancer operated on by a single surgeon 

(July 2009-October 2010), followed by a prospective reaudit of 102 patients 

(November 2010-October 2011). Clinical and pathological data were collected 
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from clinical notes, surgical database, and histopathology reports. Univariate 

and multivariate analyses were performed to identify further areas of potential 

improvement. RESULTS: : The number of nonanatomical resections dropped 

from 12% to 6% (p = not significant). The rate of performing excision of at least 

1, 2, and 3 mediastinal (N2) lymph node stations improved from 86% to 91%, 

63% to 77%, and 40% to 63%, respectively (p =  0.003). On multivariate 

analysis, failure to perform anatomical resection was related to use of video 

assisted thoracic surgery (VATS) techniques, previous malignancy, and high-

predicted surgical risk by European Society Objective Score  .01. Less 

complete intraoperative lymph node excision was associated with cases 

performed by VATS and in octogenarians. CONCLUSIONS: : There is 

continued adherence to the guidelines, when considering cases in terms of 

anatomical resections, and marked improvement in complying with the gold 

standards for lymph node excision. The use of the audit tool has contributed to 

improved quality of surgical care in patients operated for lung cancer. 
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[156] 

TÍTULO / TITLE:  - Hu/elav RNA-binding protein HuR regulates parathyroid 

hormone related peptide expression in human lung adenocarcinoma cells. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Histol Histopathol. 2013 Apr 10. 

AUTORES / AUTHORS:  - Lauriola L; Serini S; Granone P; Lanza P; Martini M; 

Calviello G; Ranelletti FO 

INSTITUCIÓN / INSTITUTION:  - Institute of Pathologic Anatomy, Universita 

Cattolica del S. Cuore, Roma, Italy. 

RESUMEN / SUMMARY:  - In 54 stage I and II human lung adenocarcinomas, HuR 

and PTHrP levels were positively correlated and the PTHr-HuR status of the 

tumor was an independent prognostic marker of the clinical outcomes of 

patients. The possibility that HuR  could upregulate PTHrP expression in lung 

adenocarcinoma was investigated by immunohistochemical, Western blot and 

RT-PCR analyses in HCC44 and DV90 human lung adenocarcinoma cell lines. 

In both cell lines, knockdown of HuR by specific  siRNAs reduced PTHrP 

mRNAs and both cellular and secreted protein. Moreover, it inhibited cell growth 

and induced cell apoptosis, as revealed by the increase of  caspase-3 activity. 

These effects were partially rescued by the addition of exogenous PTHrP (1-

34). Analysis by actinomycin D assay revealed that in both cell lines HuR 

silencing produced a decrease of PTHrP mRNA half-life by about 70%. These 

findings add PTHrP to the list of lung cancer-associated genes, whose  mRNA 

is stabilized by HuR. 
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TÍTULO / TITLE:  - PTTG1 Promotes Migration and Invasion of Human Non-small 

Cell Lung Cancer Cells and is modulated by miR-186. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Carcinogenesis. 2013 May 13. 

 ●●Enlace al texto completo (gratuito o de pago) 1093/carcin/bgt158 

AUTORES / AUTHORS:  - Li H; Yin C; Zhang B; Sun Y; Shi L; Liu N; Liang S; Lu S; 

Liu Y; Zhang J; Li F; Li W; Liu F; Sun L; Qi Y 

INSTITUCIÓN / INSTITUTION:  - Medicine research center, Weifang Medical 

University, Weifang 261053, China. 

RESUMEN / SUMMARY:  - Deeper mechanistic understanding of non-small cell 

lung cancer (NSCLC), a leading cause of total cancer-related deaths, may 

facilitate the establishment of more effective therapeutic strategies. In this 

study, pituitary tumor transforming gene (PTTG1) expression was associated 

with lymph node and distant metastasis in  patients with NSCLC and was 

correlated with patient survival. Reduction of PTTG1  by siRNA inhibits the 

migration and invasion of NSCLC cells by mediating MMPs expression. To the 

best of our knowledge, this study is the first to report that  PTTG1 promotes 

EGF-induced the phosphorylation of LIN-11, Isl1, and MEC-3 protein domain 

kinase and cofilin, a critical step in cofilin recycling and actin polymerization. 

Additionally, EGF-induced Akt phosphorylation was suppressed through 

knockdown of PTTG1. Interestingly, miR-186 can modulate PTTG1 protein 

expression. As observed from the animal experiment in the present study, 

knockdown of PTTG1 through siRNA and overexpression of miR-186 inhibited 

invasive activity of NSCLC cells toward the SCID mice lung. In summary, our in 

vitro and in vivo results indicate that PTTG1 modulated by miR-186 has an 

important function in NSCLC invasion/metastasis. This study identified both 

PTTG1 and miR-186 as potential anti-invasion targets for therapeutic 

intervention in NSCLC. 
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TÍTULO / TITLE:  - MicroRNA-106b-25 cluster targets beta-TRCP2, increases the 

expression of Snail and enhances cell migration and invasion in H1299 (non 

small cell lung cancer) cells. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Biochem Biophys Res Commun. 2013 May 

17;434(4):841-7. doi: 10.1016/j.bbrc.2013.04.025. Epub 2013 Apr 20. 

 ●●Enlace al texto completo (gratuito o de pago) 1016/j.bbrc.2013.04.025 

AUTORES / AUTHORS:  - Savita U; Karunagaran D 

INSTITUCIÓN / INSTITUTION:  - Department of Biotechnology, Indian Institute of 

Technology Madras, Chennai 600036, India. 

RESUMEN / SUMMARY:  - Lung cancer causes high mortality without a declining 

trend and non small cell lung cancer represents 85% of all pulmonary 
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carcinomas. MicroRNAs (miRNAs) serve  as fine regulators of proliferation, 

migration, invasion/metastasis and angiogenesis of normal and cancer cells. 

Using TargetScan6.2, we predicted that the ubiquitin ligase, beta-TRCP2, could 

be a target for two of the constituent miRNAs of the miR-106b-25 cluster (miR-

106b and miR-93). We generated a stable clone of miR-106b-25 cluster (CL) or 

the empty vector (EV) in H1299 (non small cell lung cancer) cells. The 

expression of beta-TRCP2 mRNA was significantly lower in CL than that in EV 

cells. Transient expression of miR-93 but not antimiR-93 decreased the 

expression of beta-TRCP2 mRNA in H1299 cells. beta-TRCP2-3’UTR reporter 

assay revealed that its activity in CL cells was only 60% of that in EV cells. Snail 

protein expression was higher in CL than that in EV cells and H1299 cells 

exhibited an increase in the expression of Snail upon transient transfection with 

miR-93. miR-106b-25 cluster-induced migration of CL measured by scratch 

assay was more than that in EV cells and no significant difference in migration 

was observed between antimiR-93-transfected H1299 cells and the 

corresponding control-oligo-transfected cells. miR-106b-25 cluster-induced 

migration of CL cells was again confirmed in a Boyden chamber assay without 

the matrigel. CL cells were more invasive than EV cells when assessed using 

Boyden chambers with matrigel but there were no significant changes in the cell 

viabilities between EV and CL cells. Colony formation assay revealed that the 

CL cells formed more number of colonies than EV cells but they  were smaller 

in size than those formed by EV cells. The supernatant from CL cells was more 

effective than that from EV cells in inducing tube formation in endothelial cells. 

Taken together, our data indicate that miR-106b-25 cluster may play an 

important role in the metastasis of human non-small cell lung cancer cells by 

directly suppressing the beta-TRCP2 gene expression with a consequent 

increase in the expression of Snail. 

 

---------------------------------------------------- 

[159] 

TÍTULO / TITLE:  - Prognostic and predictive value of estrogen receptor 1 

expression in completely resected non-small cell lung cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Int J Cancer. 2013 Apr 12. doi: 10.1002/ijc.28209. 
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RESUMEN / SUMMARY:  - Adjuvant chemotherapy (ACT) leads to a modest 

improvement in survival among patients with completely resected non-small cell 
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lung cancer (NSCLC) but molecular predictors are still rare. Publicly available 

gene microarray, clinical and follow-up data from two different studies on early-

stage NSCLC were used to determine the expression of estrogen receptor 1 

(ESR1). Expression values were calculated against clinical and survival data in 

a training set (n = 138) and a test set (subpopulation from the adjuvant JBR.10 

study) allowing the determination of the prognostic effect of ESR1 in the 

observational arm as well as the predictive effect of ESR1 regarding ACT. Data 

were well balanced in terms  of ESR1 expression. ESR1 high expression was of 

significant positive prognostic value in the training set and this could be 

confirmed in the test set cohort (hazard ratio for overall survival 0.248, 95% 

confidence interval: 0.088-0.701; p = 0.008). Additionally, ESR1 low tumors 

showed a benefit from ACT in terms of 5-year survival (33.3% observation arm 

and 77.8% ACT arm; p = 0.003), whereas patients with ESR1 high tumors did 

not have any benefit from ACT (test of interaction p = 0.024). ESR1 is an 

independent positive prognostic factor for survival in early-stage NSCLC 

patients. Patients with ESR1 high tumors did not benefit from ACT. 
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TÍTULO / TITLE:  - Treatment of stage IIIb/IV non-small cell lung cancer with 

Pemetrexed plus Oxaliplatin after failure of Erlotinib as second-line treatment. 
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INSTITUCIÓN / INSTITUTION:  - Department of Internal Medicine, Shan Dong 
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RESUMEN / SUMMARY:  - To determine the efficacy and toxicity of Pemetrexed 

plus Oxaliplatin in patients suffering from stage IIIb or IV lung adenocarcinoma 

and being treated with Erlotinib as second-line treatment, a total of 45 patients 

were randomly divided  into two groups. One group was treated with 500 

mg/m(2) Pemetrexed plus 100 mg/m(2) Oxaliplatin, and the other was treated 

with 500 mg/m(2) Pemetrexed plus 75 mg/m(2) Cisplatin. All drugs were 

administered on day one of a 21-day cycle. In the Oxaliplatin group, 3 patients 

(13.6 %) experienced partial response (PR),  9 patients (41.0 %) showed stable 

disease (SD), and 10 patients (45.5 %) had progressive disease (PD). In the 

Cisplatin group, 2 patients (8.7 %) experienced  PR, 7 patients (30.4 %) showed 

SD, and 14 patients (60.9 %) had PD. The PFS of the Oxaliplatin group and the 

Cisplatin group was 4.45 months (95 % CI 4.10-4.80) and 3.96 months (95 % CI 

3.68-4.24) (P = 0.03), respectively. The median overall  survival (OS) was 10.8 

months (95 % CI 10.2-11.5) and 10.7 months (95 % CI 10.2-11.3) (P = 0.72), 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23576138&dopt=Abstract
http://dx.doi.org/10.1007/s12032-013-0550-7
http://dx.doi.org/10.1007/s12032-013-0550-7


134 

 

respectively. There was no statistically significant difference in the occurrence 

rate of grades 3 and 4 myelotoxicity between the two groups. However, there 

was a significant difference in the occurrence rate of grades 3 and 4 

gastrointestinal reactions and peripheral neurotoxicity between the two groups 

(P < 0.05). A regime combining Pemetrexed and Oxaliplatin was marginally 

effective and well tolerated in patients with stage IIIb or IV lung adenocarcinoma 

who have received Erlotinib as second-line treatment. 
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TÍTULO / TITLE:  - Radiographic evaluation of the patient with lung cancer: 

surgical implications of imaging. 
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INSTITUCIÓN / INSTITUTION:  - Surgery Service, VA Puget Sound Health Care 

System, Seattle, WA; Division of Cardiothoracic Surgery, Department of 
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address: lbackhus@u.washington.edu. 

RESUMEN / SUMMARY:  - Lung cancer is the leading cause of cancer deaths in 

the United States. Despite many advances in treatment, surgery remains the 

preferred treatment modality for  patients presenting with early stage disease. 

Imaging is critical in the preoperative evaluation of these patients being 

considered for a curative resection. Advanced imaging techniques provide 

valuable information, including primary diagnostics, staging, and intraoperative 

localization for suspected lung  cancer. Knowledge of surgical implications of 

imaging findings can aid both radiologists and surgeons in delivering safe and 

effective care. 
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karyotyping as methods for identifying chromosome damage in a lung cancer 
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INSTITUCIÓN / INSTITUTION:  - Dorothy I. Height Center for Health Equity and 

Evaluation Research, Division of Cancer Prevention and Population Science, 

The UT MD Anderson Cancer Center, Houston, TX. 

RESUMEN / SUMMARY:  - Lung cancer is the leading cause of all cancer-related 

deaths in the US. The need to develop more accurate cancer risk assessment 

tools is imperative to improve the ability to identify individuals at greatest risk of 

developing disease. The Cytokinesis-Blocked Micronucleus Cytome Assay 

(CBMNcyt) presents a sensitive and  specific method of assessing DNA 

damage. We have previously reported that this assay is sensitive to genetic 

damage caused by the tobacco-specific nitrosamine 4-(methylnitrosamino)-1-(3-

pyridyl)-1-butanone (NNK), and that binucleated cells  with micronuclei, 

nucleoplasmic bridges and nuclear buds are strong predictors of lung cancer 

risk. The current study confirmed our previous findings and sought to identify 

the specific chromosomes involved in lung carcinogenesis. Spectral karyotyping 

was conducted on a subset of lung cancer cases [n = 116] and cancer-free 

controls [n = 126] with the highest CBMNcyt endpoints, on baseline and NNK-

treated blood lymphocytes. After adjusting for age, gender, race/ethnicity, 

smoking status, and pack and smoke years, consistent significant  associations 

between chromosome: 9, 19, 22, X, at baseline; chromosome: 3, 4, and 16 after 

NNK-induction; and chromosome: 1, 13, and 17 at both baseline and NNK-

induction; and lung cancer risk (all P </= 0.05) were observed. Several of these 

chromosomes harbor critical genes involved in lung carcinogenesis, such as  

the FHIT gene, CDKN2A, PADPRP, and TP53. Our results indicate that the 

CBMNcyt assay when used in conjunction with other cytogenetic methodologies 

can increase  our ability to identify specific chromosomal regions associated 

with DNA damage,  thereby improving our understanding of the underlying 

mechanisms involved in individual cancer predisposition. © 2013 Wiley 

Periodicals, Inc. 
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RESUMEN / SUMMARY:  - The recent proposal for histological subtyping of 

pulmonary adenocarcinoma by predominant pattern and introduction of the 

terms adenocarcinoma in situ and minimally invasive adenocarcinoma to 

replace the term bronchioloalveolar carcinoma by the International Association 

for the Study of Lung Cancer/American  Thoracic Society/European Respiratory 

Society has led us to conduct a study of 104 patients with early-stage primary 

pulmonary adenocarcinoma (T1N0M0), with a view to histological subtype as 

defined by the new proposal and clinical outcome. None of the clinical 

parameters of our patient population (type of surgery, age,  gender, tumor size, 

and comorbidities) showed any statistically significant correlation with outcome, 

except for associated malignancies, which not surprisingly appeared to have a 

negative impact on survival. In addition, statistical analyses of the histological 

characteristics to include tumor differentiation and the percentage of a lepidic or 

bronchioloalveolar component did not show any statistically significant values in 

terms of survival. Our results failed to show any statistically significant 

difference of survival between those T1N0M0 adenocarcinomas with a lepidic 

component and those without,  thus questioning the use of terms such as in situ 

or minimally invasive adenocarcinoma. On the basis of our results, we consider 

that the outcome for patients with T1N0M0 disease is still best determined by 

appropriate staging rather than by changes in the pathology nomenclature of 

adenocarcinoma.Modern Pathology advance online publication, 29 March 2013; 

doi:10.1038/modpathol.2013.33. 
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RESUMEN / SUMMARY:  - Response gene to complement 32 (RGC32) is a novel 

cellular protein that has been  reported to be expressed aberrantly in multiple 

types of human tumors. However, the role of RGC32 in cancer is still 

controversial, and the molecular mechanisms  by which RGC32 contributes to 

the development of cancer remain largely unknown. In the present study, we 

constructed a recombinant expression vector pCDNA3.1-RGC32 and 

transfected it into human lung cancer A549 cells. Stable transformanted cells 
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were identified by real-time PCR and Western blot analysis.  Functional analysis 

showed that forced overexpression of RGC32 increased invasive and migration 

capacities of lung cancer cells in vitro, and induced the acquisition of epithelial-

mesenchymal transition (EMT) phenotype, as demonstrated by the spindle-like 

morphology, downregulation of E-cadherin, and upregulation of Vimentin, 

Fibronectin, Snail and Slug. Also, overexpression of RGC32 increased 

expression and activities of matrix metalloproteinase (MMP)-2 and MMP-9 in 

A549 cells. Furthermore, the downregulation of E-cadherin induced by RGC32 

was remarkably attenuated by nuclear factor-kappaB (NF-kappaB) inhibitor 

BAY 11-7028  and small interfering RNA targeting NF-kappaB p65, suggesting 

a role of the NF-kappaB signaling pathway in RGC32-induced EMT. Taken 

together, our data suggest that RGC32 promotes cell migration and invasion 

and induces EMT in lung cancer cells via the NF-kappaB signaling pathway. 
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RESUMEN / SUMMARY:  - Platelet-derived growth factor receptor alpha 

(PDGFRalpha) is a receptor tyrosine kinase that promotes cell survival and is 

expressed in both the tumor and the stromal components of human cancers. 

We have developed a fully human monoclonal antibody, MEDI-575, that 

selectively binds to human PDGFRalpha with high affinity, with no observable 

affinity for murine PDGFRalpha. To more fully characterize the role of 

PDGFRalpha in the regulation of tumor stroma, we evaluated the in vivo 

antitumor effects of MEDI-575 in tumor-bearing severe combined 

immunodeficient (SCID) mice and in genetically altered SCID mice expressing 

human PDGFRalpha in place of murine PDGFRalpha. We used the Calu-6 non-

small cell lung cancer model because it lacks an in vitro proliferative response 

to PDGFRalpha activation. Antitumor activity was observed when the study was 

performed in mice expressing the human receptor, but no activity was observed 

in the mice expressing the murine receptor. Immunohistologic analysis of the 

tumors from mice expressing human PDGFRalpha showed a highly significant 
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reduction in stromal fibroblast content and only minor changes in tumor 

proliferative index in tumors exposed to MEDI-575 compared with the results 

seen  in vehicle-treated tumors or in tumors from mice expressing murine 

PDGFRalpha. Additional in vitro studies indicated that exposure of primary 

cancer-associated  fibroblasts to MEDI-575 can directly affect proliferation and 

key signaling pathways in these cells. These results highlight the potential for 

observing antitumor activity with MEDI-575 through modulation of the stromal 

component of tumors and confirm that the PDGFRalpha pathway can play a 

role in maintaining a tumor microenvironment conducive to tumor growth. 
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RESUMEN / SUMMARY:  - Conventional radiotherapy or chemotherapy for the 

long-term survival of patients  with lung cancer is still difficult for treatment in 

metastatic and advanced tumors. Therefore, the safe and effective approaches 

to the treatment of lung cancer are needed. In this study, the effect of delivered 

eukaryotic translation  initiation factor 4E (eIF4E)-binding protein 1 (4E-BP1) on 

lung cancer progression was evaluated. Recombinant adeno-associated virus 

(rAAV)-M3/4E-BP1 was delivered into 6-week-old K-rasLA1 lung cancer model 

mice through a nose-only inhalation system twice a week for 4 weeks. Long-

term repeated delivery of 4E-BP1 effectively reduced tumor progression in the 

lungs of K-rasLA1 mice. Reduction of eIF4E by overexpression of 4E-BP1 

resulted in suppression of cap-dependent protein expression of basic fibroblast 

growth factor (bFGF or FGF-2) and vascular endothelial growth factor (VEGF). 

In addition, delivered 4E-BP1 inhibited the proliferation of lung cancer cells in K-

rasLA1 mice model. Our results suggest that long-term repeated viral delivery of 

4E-BP1 may provide a useful tool for designing lung cancer treatment.Cancer 

Gene Therapy advance online publication, 3 May 2013; 

doi:10.1038/cgt.2013.24. 
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RESUMEN / SUMMARY:  - AIMS AND BACKGROUND: Surgical resection remains 

the mainstay for the treatment of colorectal lung metastasis, but a group of 

patients who are medically inoperable  or unsuitable for surgery are treated with 

radiotherapy. The purpose of this multi-institutional study was to evaluate the 

clinical outcome and investigate the prognostic factors affecting local control 

and survival in this subset of patients. METHODS: We retrospectively analyzed 

30 patients with 43 lesions who underwent curative radiotherapy for isolated 

lung metastasis from colorectal cancer at nine institutions from 2003 and 2008. 

A total dose of 42-75 Gy at the peripheral planning target volume was 

administered in 3-35 fractions. The median  biologically equivalent dose was 84 

Gy (range, 58.5-180). RESULTS: Treatment response was complete in 10 

(33.3%), partial in 13 (43.3%), stable in six (20.0%), and progressive in one 

patient (3.3%). The median follow-up period for all patients was 29.0 months 

(range, 5.0-93.8). Kaplan-Meier local control at 5 years was 44%. The median 

survival was 46.2 months, and the 5-year overall survival was 47%. Twenty-

three patients (77%) experienced treatment failure, most of which were 

intrapulmonary failure. The intrapulmonary relapse-free survival and overall 

relapse-free survival at 5 years were 22% and 19%, respectively. Treatment 

response and preradiotherapy carcinoembryonic antigen level were significant 

prognostic factors for local control and survival. Grade 3-5 toxicity occurred in 7 

patients. Three patients had grade 5 toxicity, including radiation  pneumonitis, a 

tracheoesophageal fistula, and hemoptysis. CONCLUSIONS: . Curative 

radiotherapy for isolated lung metastasis from colorectal cancer in patients who  

are medially inoperable or unsuitable for surgery results in long-term survival,  

comparable to surgical resection. Curative radiotherapy could be an effective 

and noninvasive alternative if dose-limiting toxicity is carefully considered, 

particularly in patients with bilateral or central lesions. 
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RESUMEN / SUMMARY:  - OBJECTIVE: This retrospective study attempted to 

identify serum biomarkers that could help to indicate treatment response in 

advanced nonsmall-cell lung cancer (NSCLC) patients receiving epidermal 

growth factor receptor-tyrosine kinase inhibitor (EGFR-TKI) treatment. 

METHODS: Two-dimensional fluorescence difference  gel electrophoresis and 

matrix-assisted laser desorption/ionization time-of-flight mass spectrometry 

were used to identify proteins expressed in serum samples from NSCLC 

patients with long (>6-month) progression-free survival  (PFS) periods, following 

EGFR-TKI treatment. RESULTS: Serum amyloid P component (APCS), alpha1-

antitrypsin (AAT), fibrinogen-alpha (FGA), keratin type I cytoskeletal 10 (KRT10) 

and serotransferrin (TF) expression differed between samples taken from 18 

patients before treatment (baseline) and when progressive disease (PD) was 

observed, during treatment. Changes in AAT, KRT10 and APCS levels were 

validated by Western blot analysis in the sample pool; findings were  further 

validated by Western blot analysis in a random sample of four patients. These 

proteins were also present in serum samples obtained from the same patients 

at the partial response (PR) timepoint during EGFR-TKI treatment. AAT was 

upregulated at PD compared with baseline, but downregulated during the PR 

phase.  CONCLUSION: These observations suggest that AAT could be used as 

a serological biomarker for predicting the utility of EGFR-TKI treatment for 

advanced NSCLC. 
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RESUMEN / SUMMARY:  - INTRODUCTION: Nuclear EGFR (nEGFR) has been 

identified in various human tumor tissues, including cancers of the breast, 

ovary, oropharynx, and esophagus, and has predicted poor patient outcomes. 

We sought to determine if protein expression of nEGFR is prognostic in early 

stage non-small cell lung cancer (NSCLC). METHODS: Resected stages I and 

II NSCLC specimens were evaluated for nEGFR protein expression using 

immunohistochemistry (IHC). Cases with at least one replicate core containing 

>/=5% of tumor cells demonstrating strong dot-like nucleolar EGFR expression 

were scored as nEGFR positive. RESULTS: Twenty-three (26.1% of the 

population) of 88 resected specimens stained positively for nEGFR.  Nuclear 

EGFR protein expression was associated with higher disease stage (45.5% of 

stage II vs. 14.5% of stage I; p=0.023), histology (41.7% in squamous cell 

carcinoma vs. 17.1% in adenocarcinoma; p=0.028), shorter progression-free 

survival (PFS) (median PFS 8.7 months [95% CI 5.1-10.7 mo] for nEGFR 

positive vs. 14.5 months [95% CI 9.5-17.4 mo] for nEGFR negative; hazard ratio 

(HR) of 1.89 [95% CI 1.15-3.10]; p=0.011), and shorter overall survival (OS) 

(median OS 14.1 months [95% CI 10.3-22.7 mo] for nEGFR positive vs. 23.4 

months [95% CI 20.1-29.4 mo] for nEGFR negative; HR of 1.83 [95% CI 1.12-

2.99]; p=0.014). CONCLUSIONS: Expression of nEGFR protein was associated 

with higher stage and squamous cell histology, and predicted shorter PFS and 

OS, in this patient cohort. Nuclear EGFR serves as a useful independent 

prognostic variable and as a potential therapeutic target in NSCLC. 
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RESUMEN / SUMMARY:  - BACKGROUND AND PURPOSE: Bcl-2 is a central 

regulator of cell survival that is overexpressed in the majority of small cell lung 

cancers (SCLC) and contributes to both malignant transformation and 

therapeutic resistance. The purpose of this  work was to study the key factors 

that determine the sensitivity of SCLC cells to BH3 mimetic S1 and the 

mechanism underlying the resistance of BH3 mimetics. EXPERIMENTAL 
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APPROACHES: Western blot was used to evaluate the contribution of Bcl-2 

family members to the cellular response of SCLC cell lines to S1. Acquired  

resistant cells were derived from initially sensitive H1688 cells. Quantitative 

PCR and gene silencing were performed to investigate Bcl-2 up-regulation. KEY 

RESULTS: A progressive increase in the relative levels of Bcl-2 and 

phosphorylated Bcl-2 (pBcl-2) characterized the increased de novo and 

acquired resistance of SCLC cell lines. Furthermore, acute treatment of S1 

induced Bcl-2 expression and phosphorylation. We showed that BH3 mimetics 

including S1 and ABT-737 induced ER stress and then activated MEK/ERK 

pathway. The dual function of MEK/ERK pathway in defining BH3 mimetics was 

illustrated: ERK1/2 activation leaded to Bcl-2 transcriptional up-regulation and 

sustained phosphorylation in naive and acquired resistant SCLC cells. pBcl-2 

played a key role in creating resistance of S1 and ABT-737 not only by 

sequestrating pro-apoptotic proteins, but also a positive feedback to promote 

ERK1/2 activation. CONCLUSIONS AND IMPLICATIONS: These results 

provide significant novel insights into the molecular mechanisms for crosstalk 

between ER stress and endogenously apoptotic pathways in SCLC following 

BH3 mimetics treatment. 
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RESUMEN / SUMMARY:  - Mesothelioma is a rare but very aggressive tumor 

derived from mesothelial cells.  A number of often complex but nonrandom 

cytogenetic abnormalities have been found in these tumors, resulting in loss of 

chromosome bands 14q32 and 22q12 in more than 35% of the cases. In this 

study, we used RNA sequencing to search for fusion transcripts in a 

mesothelioma carrying a t(14;22)(q32;q12) as the sole chromosomal aberration 

and found an EWSR1-YY1 and its reciprocal YY1-EWSR1 fusion transcript. 

Screening 15 additional cases of mesothelioma from which we had RNA but no 

cytogenetic information, we identified one more tumor carrying an EWSR1-YY1 

fusion gene but not the reciprocal YY1-EWSR1 transcript. RT-polymerase  
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chain reaction and sequencing showed that in both cases exon 8 of EWSR1 

(nucleotide 1,139, accession number NM_013986 version 3, former exon 7 in 

sequence with accession number X66899) was fused to exon 2 of YY1 

(nucleotide 1,160, accession number NM_003403 version 3). The EWSR1 

breakpoint in exon 8 in the EWSR1-YY1 chimeric transcript is similar to what is 

found in other fusions involving EWSR1such as EWSR1-FLI1, EWSR1-DDIT3, 

and EWSR1-ATF1. The EWSR1-YY1-encoded protein is an abnormal 

transcription factor with the transactivation domain of EWSR1 and the DNA-

binding domain of YY1. This is the first study to detect a specific fusion gene in 

mesothelioma (the reason how frequent the EWSR1-YY1 fusion is remains 

uncertain) and also the first time that  direct involvement of YY1 in oncogenesis 

has been demonstrated. © 2013 Wiley Periodicals, Inc. 
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RESUMEN / SUMMARY:  - BACKGROUND: Many patients with locally advanced 

non-small cell lung cancer (NSCLC) cannot undergo concurrent chemotherapy 

because of comorbidities or poor performance status. Hypofractionated 

radiation regimens, if tolerable, may provide an option to these patients for 

effective local control. METHODS AND MATERIALS: Twenty-five patients were 

enrolled in a phase 1 dose-escalation trial  of proton beam therapy (PBT) from 

September 2010 through July 2012. Eligible patients had histologically 

documented lung cancer, thymic tumors, carcinoid tumors, or metastatic thyroid 

tumors. Concurrent chemotherapy was not allowed, but concurrent treatment 

with biologic agents was. The dose-escalation schema comprised 15 fractions 

of 3 Gy(relative biological effectiveness [RBE])/fraction, 3.5 Gy(RBE)/fraction, or 

4 Gy(RBE)/fraction. Dose constraints were derived from biologically equivalent 

doses of standard fractionated treatment. RESULTS: The median follow-up time 

for patients alive at the time of analysis was 13 months (range, 8-28 months). 

Fifteen patients received treatment to hilar or mediastinal lymph nodes. Two 

patients experienced dose-limiting toxicity possibly related to  treatment; 1 
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received 3.5-Gy(RBE) fractions and experienced an in-field tracheoesophageal 

fistula 9 months after PBT and 1 month after bevacizumab. The other patient 

received 4-Gy(RBE) fractions and was hospitalized for bacterial 

pneumonia/radiation pneumonitis 4 months after PBT. CONCLUSION: 

Hypofractionated  PBT to the thorax delivered over 3 weeks was well tolerated 

even with significant doses to the lungs and mediastinal structures. Phase 2/3 

trials are needed to compare the efficacy of this technique with standard 

treatment for locally advanced NSCLC. 
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RESUMEN / SUMMARY:  - Malignant mesothelioma (MM) are highly aggressive 

asbestos-related neoplasms, which show strong chemotherapy-resistance and 

there is no effective cure for MM so far. Calretinin (CR) is widely used as a 

diagnostic marker for epithelioid and mixed (biphasic) mesothelioma, but still 

little is known about CR’s putative function(s) in tumorigenesis. CR protects 

against asbestos-induced acute cytotoxicity mediated by the AKT/PI3K pathway 

and furthermore, SV40 early region  genes are able to up-regulate CR in 

mesothelial cells. However, the precise role  of CR in mesothelioma is still 

unknown. Down-regulation of CR via lentiviral-mediated shRNA significantly 

decreased the viability and proliferation of mesothelioma cells in vitro. The 

effect was strong in epithelioid-dominated cell lines (ZL55, MSTO-211H). A 

weaker and delayed effect was observed in mesothelioma cells with prevalent 

sarcomatoid morphology (SPC111, SPC212, ZL34).  The specificity of the effect 

was confirmed by stable eGFP-CR expression in mesothelioma cell lines and 

subsequent down-regulation. Depletion of CR led these cancer cell lines to 

enter apoptosis within 72h post-infection via strong activation of the intrinsic 

caspase 9-dependent pathway. Down-regulation of CR in immortalized 

mesothelial cells LP9/TERT-1 strongly blocked proliferation and caused a G1 

block without decreasing viability or activating apoptosis pathways.  Our results 

demonstrate that down-regulation of CR had a strong effect on the viability of 

MM cells and that CR is essential for cells derived from malignant 

mesothelioma. We anticipate these findings to reveal calretinin as a highly 

interesting new putative therapeutic target for mesothelioma treatment of 
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especially the epithelioid, but also of the mixed and sarcomatoid type. © 2013  

Wiley Periodicals, Inc. 
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RESUMEN / SUMMARY:  - Zebularine (Zeb) is a DNA methyltransferase (DNMT) 

inhibitor to that has an anti-tumor effect. Here, we evaluated the anti-growth 

effect of Zeb on A549 lung  cancer cells in relation to reactive oxygen species 

(ROS) levels. Zeb inhibited the growth of A549 cells with an IC50 of 

approximately 70 microM at 72 h. Cell cycle analysis indicated that Zeb induced 

an S phase arrest in A549 cells. Zeb also induced A549 cell death, which was 

accompanied by the loss of mitochondrial  membrane potential (MMP; 

DeltaPsim ), Bcl-2 decrease, Bax increase, p53 increase  and activation of 

caspase-3 and -8. In contrast, Zeb mildly inhibited the growth  of human 

pulmonary fibroblast (HPF) normal cells and lead to a G1 phase arrest. Zeb did 

not induce apoptosis in HPF cells. In relation to ROS level, Zeb increased ROS 

level in A549 cells and induced glutathione (GSH) depletion. The well-known 

antioxidant, N-acetyl cysteine (NAC) prevented the death of Zeb-treated A549 

cells. Moreover, Zeb increased the level of thioredoxin reductase 1 (TrxR1) in 

A549 cells. While the overexpression of TrxR1 attenuated death and ROS level 

in Zeb-treated A549 cells, the downregulation of TrxR1 intensified death and 

ROS level in these cells. In conclusion, Zeb inhibited the  growth of A549 lung 
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cancer cells via cell cycle arrest and apoptosis. The inhibition was influenced by 

ROS and TrxR1 levels. © 2013 Wiley Periodicals, Inc. 
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TÍTULO / TITLE:  - Intracellular ATP-Binding Cassette Transporter A3 is 

Expressed in Lung Cancer Cells and Modulates Susceptibility to Cisplatin and 

Paclitaxel. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Oncology. 2013 May 15;84(6):362-370. 

 ●●Enlace al texto completo (gratuito o de pago) 1159/000348884 
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INSTITUCIÓN / INSTITUTION:  - Department of Hematology and Oncology, 

University Medical Center Gottingen, Gottingen, Germany. 

RESUMEN / SUMMARY:  - Patients with advanced-stage bronchial cancer benefit 

from systemic cytostatic therapy, in particular from regimens integrating 

cisplatin and taxanes. However,  eventual disease progression leads to a fatal 

outcome in most cases, originating  from tumor cells resisting chemotherapy. 

We here show that the intracellular ATP-binding cassette transporter A3 

(ABCA3), previously recognized as critical for the secretion of surfactant 

components from type 2 pneumocytes, is expressed  in non-small-cell lung 

cancer (NSCLC) cells. With some heterogeneity in a given specimen, 

expression levels detected immunohistochemically in primary cancer tissue 

were highest in adenocarcinomas and lowest in small cell lung cancers. Genetic 

silencing of ABCA3 in the NSCLC cell line models A549, NCI-H1650 and NCI-

H1975 significantly increased tumor cell susceptibility to the cytostatic effects of 

both cisplatin (in all cell lines) and paclitaxel (in two of three cell lines). Taken 

together, ABCA3 emerges as a modulator of NSCLC cell susceptibility to 

cytostatic therapy. 
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with non-small cell lung cancer. 
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INSTITUCIÓN / INSTITUTION:  - Radiation Oncology Center, Ofuna Chuo Hospital, 

Kanagawa, Japan. 

RESUMEN / SUMMARY:  - PURPOSE: To retrospectively investigate treatment 

outcomes of stereotactic ablative body radiation therapy (SABR) for 

octogenarians with non-small cell lung cancer (NSCLC). METHODS AND 

MATERIALS: Between 2005 and 2012, 109 patients aged >/=80 years with T1-

2N0M0 NSCLC were treated with SABR: 47 patients had histology-unproven 

lung cancer; 62 patients had pathologically proven NSCLC. The  prescribed 

doses were either 50 Gy/5 fractions for peripheral tumors or 40 Gy/5 fractions 

for centrally located tumors. The treatment outcomes, toxicities, and the 

correlating factors for overall survival (OS) were evaluated. RESULTS: The 

median follow-up duration after SABR was 24.2 (range, 3.0-64.6) months. Only 

limited toxicities were observed, except for 1 grade 5 radiation pneumonitis. The 

3-year local, regional, and distant metastasis-free survival rates were 82.3%, 

90.1%, and 76.8%, respectively. The OS and lung cancer-specific survival rates 

were 53.7% and 70.8%, respectively. Multivariate analysis revealed that 

medically inoperable, low body mass index, high T stage, and high C-reactive 

protein were the predictors for short OS. The OS for the operable octogenarians 

was significantly better than that for inoperable (P<.01). CONCLUSIONS: 

Stereotactic  ablative body radiation therapy for octogenarians was feasible, 

with excellent OS. Multivariate analysis revealed that operability was one of the 

predictors for OS. For medically operable octogenarians with early-stage 

NSCLC, SABR should be prospectively compared with resection. 
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TÍTULO / TITLE:  - Does hydatid disease have protective effects against lung 

cancer? 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Mol Biol Rep. 2013 May 5. 

 ●●Enlace al texto completo (gratuito o de pago) 1007/s11033-013-2565-
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AUTORES / AUTHORS:  - Karadayi S; Arslan S; Sumer Z; Turan M; Sumer H; 

Karadayi K 

INSTITUCIÓN / INSTITUTION:  - Department of Thoracic Surgery, Cumhuriyet 

University School of Medicine, Sivas,  Turkey, sulekaradayi73@yahoo.com. 

RESUMEN / SUMMARY:  - We hypothesized that solid tumors rarely occur in 

patients with hydatid disease.  We obtained the serum of 14 patients diagnosed 

with hydatid disease, the serum of 10 patients who did not have a history of 

hydatid disease, and the hydatid cyst fluid from six patients. These sera and 

fluid samples were added at different concentrations to NCI-H209/An1 human 

lung small cell carcinoma cells and L929 mouse fibroblasts as a control group. 

Sera of patients with hydatid diseases had  cytotoxic effects on NCI-H209/An1 
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cells, but they did not have cytotoxic effects  on fibroblast cells. Sera from 

healthy subjects did not have a cytotoxic effect on the tumor cell line or control 

fibroblasts. Cyst fluid, also, did not have toxic effects on the NCI-H209/An1 cell 

line, but was toxic to fibroblasts up to a 1:32 dilution. Sera from patients with 

hydatid disease had cytotoxic effects on human small cell lung cancer cells in 

vitro. 
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TÍTULO / TITLE:  - DNA repair genes polymorphism and lung cancer risk with the 

emphasis to sex differences. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Mol Biol Rep. 2013 May 15. 

 ●●Enlace al texto completo (gratuito o de pago) 1007/s11033-013-2626-

z 

AUTORES / AUTHORS:  - Letkova L; Matakova T; Musak L; Sarlinova M; 
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INSTITUCIÓN / INSTITUTION:  - Department of Medical Biochemistry, Jessenius 

Faculty of Medicine in Martin, Comenius University in Bratislava, Mala Hora 4, 

036 01, Martin, Slovak Republic,  letkova@jfmed.uniba.sk. 

RESUMEN / SUMMARY:  - Polymorphisms in nucleotide and base excision repair 

genes are associated with the variability in the risk of developing lung cancer. In 

the present study, we investigated the polymorphisms of following selected 

DNA repair genes: XPC (Lys939Gln), XPD (Lys751Gln), hOGG1 (Ser326Cys) 

and XRCC1 (Arg399Gln), and the risks they present towards the development 

of lung cancer with the emphasis to gender differences within the Slovak 

population. We analyzed 761 individuals comprising 382 patients with 

diagnosed lung cancer and 379 healthy controls. Genotypes were determined 

by polymerase chain reaction/restriction fragment length polymorphism method. 

We found out statistically significant increased risk for lung cancer development 

between genders. Female carrying XPC Gln/Gln, XPC Lys/Gln+Gln/Gln and 

XRCC1 Arg/Gln, XRCC1 Arg/Gln+Gln/Gln genotypes had significantly 

increased risk of lung cancer corresponding to OR = 2.06; p = 0.04, OR = 1.66; 

p = 0.04 and OR = 1.62; p = 0.04, OR = 1.69; p = 0.02 respectively. In total, 

significantly increased risk of developing lung cancer was found in the following 

combinations of genotypes: XPD Lys/Gln+XPC Lys/Lys (OR = 1.62; p = 0.04), 

XRCC1 Gln/Gln+hOGG1 Ser/Ser (OR = 2.14; p = 0.02). After stratification for 

genders, the following combinations of genotype were found to be significant  in 

male: XPD Lys/Gln+XPC Lys/Lys (OR = 1.87; p = 0.03), XRCC1 Arg/Gln+XPC 

Lys/Lys (OR = 4.52; p = 0.0007), XRCC1 Arg/Gln+XPC Lys/Gln (OR = 5.44; p < 

0.0001). In female, different combinations of the following genotypes were 

found to be significant: XRCC1 Arg/Gln+hOGG1 Ser/Ser (OR = 1.98; p = 0.04), 
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XRCC1 Gln/Gln+hOGG1 Ser/Ser (OR = 3.75; p = 0.02), XRCC1 Arg/Gln+XPC 

Lys/Gln (OR = 2.40; p = 0.04), XRCC1 Arg/Gln+XPC Gln/Gln (OR = 3.03; p = 

0.04). We found out decreased cancer risk in genotype combinations between 

female patients and healthy controls: XPD Lys/Lys+XPC Lys/Gln (OR = 0.45; p 

= 0.02), XPD Lys/Gln+XPC  Lys/Lys (OR = 0.32; p = 0.005), XPD Lys/Gln+XPC 

Lys/Gln (OR = 0.48; p = 0.02). Our results did not show any difference between 

pooled smokers and non-smokers in observed gene polymorphisms in the 

association to the lung cancer risk. However,  gender stratification indicated the 

possible effect of heterozygous constitution  of hOGG1 gene (Ser/Cys) on lung 

cancer risk in female non-smokers (OR = 0.20; p = 0.01) and heterozygous 

constitution of XPC gene (Lys/Gln) in male smokers (OR = 2.70; p = 0.01). 
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TÍTULO / TITLE:  - Thymidylate synthase gene copy number as a predictive 

marker for response to pemetrexed treatment of lung adenocarcinoma. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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Nagoya City University Graduate School of Medical Sciences, 1 Kawasumi, 

Mizuho-cho, Mizuho-ku, Nagoya 467-8601, Japan. t-oguri@med.nagoya-

cu.ac.jp. 

RESUMEN / SUMMARY:  - BACKGROUND: Pemetrexed is a key drug for therapy 

of non-small cell lung cancer (NSCLC). MATERIALS AND METHODS: In a 

search for biomarkers for study of the efficacy of pemetrexed treatment, we 

examined the thymidylate synthase (TYMS) copy number in NSCLC cell lines 

and in clinical NSCLC samples treated with pemetrexed, combined with 

platinum drugs. RESULTS: TYMS copy numbers in lung adenocarcinoma cell 

lines were significantly lower than in squamous cell carcinoma (p=0.0105), and 

a significant correlation was found between the TYMS copy number and the 

50% inhibitory concentration value for pemetrexed in all 17 lung cancer cell 

lines tested (r=0.6814, p=0.0026). Moreover, TYMS copy number was 

significantly lower in clinical NSCLC samples responsive to treatment with 

pemetrexed combined with platinum drugs (p=0.0067). Furthermore, the 

decrease in  the baseline CT size measurement of pemetrexed combined with 

platinum drug treatment correlated significantly with TYMS copy number 

(r=0.7967, p=0.0011). CONCLUSION: To our knowledge, this is the first report 

of a significant association between TYMS copy number and response to 

pemetrexed treatment in tumor biopsy specimens. Our results suggest that 

TYMS copy number could be a predictive biomarker for pemetrexed based 

chemotherapy. 
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TÍTULO / TITLE:  - Improving the Quality of Lung Cancer Care in Ontario: The 

Lung Cancer Disease Pathway Initiative. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - J Thorac Oncol. 2013 Apr 11. 

 ●●Enlace al texto completo (gratuito o de pago) 
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of Medicine, Public Health Sciences and Health Policy Management and 
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RESUMEN / SUMMARY:  - BACKGROUND:: Before 2008, Cancer Care Ontario 

(CCO) undertook provincial cancer control quality-improvement initiatives on a 

programmatic basis. CCO has now added Disease Pathway Management 

(DPM) to its quality improvement strategy, with  the intent of achieving high-

quality care, processes, and patient experience across the patient pathway for 

specific cancers. OBJECTIVES:: The three goals of  DPM are: to describe and 

share evidence-based best practice along the cancer continuum for specific 

cancers; identify quality-improvement priorities for specific cancers and catalyze 

action; monitor performance against best practice for specific cancers. The 

objective of this article is to describe the process by which the CCO lung cancer 

(LC) DPM was initiated and some of its early successes. METHODS:: In 2009, 

LC DPM began with a draft LC disease pathway map and the establishment of 

five multidisciplinary working groups, each focused on a phase of the LC patient 

journey: prevention, screening, and early detection; diagnosis; treatment; 

palliative care, end-of-life care, and survivorship; and patient experience. The 

working groups held 25 meetings of 2-hour duration and developed  concepts 

for 17 quality-improvement projects across the patient journey. Eight were 

selected for detailed discussion at a provincial consensus conference, which 

provided input on priorities for action. A report on the priorities for action was 

prepared and widely circulated, and regional roadshows were held in all 14 

regions of the province of Ontario. Region-specific data on incidence, stage, 

treatment compliance, and wait times among other issues relevant to LC, were 

shared with the regional care providers at these roadshows. Funding was 

provided  by CCO to address opportunities for regional improvement based on 

the data and the priorities identified. RESULTS:: The LC disease pathways 

were refined through substantial multidisciplinary discussion, and the diagnostic 
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pathway was posted on CCO’s Web site in February 2012. The treatment 

pathways for small-cell LC and  non-small-cell LC were posted in November 

2012. LC Diagnostic Assessment Units/Programs have been initiated in 14 

regions, and educational materials on dyspnea management, including a patient 

video, are available on CCO’s Web site. An audit has been undertaken to better 

understand the barriers to the uniform uptake of specific evidence-based 

practices across the province, and the results  will be reported shortly. The 

proportion of LC patients, whose symptoms are assessed at least once a 

month, using a standardized symptom assessment instrument (Edmonton 

Symptom Assessment System), has improved through the DPM. 

CONCLUSION:: Through CCO’s LC DPM initiative, Regional Cancer Programs 

have become aware of their performance on a range of LC-specific 

performance and quality metrics and have been motivated to undertake quality-

improvement initiatives. Standardized diagnostic and treatment pathways have 

been developed.  Ongoing measurement of a broad range of metrics, including 

stage-specific survival, guideline concordance, and measures of the patient 

experience will help determine the benefit of this major initiative. 
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TÍTULO / TITLE:  - Genome-wide identification of genes with amplification and/or 

fusion in small cell lung cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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INSTITUCIÓN / INSTITUTION:  - Division of Multistep Carcinogenesis, National 

Cancer Center Research Institute,  Tokyo, Japan. 

RESUMEN / SUMMARY:  - To obtain a landscape of gross genetic alterations in 

small cell lung cancer (SCLC), genome-wide copy number analysis and whole-

transcriptome sequencing were  performed in 58 and 42 SCLCs, respectively. 

Focal amplification of known oncogene loci, MYCL1 (1p34.2), MYCN (2p24.3), 

and MYC (8q24.21), was frequently and mutually exclusively detected. MYCL1 

and MYC were co-amplified with other regions on either the same or the 

different chromosome in several cases. In addition, the 9p24.1 region was 

identified as being amplified in SCLCs without amplification of MYC family 

oncogenes. Notably, expression of the KIAA1432 gene in this region was 

significantly higher in KIAA1432 amplified cells than in non-amplified cells, and 

its mRNA expression showed strong correlations with the copy numbers. Thus, 

KIAA1432 is a novel gene activated by amplification in SCLCs. By whole-
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transcriptome sequencing, a total of 60 fusion transcripts, transcribed from 95 

different genes, were identified as being expressed in SCLC cells. However, no 

in-frame fusion transcripts were recurrently detected in >/=2 SCLCs,  and genes 

in the amplified regions, such as PVT1 neighboring MYC and RLF in MYCL1 

amplicons, were recurrently fused with genes in the same amplicons or with 

those  in different amplicons on either the same or different chromosome. Thus, 

it was indicated that amplification and fusion of several genes on chromosomes 

1 and 8 occur simultaneously but not sequentially through chromothripsis in the 

development of SCLC, and amplification rather than fusion of genes plays an 

important role in its development. © 2013 Wiley Periodicals, Inc. 
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7ª-2 through the interaction of VDR/VDRE in human lung cancer A549 cells. 
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RESUMEN / SUMMARY:  - AIMS: We aim to investigate the relationship between 

1,25-(OH)2VD3 and hsa-let-7ª in lung cancer A549 cells. METHODS: Real-time 

PCR and luciferase reporter assays  were used to detect the influence of 1,25-

(OH)2VD3 on the expression of hsa-let-7ª-2 after A549 cells were treated with 

1,25-(OH)2VD3 (10(-8)~10(-6)mol/L). Analysis of the 5.0Kb upstream sequence 

of the pre-let-7ª-2 showed that one vitamin D response element (VDRE) is 

located in -2066/-2042bp of  pre-let-7ª-2. Electrophoretic mobility shift assays 

(EMSA), chromatin immunoprecipitation (ChIP) and luciferase reporter assays 

were performed to determine whether 1,25-(OH)2VD3 activating vitamin D 

receptor (VDR) could bind to this VDRE to promote hsa-let-7ª-2 expression. 

RESULTS: We found that 1,25-(OH)2VD3 could up-regulate the expression of 

hsa-let-7ª-2 in a dose-dependent manner. The results of EMSA and ChIP 

demonstrated that 1,25-(OH)2VD3/VDR could interact with the VDRE in the 

upstream of pre-let-7ª-2. Luciferase reporter assay showed that this VDRE is a 

functional cis-element mediating the up-regulation of hsa-let-7ª-2 expression 

induced by 1,25-(OH)2VD3.  CONCLUSIONS: Our data indicated that 1,25-

(OH)2VD3 could up-regulate the transcription of hsa-let-7ª-2 in lung cancer 

cells, and the up-regulation of hsa-let-7ª-2 expression induced by 1,25-
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(OH)2VD3 might mediate the anti-proliferation effects of 1,25-(OH)2VD3 in lung 

cancer cells. 
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RESUMEN / SUMMARY:  - Despite recent advances in treatment, lung cancer 

accounts for one third of all cancer-related deaths, underlining the need of 

development of new therapies. Mesenchymal stem cells (MSCs) possess the 

ability to specifically home into tumours and their metastases. This property of 

MSCs could be exploited for the delivery of various anti-tumour agents directly 

into tumours. However, MSCs are not simple delivery vehicles but cells with 

active physiological process. This review outlines various agents which can be 

delivered by MSCs with substantial emphasis on TRAIL (tumour necrosis factor-

related apoptosis-inducing ligand). 
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acetylcholine receptor gene cluster CHRNA5-A3-B4 associated with risk of 
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RESUMEN / SUMMARY:  - An association between common variants in the 15q25 

nicotinic acetylcholine receptor (nAChR) gene cluster CHRNA5-A3-B4 

(responsible for encoding nAChR subunits) and lung cancer risk has recently 

been reported in both Caucasian and Chinese population. Cigarette smoking is 

one of the major risk factors for both lung and gastric cancer. Moreover, nAChR 

plays an important role in cigarette smoke-related lung carcinogenesis as well 

as gastric cancer. Nevertheless, no study has evaluated the association 

between CHRNA5-A3-B4 gene cluster variants (rs667282 and rs3743073, two 

variants modifying lung cancer risk) and risk of gastric cancer. We genotyped 

these two single nucleotide polymorphisms(SNPs) and  analyzed their 

associations with risk of gastric cancer in a case-control study of 637 gastric 

cancer patients and 855 healthy individuals matched by age and sex in a 

Chinese Han population. The differences in genotype distribution of the two  

SNPs (rs667282, rs3743073) between the cases and controls were not 

statistically  significant (p = 0.468 and p = 0.495, respectively). Overall, we did 

not observe  a significant association of each genotype of the two SNPs with 

risk of gastric cancer (TT/CT vs. CC: adjusted OR = 1.12,95 % CI = 0.86-1.45; p 

= 0.401 for rs667282 and GG/TG vs. TT: adjusted OR = 1.13,95 % CI = 0.90-

1.43; p = 0.300 for  rs3743073).The results of our study indicated that these two 

SNPs at the 15q25 locus did not modify gastric cancer risk and the reported risk 

SNP at 15q25 may be specific to lung cancer. Additional larger studies are 

needed to further confirm our findings. 
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RESUMEN / SUMMARY:  - Clinical resistance to gefitinib, an epidermal growth 

factor receptor (EGFR) tyrosine kinase inhibitor (TKI), in patients with lung 

cancer has been linked to  acquisition of the T790M resistance mutation in 

activated EGFR or amplification of MET. Phosphatase and tensin homolog 

(PTEN) loss has been recently reported as  a gefitinib resistance mechanism in 

lung cancer. The aim of this study was to evaluate the efficacy of radiotherapy 

in non-small-cell lung cancer (NSCLC) with  acquired gefitinib resistance 

caused by PTEN deficiency to suggest radiotherapy as an alternative to EGFR 

TKIs. PTEN deficient-mediated gefitinib resistance was  generated in HCC827 

cells, an EGFR TKI sensitive NSCLC cell line, by PTEN knockdown with a 

lentiviral vector expressing short hairpin RNA-targeting PTEN. The impact of 

PTEN knockdown on sensitivity to radiation in the presence or absence of 

PTEN downstream signaling inhibitors was investigated. PTEN knockdown  

conferred acquired resistance not only to gefitinib but also to radiation on 

HCC827 cells. mTOR inhibitors alone failed to reduce HCC827 cell viability, 

regardless of PTEN expression, but ameliorated PTEN knockdown-induced 

radioresistance. PTEN knockdown-mediated radioresistance was accompanied 

by repression of radiation-induced cytotoxic autophagy, and treatment with 

mTOR inhibitors released the repression of cytotoxic autophagy to overcome 

PTEN knockdown-induced radioresistance in HCC827 cells. These results 

suggest that inhibiting mTOR signaling could be an effective strategy to 

radiosensitize NSCLC  harboring the EGFR activating mutation that acquires 

resistance to both TKIs and  radiotherapy due to PTEN loss or inactivation 

mutations. 
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RESUMEN / SUMMARY:  - MicroRNAs (miRNAs) are increasingly implicated in 

regulating tumor malignance through their capacity to coordinately repress 

expression of tumor-related genes. Here, we show that overexpression of miR-

194 in lung cancer cell lines, results in suppressing metastasis of lung cancer 

cells, while inhibiting its expression through ‘miRNA sponge’ promotes the 

cancer cells to metastasize. miR-194 expression is also found to be in strongly 

negative association with metastasis in clinical specimens of non-small cell lung 

cancer. We demonstrate that miR-194  directly targets both BMP1 and p27kip1. 
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The resulting downregulation of BMP1 leads to suppression of TGFbeta activity 

and, thus, to downregulation of the expression of key oncogenic genes (matrix 

metalloproteinases MMP2 and MMP9). This leads, in turn, to decreased tumor 

invasion. In addition, the miRNA-194-induced suppression of p27kip1 activates 

the RhoA pathway, producing enhanced development of actin stress fibers and 

impaired migration of cancer cells. These findings reveal two structurally 

independent but functionally linked branches of the regulatory and signaling 

pathway that together provide a bridge between the metastasis-depressing 

miRNA and the key genes that govern the malignancy of lung  

cancers.Oncogene advance online publication, 15 April 2013; 

doi:10.1038/onc.2013.108. 
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RESUMEN / SUMMARY:  - 3,3’,4,4’-tetrachloroazobenzene (TCAB) is a 

contaminant formed during manufacture of various herbicide compounds. A 

recent National Toxicology Program study showed B6C3F1 mice exposed to 

TCAB developed a treatment-related increase in lung carcinomas in the high-

dose group, and urethral carcinomas, an extremely rare lesion in rodents, in all 

dose groups. As the potential for environmental exposure to TCAB is 

widespread, and the mechanisms of urethral carcinogenesis are unknown, 

TCAB-induced urethral and pulmonary tumors were evaluated for alterations in 

critical human cancer genes, Kras and Tp53. Uroplakin III, CK20, and CK7 

immunohistochemistry was performed to confirm the urothelial origin of urethral 

tumors. TCAB-induced urethral carcinomas harbored transforming point 

mutations in K-ras (38%) and Tp53 (63%), and 71% displayed nuclear TP53 

expression, consistent with formation of mutant protein. Transition mutations 

accounted for 88% of Tp53 mutations in urethral carcinomas, suggesting that 

TCAB  or its metabolites target guanine or cytosine bases and that these 

mutations are  involved in urethral carcinogenesis. Pulmonary carcinomas in 

TCAB-exposed animals harbored similar rates of Tp53 (55%) and Kras (36%) 

mutations as urethral carcinomas, suggesting that TCAB may induce mutations 
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at multiple sites by a common mechanism. In conclusion, TCAB is carcinogenic 

at multiple sites in male and female B6C3F1 mice through mechanisms 

involving Tp53 and Kras mutation. 
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RESUMEN / SUMMARY:  - There is as yet no generally accepted explanation for 

the common finding that low body mass index (BMI) is associated with an 

increased risk of lung cancer. We investigated this association in a Canadian 

population-based case-control study (1996-2002) with a particular view to 

assessing the hypothesis that the observed  association was due to residual 

confounding by smoking. Analyses were based on 1,076 cases and 1,439 

controls who provided their height at enrollment and their  weight at two points 

in time, at age 20 and 2 years before enrollment. BMI, in kg/m2 , was classified 

into underweight (<18.5), normal (18.5-24.9), overweight (25.0-29.9), and obese 

(>/=30). Smoking history was synthesized into a comprehensive smoking index 

(CSI) that integrated duration, intensity and time since quitting. Odds ratios 

(ORs) and 95% confidence intervals (CIs) for BMI-lung cancer associations 

were estimated, adjusting for CSI as well as several sociodemographic, lifestyle 

and occupational factors. The normal BMI category was used as the reference. 

Among those who were underweight at age 20, there was a lower risk of lung 

cancer (OR = 0.69, 95% CI: 0.50-0.95). Conversely, lung cancer risk was 

increased among those who were underweight 2 years before enrollment (OR = 

2.30, 95% CI: 1.30-4.10). The results were almost identical when stratifying 

analyses based on smoking history into never/lighter and heavier smokers. The 

inverse association between recent BMI and lung cancer is unlikely to be largely  

attributable to residual confounding by smoking. Reverse causality or a true 

relationship between BMI and lung cancer remain plausible. 
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RESUMEN / SUMMARY:  - Lung cancer remains the most common cancer 

diagnosed worldwide and has one of the lowest survival rates of all cancers. 

Surgery remains the only curative treatment option but because most patients 

are either diagnosed at advanced stages or are unfit for surgery, less than a 

third of all lung cancer patients will undergo a surgical resection. Thermal 

ablation has emerged as an alternative option in patients who are unfit to 

undergo surgery. Thermal ablative therapies used in clinical practice to date 

include Radiofrequency Ablation (RFA), Microwave Ablation (MWA) and 

Cryoablation This article will focus on the advantages and limitations of thermal 

ablative therapy and investigates the potential of a relatively new treatment 

modality, Electrochemotherapy (ECT), as a novel treatment for lung cancer. 
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RESUMEN / SUMMARY:  - Signal-induced proliferation associated gene 1 (Sipa1) 

is a signal transducer to  activate the Ras-related proteins and modulate cell 

progression, differentiation, adhesion and cancer metastasis. In this study, we 

tested the hypothesis that single nucleotide polymorphisms (SNPs) in Sipa1 are 

associated with lung cancer risk and metastasis. Three common SNPs 

(rs931127A > G, rs2448490G > A, and rs3741379G > T) were genotyped in a 

discovery set of southern Chinese population  and then validated the promising 

SNPs in a validation set of an eastern Chinese population in a total of 1559 lung 

cancer patients and 1679 cancer-free controls. The results from the two sets 
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were consistent, the rs931127GG variant genotype had an increased risk of 

lung cancer compared to the rs931127AA/GA genotypes (OR  = 1.27; 95% CI = 

1.09-1.49) after combination of the two populations, and the rs931127GG 

interacted with pack-year smoked on increasing lung cancer risk (P = 0.037); 

this SNP also had an effect on patients’ clinical stages (P = 0.012) that those 

patients with the rs931127GG genotype had a significant higher metastasis rate 

and been advanced N, M stages at diagnosis. However, these associations 

were not observed for rs2448490G > A and rs3741379G > T in the discovery 

set. Our data suggest that the SNP rs931127A > G in the promoter of Sipa1 

was significantly associated with lung cancer risk and metastasis, which may be 

a biomarker to predict the risk and metastasis of lung cancer. © 2013 Wiley 

Periodicals, Inc. 
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RESUMEN / SUMMARY:  - INTRODUCTION: The purpose of this study is to 

analyze and validate the prognostic impact of the new lung adenocarcinoma 

(ADC) classification proposed by the International Association for the Study of 

Lung Cancer, American Thoracic Society, and European Respiratory Society 

and invasive tumor size in stage I lung ADC of Japanese patients. METHODS: 

We reclassified 191 stage I ADCs according to  the new classification. The 

percentage of each histological subtype and the predominant type were 

determined. In addition, both total tumor size and invasive tumor size were 

examined. The relationship between these results and clinicopathological 

backgrounds was investigated statistically. RESULTS: The 5-year disease-free 

survival (DFS) of adenocarcinoma in situ and minimally invasive 

adenocarcinoma was 100%; lipidic-predominant ADCs, 94.9%; papillary-

predominant ADCs, 85.4%; acinar-predominant ADCs, 89.7%; and solid-

predominant ADCs, 54%. The predominant growth pattern was significantly 

correlated with DFS (p < 0.001, overall). With regard to tumor size, total tumor  

size was not correlated with DFS (p = 0.475, overall), however, invasive tumor 
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size was significantly correlated with DFS (</= 0.5 cm/ > 0.5 cm, </= 1 cm/ >1 

cm, </= 2 cm/>2 cm, </= 3 cm/ >3 cm, 100%/91.5%/85.9%/80.8%/66.7%% in 5-

year DFS) (p = 0.006, overall). A multivariate analysis showed solid-

predominant and invasive tumor size were independent predictors of increased 

risk of recurrence (solid versus nonsolid: hazard ratio = 4.08, 95% confidence 

interval:1.59-10.5, p = 0.003; invasive tumor size: hazard ratio = 2.04, 95% 

confidence interval:1.14-3.63, p = 0.016). CONCLUSION: : The new 

International Association for the Study of Lung Cancer, American Thoracic 

Society, and European Respiratory Society ADC classification and invasive 

tumor size are very useful predictors of  recurrence of stage I ADCs in 

Japanese patients. 
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RESUMEN / SUMMARY:  - In a recent study, magnetite was investigated for its 

potential to induce toxic effects and influence signaling pathways. It was clearly 

demonstrated that ROS formation leads to mitochondrial damage and genotoxic 

effects in A549 cells. On the basis of these findings, we wanted to elucidate the 

origin of magnetite-mediated ROS formation and its influence on the cell cycle 

of A549 and  H1299 human lung epithelial cells. Concentration- and size-

dependent superoxide formation, measured by electron paramagnetic 

resonance (EPR), was observed. Furthermore, we could show that the GSH 

level decreased significantly after exposure to magnetite particles, while 

catalase (CAT) activity was increased. These effects were also dependent on 

particle size, albeit less pronounced than those observed with EPR. We were 

able to show that incubation of A549 cells prior to particle treatment with 

diphenyleneiodonium (DPI), a NADPH-oxidase (NOX) inhibitor, leads to 

decreased ROS formation, but this effect was not observed for the NOX 

inhibitor apocynin. Soluble iron does not contribute considerably to ROS  

production. Analysis of cell-cycle distribution revealed a pronounced sub-G1 

peak, which cannot be linked to increased cell death. Western blot analysis did 

not show activation of p53 but upregulation of p21 in A549. Here, we were 

unexpectedly able to demonstrate that exposure to magnetite leads to p21-
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mediated G1-like arrest. This has been reported previously only for low 

concentrations of  microtubule stabilization drugs. Importantly, the arrested sub-

G1 cells were viable and showed no caspase 3/7 activation. 

 

---------------------------------------------------- 

[195] 

TÍTULO / TITLE:  - The mutations of the EGFR and K-ras genes in resected stage 

I lung adenocarcinoma and their clinical significance. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Surg Today. 2013 Apr 23. 

 ●●Enlace al texto completo (gratuito o de pago) 1007/s00595-013-0589-

2 

AUTORES / AUTHORS:  - Ohba T; Toyokawa G; Kometani T; Nosaki K; Hirai F; 

Yamaguchi M; Hamatake M; Seto T; Ichinose Y; Sugio K 

INSTITUCIÓN / INSTITUTION:  - Department of Thoracic Oncology, National 

Kyushu Cancer Center, 3-1-1, Notame, Minami-ku, Fukuoka, 811-1395, Japan, 

taro.oba@gmail.com. 

RESUMEN / SUMMARY:  - PURPOSE: This study retrospectively assessed the 

mutations of the epidermal growth factor receptor (EGFR) and K-ras genes and 

their clinical significance in  patients with resected stage I adenocarcinomas. 

METHODS: A total of 354 patients  with resected lung adenocarcinomas were 

included, and 256 patients with stage I disease were analyzed for the 

prognostic and predictive value of these mutations. RESULTS: Mutations of 

EGFR and K-ras genes were detected in 149 (41.1 %) and 23 (6.4 %) of all 

tumors, and in 122 (47.6 %) and 14 (5.5 %) of stage I tumors, respectively. 

There were no significant differences in the disease-free survival  (DFS) and 

overall survival (OS) between the EGFR-mutant and wild-type groups. 

However, the DFS and OS were significantly shorter in patients with K-ras 

mutations than in those without (5-year DFS: 50.8 vs. 76.9 %, 5-year OS: 70.0 

vs. 86.6 %, p < 0.01). A multivariate analysis showed that K-ras mutations were 

an independent poor prognostic factor. Twenty-four of the 41 patients with 

recurrent disease after surgery were treated with an EGFR-TKI. Fifteen EGFR-

mutant patients treated with an EGFR-TKI had a better prognosis than did the 

nine EGFR-wild-type  patients. CONCLUSION: The presence of an EGFR gene 

mutation was a predictive factor for the response to EGFR-TKI treatment in 

patients with resected stage I adenocarcinoma, but was not a prognostic factor. 

The presence of a K-ras gene mutation was a poor prognostic factor. 
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RESUMEN / SUMMARY:  - Resveratrol has many biological effects, including anti-

tumor, antiviral activites, and vascular protection. Recent studies have 

suggested that resveratrol exert its antitumor effects through induction of 

autophagy by an unknown mechanism. In this study, we investigated the 

involvement of autophagy in resveratrol-induced cell death and its potential 

molecular mechanisms in A549 human lung adnocarcinoma cells. Resveratrol-

induced growth inhibition and cell death was assessed by MTT and clonogenic 

assays. Activation of autophagy was characterized by monodansylcadaverine, 

transmission electron microscopy, and expression of autophagy marker protein 

LC3. Western blot analysis was used to study the cell signals involved in the 

mechanisms of autophagic death. Intracellular free calcium was detected with 

Fura2-AM staining. Our results indicated that resveratrol induced A549 cell 

death was mediated by autophagy. 3-methyladenine, an inhibitor of autophagy, 

suppressed resveratrol-induced autophagic cell death, and knockdown of 

autophagy-related genes Atg5 and Beclin-1 with siRNAs reversed RSV-induced 

cell death. Intracellular free calcium accumulated immediately following 

resveratrol addtion, which led to the activation of phospho-AMPK and phospho-

Raptor, and a reduction in the amount of phospho-p70S6K. These effects could 

be reversed by the AMPK inhibitor compound C, and the calcium ion-chelating 

agent EGTA. In conclusion, we demonstrate that resveratrol-induced A549 cell 

death was mediated by the process of autophagic cell death via Ca2+/AMPK-

mTOR signaling pathway. 
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RESUMEN / SUMMARY:  - ABSTRACT BACKGROUND: Patients with lung cancer 

often present with recurrence, even after resection. The identification of risk 

factors for recurrence after resection is useful. METHODS: Among 1338 

patients with lung cancer who underwent  a complete resection, 277 developed 

recurrences post-surgery. Data regarding the  TNM factors, histological subtype 

and the presence/absence of vessel invasion were analyzed retrospectively 

using the survival tree method to identify groups with a high risk of recurrence 

after resection. RESULTS: The results revealed that the T factor, the N factor, 

and lymphatic (ly) and blood (v) vessel invasion were related to the risk of 

recurrence and six combinations of these factors were identified using the 

survival tree method; Group A: v = 0, T &lt;= 1b, ly = 0; Group B: v = 0, T &lt;= 

1b, ly &gt;= 1; Group C: v = 0, T &gt;= 2ª; Group D: v &gt;= 1, N &lt;= 1,T &lt;= 

2b; Group E: v &gt;= 1, N &lt;= 1, T &gt;= 3; and Group F: v &gt;= 1, N &gt;= 2. 

The six groups were then further classified into three groups: a low-risk group 

(Group A), a moderate-risk group (Groups B, C and  D), and a high-risk group 

(Groups E and F). The 5-year recurrence-free survival rate was approximately 

98% for the low-risk group, 75% for the moderate-risk group, and 30 % for the 

high-risk group. CONCLUSIONS: Combining the T, N, v and ly factors allowed 

the precise identification of a group with a high risk of recurrence after 

resection. 
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INSTITUCIÓN / INSTITUTION:  - National Hospital Organization Kyushu Cancer 

Center, Fukuoka, Japan. 

RESUMEN / SUMMARY:  - BACKGROUND: Currently, crizotinib is the only drug 

that has been approved for treatment of ALK-rearranged non-small-cell lung 

cancer (NSCLC). We aimed to study the activity and safety of CH5424802, a 

potent, selective, and orally available ALK inhibitor. METHODS: In this 

multicentre, single-arm, open-label, phase 1-2 study of CH5424802, we 

recruited ALK inhibitor-naive patients with ALK-rearranged advanced NSCLC 

from 13 hospitals in Japan. In the phase 1 portion of the study, patients 

received CH5424802 orally twice daily by dose escalation. The primary 

endpoints of the phase 1 were dose limiting toxicity (DLT), maximum tolerated 

dose (MTD), and pharmacokinetic parameters. In the phase 2 portion of the 

study,  patients received CH5424802 at the recommended dose identified in the 

phase 1 portion of the study orally twice a day. The primary endpoint of the 

phase 2 was  the proportion of patients who had an objective response. 

Treatment was continued in 21-day cycles until disease progression, intolerable 

adverse events, or withdrawal of consent. The analysis was done by intent to 

treat. This study is registered with the Japan Pharmaceutical Information 

Center, number JapicCTI-101264. FINDINGS: Patients were enrolled between 

Sept 10, 2010, and April 18, 2012. The data cutoff date was July 31, 2012. In 

the phase 1 portion, 24 patients were treated at doses of 20-300 mg twice daily. 

No DLTs or adverse events of grade 4 were noted up to the highest dose; thus 

300 mg twice daily was  the recommended phase 2 dose. In the phase 2 portion 

of the study, 46 patients were treated with the recommended dose, of whom 43 

achieved an objective response (93.5%, 95% CI 82.1-98.6) including two 

complete responses (4.3%, 0.5-14.8) and 41 partial responses (89.1%, 76.4-

96.4). Treatment-related adverse events of grade 3 were recorded in 12 (26%) 

of 46 patients, including two patients each experiencing decreased neutrophil 

count and increased blood creatine phosphokinase. Serious adverse events 

occurred in five patients (11%). No grade 4 adverse events or deaths were 

reported. The study is still ongoing, since 40 of the 46 patients in the phase 2 

portion remain on treatment. INTERPRETATION: CH5424802 is well tolerated 

and highly active in patients with advanced ALK-rearranged NSCLC. FUNDING: 

Chugai Pharmaceutical Co, Ltd. 
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RESUMEN / SUMMARY:  - Lung cancer causes more deaths worldwide than any 

other cancer. In addition to cigarette smoking, dietary factors may contribute to 

lung carcinogenesis. Epidemiologic studies, including the environment and 

genetics in lung cancer etiology (EAGLE), have reported increased 

consumption of red/processed meats to be associated with higher risk of lung 

cancer. Heme-iron toxicity may link meat intake with cancer. We investigated 

this hypothesis in meat-related lung carcinogenesis using whole genome 

expression. We measured genome-wide expression  (HG-U133A) in 49 tumor 

and 42 non-involved fresh frozen lung tissues of 64 adenocarcinoma EAGLE 

patients. We studied gene expression profiles by high-versus-low meat 

consumption, with and without adjustment by sex, age, and smoking. Threshold 

for significance was a false discovery rate (FDR) </=0.15. We  studied whether 

the identified genes played a role in heme-iron related processes by means of 

manually curated literature search and gene ontology-based pathway analysis. 

We found that gene expression of 232 annotated genes in tumor tissue 

significantly distinguished lung adenocarcinoma cases who consumed 

above/below the median intake of fresh red meats (FDR = 0.12). Sixty-three ( 

approximately 28%) of the 232 identified genes (12 expected by chance, P-

value < 0.001) were involved in heme binding, absorption, transport, and Wnt 

signaling pathway (e.g., CYPs, TPO, HPX, HFE, SLCs, and WNTs). We also 

identified several genes involved in lipid metabolism (e.g., NCR1, TNF, and 

UCP3) and oxidative stress (e.g., TPO,  SGK2, and MTHFR) that may be 

indirectly related to heme-toxicity. The study’s results provide preliminary 

evidence that heme-iron toxicity might be one underlying mechanism linking 

fresh red meat intake and lung cancer. © 2013 Wiley Periodicals, Inc. 
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RESUMEN / SUMMARY:  - Lung adenocarcinoma (ADC) is one of the major 

histological types of lung cancer.  Genetic polymorphism in DNA repair genes 

and lung ADC susceptibility is well documented. In this case-control study, the 

association between the polymorphic sites of DNA repair genes XPD-751, 

XRCC1-399, and OGG1-326, and lung ADC susceptibility in ethnic Han 

Chinese population has been investigated. Genomic DNA was isolated from the 

peripheral blood of 201 healthy controls and 82 lung ADC patients from the 

people of Hunan Province, China. Polymorphisms of the investigated genes 

were analyzed by using polymerase chain reaction-restriction fragment length 

polymorphism. There was no significant difference between the samples from 

lung ADC patients and healthy controls about the genotype frequencies of XPD-

751, XRCC1-399, and OGG1-326 sites. However, multifactor dimensionality 

reduction analysis showed that the genetic polymorphisms of the three-loci 

models of DNA repair genes (XPD-751/XRCC1-399/OGG1-326) are associated 

with lung ADC. Thus, this study reveals that a three-order interaction among the  

polymorphic sites of XPD-751, XRCC1-399, and OGG1-326 is associated with 

lung ADC risk in the studied population, although polymorphism in individual 

gene was not  associated. 
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RESUMEN / SUMMARY:  - Oncogenic fusion genes that involve kinases have 

proven to be effective targets for therapy in a wide range of cancers. 

Unfortunately, the diagnostic approaches  required to identify these events are 

struggling to keep pace with the diverse array of genetic alterations that occur in 
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cancer. Diagnostic screening in solid  tumours is particularly challenging, as 

many fusion genes occur with a low frequency. To overcome these limitations, 

we developed a capture enrichment strategy to enable high throughput 

transcript sequencing of the human kinome. This approach provides a global 

overview of kinase fusion events, irrespective of the identity of the fusion 

partner. To demonstrate the utility of this system we  profiled one hundred non-

small cell lung cancers and identified numerous genetic  alterations impacting 

Fibroblast Growth Factor Receptor 3 (FGFR3) in lung squamous cell carcinoma 

and a novel ALK fusion partner in lung adenocarcinoma. 
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RESUMEN / SUMMARY:  - Abstract Rationale Asbestos, smoking, and asbestosis 

increase lung cancer risk in incompletely elucidated ways. Smoking cessation 

among asbestos-exposed cohorts has been little studied. Objectives To 

measure the contributions of asbestos exposure, asbestosis, smoking and their 

interactions to lung cancer risk in an asbestos-exposed cohort, and to describe 

their reduction in lung cancer risk when they stop smoking. Methods We 

examined lung cancer mortality obtained through the National Death Index for 

1981-2008 for 2,377 male North American insulators for whom chest x-ray, 

spirometric, occupational and smoking data were collected in 1981- 1983 and 

for 54,243 non-asbestos exposed blue collar male workers from Cancer 

Prevention Study II for whom occupational and smoking data were collected  in 

1982. Measurements and Main Results Lung cancer caused 339 (19%) 

insulator deaths. Lung cancer mortality was increased by asbestos exposure 

among non-smokers [rate ratio = 3.6 (95% CI: 1.7-7.6)], by asbestosis among 

non-smokers [rate ratio = 7.40 (95% CI, 4.0-13.7], and by smoking without 

asbestos exposure [rate ratio = 10.3 (95% CI, 8.8-12.2)]. The joint effect of 

smoking and asbestos  alone was additive [rate ratio = 14.4 (95% CI, 10.7-

19.4)] and with asbestosis, supra-additive [rate ratio = 36.8 (95% CI, 30.1-

46.0)]. Insulator lung cancer mortality halved within 10 years of smoking 

cessation and converged with that of  never-smokers 30 years following 

smoking cessation. Conclusions Asbestos increases lung cancer mortality 

among non-smokers. Asbestosis further increases the lung cancer risk and, 
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considered jointly with smoking, has a supra-additive effect. Insulators benefit 

greatly by quitting smoking. Abstract word count: 246  words Key words: 

interaction, smoking cessation. 
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RESUMEN / SUMMARY:  - Background:As epidermal growth factor receptor 

(EGFR) is involved in the pathogenesis of malignant pleural mesotheliomas 

(MPMs), the anti-EGFR drugs may be effective in treating MPM patients. 

Mutations of the EGFR gene or its downstream effectors may cause constitutive 

activation leading to cell proliferation, and the inhibition of apoptosis and 

metastases. Consequently, molecular profiling is essential for select patients 

with MPM who may respond to  anti-EGFR therapies.Methods:After manual 

macrodissection, genomic DNA was extracted from 77 histological samples of 

MPM: 59 epithelioid, 10 biphasic, and 8 sarcomatoid. Epidermal growth factor 

receptor gene mutations were sought by means of real-time polymerase chain 

reaction (PCR) and direct sequencing, KRAS gene mutations by mutant-

enriched PCR, and PIK3CA and BRAF gene mutations by direct 

sequencing.Results:Gene mutations were identified in nine cases (12%): five 

KRAS, three BRAF, and one PI3KCA mutation; no EGFR gene mutations were 

detected. There  was no difference in disease-specific survival between the 

patients with or without gene mutations (P=0.552).Conclusions:Mutations in 

EGFR downstream pathways are not rare in MPM. Although none of those 

found in this study seemed to be prognostically significant, they may support a 

more specific selection of patients for future trials. 
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RESUMEN / SUMMARY:  - During tumor invasion, tumor epithelial cells acquire 

migratory and invasive properties involving important phenotypic alterations. 

Among these changes, one can observe reorganization or a loss of cell-cell 

adhesion complexes such as tight junctions (TJs). TJs are composed of 

transmembrane proteins (occludin, claudins) linked to the actin cytoskeleton 

through cytoplasmic adaptor molecules  including those of the zonula occludens 

family (ZO-1, -2, -3). We here evaluated  the potential role of ZO-2 in the 

acquisition of invasive properties by tumor cells. In vivo, we showed a decrease 

of ZO-2 expression in bronchopulmonary cancers, with a preferential 

localization in the cytoplasm. In addition, in vitro, the localization of ZO-2 varied 

according to invasive properties of tumor  cells, with a cytoplasmic localization 

correlating with invasion. In addition, we demonstrated that ZO-2 inhibition 

increases invasive and migrative capacities of  invasive tumor cells. This was 

associated with an increase of MT1-MMP. These results suggest that ZO-2, 

besides its structural role in tight junction assembly, can act also as a repressor 

of tumor progression through its ability to reduce the expression of tumor-

promoting genes in invasive tumor cells. 
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RESUMEN / SUMMARY:  - BACKGROUND: Gefitinib and erlotinib are inhibitors of 

epidermal growth factor receptor tyrosine kinase. The effects of these tyrosine 

kinase inhibitors on RAS-mutated cancer cells are unclear. MATERIALS AND 

METHODS: Influence of gefitinib and erlotinib treatment was examined in H23 

adenocarcinoma and A431 epidermoid carcinoma cells. The WST-1 assay was 

performed for evaluating cell growth. The phosphorylation status of 
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extracellular-signal-regulated kinases (ERK) and AKT (protein kinase B) was 

examined by western blot. Flow cytometry was used for analyzing cell-cycle 

status and apoptosis detection. RESULTS: In H23 cells, 20 muM erlotinib 

suppressed growth, while gefitinib did not suppress proliferation after 48 h of 

treatment. Neither gefitinib nor erlotinib affected the phosphorylation of ERK 

and AKT in H23 cells. Erlotinib augmented the sub-G1 population of H23 cells, 

while gefitinib reduced it. CONCLUSION: In H23 cells, erlotinib accelerated 

apoptosis, while gefitinib induced G1 arrest. 
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RESUMEN / SUMMARY:  - BACKGROUND: Results of bilobectomy for non-small 

cell lung cancer have rarely been studied. METHODS: Retrospective analysis 

was conducted on patients with non-small cell lung cancer having undergone 

bilobectomy from January 1999 to June 2012 at our institution. Analysis aimed 

at determining perioperative mortality and morbidity, and at studying prognostic 

factors for long-term survival using the 7th TNM classification. RESULTS: A 

total of 103 patients (85 males; mean age  62 years) underwent upper-middle 

bilobectomy (n = 54) or lower-middle bilobectomy (n = 49). Histologic 

examination revealed 51 adenocarcinomas, 43 squamous cell carcinomas and 

9 other cell carcinomas. Perioperative mortality was 0.97%. The overall 

morbidity rate was 71%, whereas the rate of life-threatening complications was 

9.6%. Complications were more frequent in men (p = 0.032), in patients with 

chronic pulmonary obstructive diseases (p = 0.030) and after lower-middle 

bilobectomy (p = 0.0016). The overall 5-year Kaplan-Meier survival rate was 

57.8%. In univariate analysis, factors associated with increased survival were 

the following: pathologic stage (stage I 74.9%, stage II 64.1%, stage III 28.8%, p 

= 0.0018); nodal status (N0 vs N1, p = 0.011; N0 vs N2, p = 0.0015; N0 vs N+, 

p = 0.0008); R status (R0 vs R1, p = 0.0032), and smoking status (past smoker 

or nonsmoker vs active smoker, p = 0.00054). Multivariate analysis revealed 

that active smokers (RR = 3.87, CI 95% [1.83 to 8.21]; p = 0.00042) and 

increasing stage (stage 0: RR=1; stage I: RR = 1.98, CI 95% [1.38 to 2.83]; 
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stage II: RR = 3.90, CI 95% [1.90 to 8.02]; stage III: RR=7.72, CI 95% [2.62 to 

22.73]; stage IV: RR = 15.25, CI 95% [3.61 to 64.40]; p = 0.0042) were 

significantly associated with poorer survival. CONCLUSIONS: Bilobectomy can 

be performed with low mortality, acceptable morbidity and long term survival in 

accordance with TNM staging. 
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RESUMEN / SUMMARY:  - OBJECTIVES: To investigate the association between 

polymorphisms of aromatase (encoded by the CYP19A1 gene and a key 

enzyme in biosynthesis of oestradiol) and  the risk of lung cancer, and whether 

there were differences stratified by sex and smoking history. METHODS: This 

case-control study included consecutive, nonselected and pathologically-

confirmed lung cancer patients and healthy people. Participants were classed 

as nonsmokers or smokers by questionnaire. Peripheral blood samples from all 

participants were genotyped for three single-nucleotide polymorphism (SNPs; 

rs727479, rs730154 and rs10046); allelic frequencies were compared across 

genotype and clinical records. RESULTS: A total of 529 patients with lung 

cancer and 567 age- and sex-matched controls were included. After adjustment 

for age, sex and smoking history, rs727479 was significantly associated with the 

incidence of lung cancer (for alleles AC vs AA). There was also a significant 

difference between patients and controls in haplotype CCA, while haplotype 

ACA was only significantly associated with nonsmokers and female  

nonsmokers. CONCLUSIONS: Polymorphisms of CYP19A1 may be related to 

the increased risk of lung cancer; in particular, haplotype ACA may contribute to 

lung-cancer progression in nonsmokers. Further validation with larger 

populations is required. 
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RESUMEN / SUMMARY:  - Lung cancer in never-smokers was recognised as a 

distinct clinical entity around  the mid-2000s because these patients tended to 

be Asian women and diagnosed at a  younger age with a preponderance of 

adenocarcinoma and better survival outcome despite a more advanced stage of 

presentation. It was soon discovered that lung cancer in never-smokers had a 

higher prevalence of activating EGFR mutations and  we tend to classify lung 

cancer by smoking status for screening purpose. With the discoveries of many 

actionable driver mutations such as activating EGFR mutations and ALK 

rearrangement in adenocarcinoma of the lung we have switched to classifying 

non-small cell lung cancer into different individual molecular subgroups based 

on the presence of a dominant driver mutation. Although many actionable driver 

mutations are found in never-smokers with adenocarcinoma, this  review will 

summarise that a substantial proportion of patients with these actionable driver 

mutations had a previous smoking history. Alternatively among the driver 

mutations that are associated with smoking history, a fair amount of these 

patients were never-smokers. Thus smoking status should not be used as a 

screen strategy for identifying driver mutations in clinical practice. Finally 

smoking history may have predictive and/or prognostic significance within 

individual molecular subgroups and identifying the difference according to 

smoking history may help optimise future targeted therapy. 
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RESUMEN / SUMMARY:  - The folate antimetabolite pemetrexed was approved for 

the treatment of patients with metastatic nonsquamous non-small-cell lung 
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carcinoma. Its activity on brain  metastases makes pemetrexed attractive in 

combination with whole-brain radiation  therapy (WBRT), but it could also 

potentially increase toxicity. We examined the  medical records of 43 

consecutive patients with brain metastases from non-small-cell lung carcinoma. 

Patients received pemetrexed-based chemotherapy at a dose of 500 mg/m. The 

median total number of pemetrexed-based chemotherapy cycles was 4 (range: 

1-28). During the course of chemotherapy, patients received  WBRT delivering 

30 Gy in 10 fractions (n=34) or 20 Gy in five fractions (n=9). The median follow-

up time was 30.5 weeks (range: 1-79 weeks). Intracranial progression was a 

cause of death in nine patients (20.9%). Clinical benefit of WBRT was reported 

in 30 patients (69.8%). The best radiological response was a complete 

response in eight patients (18.6%), a partial response in 16 patients (37.2%), 

stable disease in 11 patients (25.6%), and progression in four patients  (9.3%). 

A stable intracranial disease until the last follow-up was observed in 26 patients 

(60.5%). The median estimated overall survival was 31 weeks (95% CI: 24-37 

weeks). Most WBRT-related toxicities were low and 21 patients (48.9%) had no 

reported acute neurological toxicity. One patient developed unexplained 

encephalopathy 5 weeks after WBRT completion in the context of progressive 

diffuse brain metastases. The combination of pemetrexed with WBRT led to 

considerable clinical improvement and tumor responses in most patients. 

Overall neurological toxicity was rather low. A clinical trial is essential for better 

analysis of the potential synergistic effects of a drug with radiation and 

evaluation of neurological toxicity. 

 

---------------------------------------------------- 

[211] 

TÍTULO / TITLE:  - Suppression of tumor cell invasiveness and in vivo tumor 

growth by microRNA-874 in non-small cell lung cancer. 
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RESUMEN / SUMMARY:  - MicroRNAs are a novel family of small non-coding 

RNAs that regulate the expression of several genes involved in normal 

development as well as human disorders including cancer. Here we show that 

miR-874 plays a tumor suppressor role in non-small cell lung cancer (NSCLC) 

in vitro and in vivo. In silico target prediction analysis revealed numerous genes 

associated with tumor progression including MMP-2 and uPA as the putative 
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target genes of miR-874. Our preliminary  in situ hybridization experiments 

demonstrated the diminution of miR-874 expression in lung cancer tissues 

compared to their normal counter parts. Overexpression of miR-874 in CD133-

positive cancer stem cell (CSC) population led to a significant loss in CSC-

phenotype and enhanced sphere de-differentiation into epithelial-like cells. 

Restoration of miR-874 expression drastically reduced cell invading ability in 

comparison to mock and control-miR-treated cells by suppressing the protein 

levels of MMP-2 and uPA. In in vivo experiments, miR-874  treatment 

decreased orthotopic tumor growth in nude mice compared to mock and 

control-miR treatments. Further, the immunoreactivity of human anti-MMP-2 

and anti-uPA was significantly reduced in tumor sections from mice that 

received miR-874 treatment. In conclusion, our study highlights the possible 

tumor suppressor role of miR-874 in NSCLC-initiating cells and suggests miR-

874 as a potential target in the treatment of NSCLC. 
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RESUMEN / SUMMARY:  - There were many studies performed to assess the 

association between X-ray repair  cross-complementing group 1 (XRCC1) 

Arg194Trp polymorphism and lung cancer risk in Chinese Han population, but 

contradictory results were reported. To provide a  comprehensive and objective 

assessment of the association, a meta-analysis of all eligible case-control 

studies was carried out. After searching the databases and  reading the 

abstracts, 12 case-control studies on the association between XRCC1 

Arg194Trp polymorphism and lung cancer risk were finally included into this 

meta-analysis. Those 12 studies included a total of 4,385 cases and 4,545 

controls. XRCC1 Arg194Trp polymorphism was associated with increased risk 

of lung cancer in Chinese Han population under three main models (allele 

contrast model,  odds ratio (OR) = 1.12, 95 % confidence interval (CI) 1.00-

1.26, P = 0.049; homozygote model, OR = 1.27, 95 % CI 1.09-1.48, P = 0.003; 

recessive model, OR =  1.26, 95 % CI 1.09-1.46, P = 0.003). However, there 

was no obvious association between XRCC1 Arg194Trp polymorphism and 
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lung cancer risk under the dominant model (OR = 1.06, 95 % CI 0.98-1.16, P = 

0.146). Sensitivity analysis suggested the stability and liability of this meta-

analysis. Therefore, this meta-analysis  suggests that XRCC1 Arg194Trp 

polymorphism is associated with increased risk of lung cancer in Chinese Han 

population. 
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Lymphangioleiomyomatosis Cells. 
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RESUMEN / SUMMARY:  - Pulmonary lymphangioleiomyomatosis (LAM) is a rare, 

low-grade neoplasm affecting  almost exclusively women of childbearing age. 

LAM belongs to the family of perivascular epithelioid cell tumors, characterized 

by spindle and epithelioid cells with smooth muscle and melanocytic 

differentiation. LAM cells infiltrate the lungs, producing multiple, bilateral lesions 

rich in lymphatic channels and forming cysts, leading to respiratory 

insufficiency. Here we used antibodies against four lymphatic endothelial 

markers-podoplanin (detected by D2-40), prospero homeobox 1 (PROX1), 

vascular endothelial growth factor receptor 3 (VEGFR-3), and lymphatic vessel 

endothelial hyaluronan receptor 1 (LYVE1)-to determine whether LAM cells 

show lymphatic differentiation. Twelve of 12 diagnostic biopsy specimens 

(early-stage LAM) and 19 of 19 explants (late-stage LAM) showed 

immunopositivity for D2-40 in most neoplastic cells. PROX1, VEGFR-3,  and 

LYVE1 immunoreactivity varied from scarce in the early stage to abundant in 

the late stage. Lymphatic endothelial, smooth muscle, and melanocytic markers 

were partially co-localized. These findings indicate that lymphatic endothelial 

differentiation is a feature of LAM and provide evidence of a previously 

unidentified third lineage of differentiation in this neoplasm. This study has 

implications for the histological diagnosis of LAM, the origin of the neoplastic  

cells, and potential future treatment with drugs targeting lymphangiogenesis. 
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TÍTULO / TITLE:  - Novel Hybrids of (Phenylsulfonyl)furoxan and Anilinopyrimidine 

as Potent and Selective Epidermal Growth Factor Receptor Inhibitors for 

Intervention of Non-Small-Cell Lung Cancer. 
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RESUMEN / SUMMARY:  - A series of hybrids (12ª-k) from (phenylsulfonyl)furoxan 

and anilinopyrimidine were synthesized and biologically evaluated as epidermal 

growth factor receptor (EGFR) inhibitors for intervention of non-small-cell lung 

cancer (NSCLC). Compound 12k exhibited strong and selective EGFR 

L858R/T790M inhibitory activity  (IC50 = 0.047 muM) and displayed 

antiproliferative effects on EGFR mutation NSCLC cell lines HCC827 (del 

E746_A750) and H1975 (L858R/T790M) with IC50 values of 0.007 and 0.029 

muM, respectively. Additionally, 12k released high levels of NO in H1975 cells 

but not in normal human cells, and its activity was diminished by  pretreatment 

with a NO scavenger. Furthermore, 12k induced apoptosis of H1975 and 

HCC827 cells more strongly than WZ4002 (1), inhibited EGFR downstream 

signaling in H1975 cells, and suppressed the nuclear factor-kappaB activation 

in H1975 cells, while 1 had no significant effects under the same conditions. 

Finally, 12k substantially inhibited tumor growth in an H1975 xenograft mouse 

model. Overall,  12k might be a promising candidate for the treatment of 

NSCLC. 
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TÍTULO / TITLE:  - Current clinical immunotherapy targets in advanced nonsmall 

cell lung cancer (NSCLC). 
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RESUMEN / SUMMARY:  - NSCLC remains one of the most challenging 

malignancies to treat. Despite the introduction of innovative therapies over the 

last decade, the 5-year survival of NSCLC is still <20%. Clearly, novel, 

therapeutic approaches are required. Targeting the immune system to derive 
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meaningful clinical benefit has proved successful in various malignancies in 

recent years. As a result, there is renewed focus on the use of immunotherapy 

in lung cancer. In this review, we provide an overview of current immune-

modulatory approaches in the treatment of NSCLC. 
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RESUMEN / SUMMARY:  - CXCL14, a recently described epithelial cytokine, has 

multiple putative roles in  inflammation and carcinogenesis. In the context that 

chronic obstructive pulmonary disease (COPD) and lung cancer are both 

smoking-related disorders associated with airway epithelial disorder and 

inflammation, we hypothesized that the airway epithelium responds to cigarette 

smoking with altered CXCL14 gene expression contributing to the disease-

relevant phenotype. Using genome-wide microarrays with subsequent 

immunohistochemistry analysis, the data demonstrates  that the expression of 

CXCL14 is up-regulated in the airway epithelium of healthy smokers and further 

increased in COPD smokers, especially within hyperplastic/metaplastic lesions, 

in association with multiple genes relevant to  epithelial structural integrity and 

cancer. In vitro studies revealed that expression of CXCL14 is induced in the 

differentiated airway epithelium by cigarette smoke extract in an epidermal 

growth factor (EGF) receptor-dependent manner, and EGF mediates CXCL14 

up-regulation in the differentiated airway epithelium through its effect on basal 

stem/progenitor cell population. Analysis  of two independent lung cancer 

cohorts revealed dramatic up-regulation of CXCL14  expression in 

adenocarcinoma and squamous cell carcinoma. High expression of the  COPD-

associated CXCL14-correlating cluster of genes correlated in lung 

adenocarcinoma with poor survival. These data suggest that smoking-induced 

expression of CXCL14 in the airway epithelium represents a novel potential 

molecular link between smoking-associated airway epithelial injury, COPD and 

lung cancer. 

 

---------------------------------------------------- 

[217] 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23597004&dopt=Abstract
http://dx.doi.org/10.1165/rcmb.2012-0396OC
http://dx.doi.org/10.1165/rcmb.2012-0396OC


178 
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magnetic resonance imaging) and image-guided biopsy in initial staging and 

monitoring of therapy of lung cancer. 
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RESUMEN / SUMMARY:  - The results of the National Lung Screening Trial 

strongly support early detection and definitive treatment to reduce lung cancer 

mortality. Once lung cancer is discovered, accurate staging at baseline is 

imperative to maximize patient benefit and cost-effective use of health care 

resources. Although computed tomography (CT) remains a powerful tool for 

staging of lung cancer, advances in other imaging modalities, specifically 

positron emission tomography/CT and magnetic resonance imaging, can 

improve baseline staging over CT alone and can allow a more rapid and 

accurate assessment of response to treatment. Although noninvasive imaging is 

extremely useful, tissue diagnosis remains the criterion standard for staging 

lung cancer and monitoring treatment response. Accordingly,  tissue sampling 

using advanced bronchoscopic imaging guidance, such as ultrasound or 

electromagnetic navigation, allows precise tissue location and sampling of 

mediastinal nodes or lung nodules in the least invasive manner. In the future, 

bronchoscopy may allow real-time microscopic analysis. 
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RESUMEN / SUMMARY:  - Prevention of lung cancer is more feasible and holds 

greater promise when different agents are used in combination to target multiple 

processes during carcinogenesis. The mechanisms by which non-steroidal anti-

inflammatory drugs and statins inhibit cancer cell growth and induce apoptosis 

are not fully understood. This study was designed to investigate lung cancer 

chemoprevention through a mechanism-based approach using sulindac at low 

doses in combination with simvastatin. We found that sulindac-induced 

cytotoxicity was significantly enhanced in the presence of simvastatin. The 

combination of sulindac and simvastatin induced more extensive caspase-

dependent apoptosis in A549 cells compared to that induced with either drug 

alone. The combination of sulindac and  simvastatin also increased the loss of 

mitochondrial transmembrane potential (Psim) and the cytosolic release of 

cytochrome c. In addition, ROS generation in  cells treated with both sulindac 

and simvastatin was markedly increased compared  to cells treated with either 

sulindac or simvastatin alone. The enhancement of ROS generation by sulindac 

and simvastatin was abrogated by pretreatment with NAC, which also 

prevented apoptosis and mitochondrial dysfunction induced by sulindac and 

simvastatin. These results suggest that sulindac and simvastatin-induced ROS 

generation in A549 lung cancer cells causes their accumulation in mitochondria, 

triggering the release of apoptogenic molecules from the mitochondria to the 

cytosol, and thus leading to caspase activation and  cell death. 
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RESUMEN / SUMMARY:  - Alternative splicing is a key regulatory mechanism for 

cellular metabolism controlling cell proliferation and angiogenesis, both of which 

are crucial processes for tumorigenesis under hypoxia. Human cells express 

two tissue factor  (TF) isoforms, alternatively spliced TF (asTF) and ‘full length’ 

TF (flTF). flTF  is the major source of thrombogenicity whereas, the function of 
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soluble asTF, particularly in cancer, is widely unknown. In the present study, we 

examined the  impact of alternative splicing on the pro-angiogenic potential and 

the TF expression pattern of A549 cells under hypoxia. We focused our efforts 

toward alternative splicing factors, such as Clk1, and pro-angiogenic 

proliferation-regulating factors, such as Cyr61. We further examined the 

influence of asTF overexpression on the expression of MCP-1, Cyr61 and 

VEGF, as well as on cell number and pro-angiogenic properties of A549 cells. 

Notably, we found hypoxia to induce the expression of alternative splicing 

factors (Clk1 and  Clk4) as well as proliferation- and angiogenesis-promoting 

factors (Cyr61 and flTF). asTF overexpression in A549 cells also increased both 

cell number and tube formation. These effects were mediated by the induction 

of Cyr61, MCP-1 and VEGF, as well as by integrin alphavbeta3. Taken 

together, our results suggest that the  pro-angiogenic potential of A549 lung 

cancer cells is modulated under hypoxic conditions via modulation of TF isoform 

expression which in turn is controlled by alternative splicing. 
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RESUMEN / SUMMARY:  - Cell cycle regulation, apoptosis, oxidative stress, and 

inflammation response play critical roles in the development of smoking-induced 

lung cancer. However, it is still not well known whether their genetic variants are 

associated with lung cancer susceptibility. Here we performed imputation-based 

association analyses to investigate the influence of common genetic variants in 

these pathways and their interactions with smoking on lung cancer 

susceptibility. We first selected 24 042 unvalidated genetic variants in 798 

genes from the imputed  dataset of the previous lung cancer genome-wide 

association study (GWAS) in 2331  cases and 3077 controls, and then 

conducted additional two-stage validations in 4133 cases and 4522 controls. 

We found a genome-wide significant (P < 5.0x10-8) association for rs2282987 

in CDK6 at 7q21.2 [odds ratio (OR) = 1.18, combined Padd = 2.27x10-9] and a 
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consistent association for rs2706748 in SH3RF1 at 4q32.3  (OR = 1.17, 

combined Padd = 5.10x10-6). Interaction analyses showed that rs2282987 and 

rs2706748 interacted with both smoking status (Pinteraction were 1.04x10-2 

and 3.03x10-2, respectively) and smoking dose (Pinteraction were 1.21x10-2 

and 5.21x10-2, respectively) to contribute to lung cancer susceptibility in 

subjects aged 50 to 60 years. These results further underscore  the contribution 

of genetic variants involved in pathways of cell cycle regulation and apoptosis to 

lung cancer susceptibility, and highlight gene-environment interactions in lung 

cancer etiology, especially in subjects aged 50 to 60 years. 
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RESUMEN / SUMMARY:  - Lung cancer, including lung adenocarcinoma 

(adenoCa), is a heterogeneous disease, which evolves from molecular 

alterations in the airway epithelium. The study explores whether a subtype of 

lung adenoCa expresses the unique molecular features of human airway basal 

cell (BC), and how expression of the airway BC features correlates with the 

molecular, pathologic and clinical phenotype of lung adenoCa.Three 

independent lung adenoCa data sets were analysed for expression of  genes 

that constitute the airway BC signature. Expression of the BC signature in  lung 

adenoCa was then correlated to clinical and biologic parameters.Remarkable 

enrichment of airway BC signature genes was found in lung adenoCa. A subset 

of lung adenoCa (“BC-high adenoCa”) exhibited high expression of BC 

signature genes  in association with poorer tumor grade, higher frequency of 

vascular invasion, and shorter survival than adenoCa with lower expression of 

these genes. At the molecular level, “BC-high adenoCa” displayed higher 

frequency of KRAS mutations,  activation of transcriptional networks and 

pathways related to cell cycle, extracellular matrix organization, and a distinct 

differentiation pattern with suppression of ciliated- and exocrine bronchiolar cell 

(Clara cell)-related genes.Activation of the airway BC program is a molecular 

feature of a distinct, aggressive subtype of lung adenoCa. 
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TÍTULO / TITLE:  - Human Lung Cancer Risk From Radon: Influence From 

Bystander and Adaptive Response Non-Linear Dose Response Effects. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Int J Radiat Biol. 2013 Apr 15. 

 ●●Enlace al texto completo (gratuito o de pago) 
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TÍTULO / TITLE:  - Knockdown of the Bcl-2 gene increases sensitivity to EGFR 

tyrosine kinase inhibitors in the H1975 lung cancer cell line harboring T790M 

mutation. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Int J Oncol. 2013 Jun;42(6):2094-102. doi: 

10.3892/ijo.2013.1895. Epub 2013 Apr 12. 
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AUTORES / AUTHORS:  - Zou M; Xia S; Zhuang L; Han N; Chu Q; Chao T; Peng 

P; Chen Y; Gui Q; Yu S 

INSTITUCIÓN / INSTITUTION:  - Department of Oncology, Tongji Hospital, Tongji 

Medical College, Huazhong University of Science and Technology, Wuhan 

430030, P.R. China. 

RESUMEN / SUMMARY:  - Epidermal growth factor receptor tyrosine kinase 

inhibitors (EGFR-TKIs) are being widely used as targeted therapy in non-small 

cell lung cancer (NSCLC), but most cases acquire drug-resistance in 9 months. 

However, the mechanisms of resistance  are still not fully understood. Since it 

has been demonstrated that EGFR-TKI-mediated repression of downstream 

signaling cascades and apoptosis induction is a key mechanism through which 

EGFR-TKIs exert their cytotoxic effects, we reasoned that activation of 

downstream signaling pathways and changes in the expression of apoptosis-

related proteins contribute to the acquired resistance to EGFR-TKIs. We 

analyzed the protein levels of p-Akt, Bcl-2, Bax between gefitinib-sensitive and 

gefitinib-resistant lung cancer cell lines and evaluated whether targeting the 

anti-apoptotic protein Bcl-2 induces cell apoptosis and further sensitizes 

resistant H1975 cells to gefitinib. The data showed that p-Akt was activated and 

accompanied by substantial Bcl-2 in the H1975 lung cancer cell line, whereas 

no evidence was observed in HCC827 cells. Using small interfering RNA 

(siRNA) to silence Bcl-2 in H1975 cells led to significant  downregulation of Bcl-

2 protein expression, decreased cell viability in vitro and induced intrinsic 

apoptosis confirmed by flow cytometry and PARP cleavage. In Bcl-2 siRNA-

transfected cells, adding gefitinib further reduced the number of viable cells, 

induced apoptosis to a greater extent compared to either treatment  alone. 
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These preclinical data suggested that downregulation of Bcl-2 by RNAi in the 

gefitinib-resistant H1975 lung cancer cell line with T790M mutation enhanced  

the effects of gefitinib and may offer a novel therapeutic strategy for the 

treatment of NSCLC. 
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TÍTULO / TITLE:  - Miliary pulmonary lymphangioleiomyomatosis. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Am J Respir Crit Care Med. 2013 Apr 15;187(8):e15. doi: 

10.1164/rccm.201203-0427IM. 

 ●●Enlace al texto completo (gratuito o de pago) 1164/rccm.201203-
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AUTORES / AUTHORS:  - Xu KF; Zhang W; Liu H 

INSTITUCIÓN / INSTITUTION:  - Department of Respiratory Medicine, Peking Union 

Medical College Hospital, Peking Union Medical College and Chinese Academy 

of Medical Sciences, Beijing, China. 
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TÍTULO / TITLE:  - Does Pneumonectomy Have a Role in the Treatment of Stage 

IIIA Non-Small Cell Lung Cancer? 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Ann Thorac Surg. 2013 May;95(5):1700-7. doi: 

10.1016/j.athoracsur.2013.02.044. Epub 2013 Mar 29. 
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TA; Berry MF 

INSTITUCIÓN / INSTITUTION:  - Division of Cardiovascular and Thoracic Surgery, 

Duke University Medical Center,  Durham, North Carolina. 

RESUMEN / SUMMARY:  - BACKGROUND: The role of surgical resection for stage 

IIIA non-small cell lung cancer (NSCLC) is unclear. We sought to examine 

outcomes after pneumonectomy for  patients with stage IIIA disease. 

METHODS: All patients with stage IIIA NSCLC who had pneumonectomy at a 

single institution between 1999 and 2010 were reviewed. The Kaplan-Meier 

method was used to estimate long-term survival and multivariable Cox 

proportional hazards regression was used to identify clinical characteristics 

associated with survival. RESULTS: During the study period, 324 patients had 

surgical resection of stage IIIA NSCLC. Pneumonectomy was performed in 55 

patients, 23 (42%) of whom had N2 disease. Induction treatment was used in 

17 patients (31%) overall and in 11 of the patients (48%) with N2 disease. 

Perioperative mortality was 9% (n = 5) overall and 18% (n = 3) in patients that 
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had received induction therapy (p = 0.17). Complications occurred in 32 

patients  (58%). Three-year survival was 36% and 5-year survival was 29% for 

all patients.  Three-year survival was 40% for N0-1 patients and 29% for N2 

patients (p = 0.59). In multivariable analysis, age over 60 years (hazard ratio 

[HR] 3.65, p = 0.001), renal insufficiency (HR 5.80, p = 0.007), and induction 

therapy (HR 2.17, p = 0.05) predicted worse survival, and adjuvant therapy (HR 

0.35, p = 0.007) predicted improved survival. CONCLUSIONS: Long-term 

survival after pneumonectomy  for stage IIIA NSCLC is within an acceptable 

range, but pneumonectomy may not be  appropriate after induction therapy or in 

patients with renal insufficiency. Patient selection and operative technique that 

limit perioperative morbidity and  facilitate the use of adjuvant chemotherapy are 

critical to optimizing outcomes. 
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TÍTULO / TITLE:  - Differential Effect of Grape Seed Extract against Human Non-

small-Cell Lung Cancer Cells: The Role of Reactive Oxygen Species and 

Apoptosis Induction. 
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RESUMEN / SUMMARY:  - The present study examines grape seed extract (GSE) 

efficacy against a series of  non-small-cell lung cancer (NSCLC) cell lines that 

differ in their Kras and p53 status to establish GSE potential as a cytotoxic 

agent against a wide range of lung cancer cells. GSE suppressed growth and 

induced apoptotic death in NSCLC cells irrespective of their k-Ras status, with 

more sensitivity toward H460 and H322 (wt k-Ras) than A549 and H1299 cells 

(mutated k-Ras). Mechanistic studies in A549 and H460 cells, selected, based 

on comparative efficacy of GSE at higher and lower doses, respectively, 

showed that apoptotic death involves cytochrome c release associated 

caspases 9 and 3 activation, and poly (ADP-ribosyl) polymerase cleavage, 

strong phosphorylation of ERK1/2 and JNK1/2, downregulation of cell survival 

proteins, and upregulated proapoptotic Bak expression. Importantly, GSE  

treatment caused a strong superoxide radical-associated oxidative stress, 

significantly decreased intracellular reduced glutathione levels, suggesting, for 

the first time, the involvement of GSE-caused oxidative stress in its apoptotic 
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inducing activity in these cells. Because GSE is a widely-consumed dietary 

agent  with no known untoward effects, our results support future studies to 

establish GSE efficacy and usefulness against NSCLC control. 
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TÍTULO / TITLE:  - Usnic Acid inhibits growth and induces cell cycle arrest and 

apoptosis in human lung carcinoma a549 cells. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Nutr Cancer. 2013;65 Suppl 1:36-43. doi: 

10.1080/01635581.2013.785007. 

 ●●Enlace al texto completo (gratuito o de pago) 
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AUTORES / AUTHORS:  - Singh N; Nambiar D; Kale RK; Singh RP 

INSTITUCIÓN / INSTITUTION:  - a School of Life Sciences, Central University of 

Gujarat , Gandhinagar , India. 

RESUMEN / SUMMARY:  - Usnic acid (UA) is a secondary metabolite abundantly 

found in lichens. Some studies have shown the anticancer potential of UA; 

however, its efficacy and associated mechanisms are yet to be fully explored. 

Herein, we assessed the anticancer potency and associated molecular 

alterations by UA in human lung carcinoma A549 cells. UA treatment (25-100 

muM) for 24 and 48 h decreased total cell number by 39-67% (P < 0.01) and 

68-89% (P < 0.001), respectively, and enhanced cell death by up to twofold and 

eightfold (P < 0.001), respectively. UA  (1-10 muM) also significantly (P < 0.001) 

suppressed colony formation of A549 cells. The cell growth inhibition was 

associated with cell cycle arrest at G0/ G1 phase. UA decreased the expression 

of cyclin-dependent kinase (CDK)4, CDK6, and cyclin D1 and increased the 

expression of CDK inhibitor (CDKI) p21/cip1 protein.  While examining the cell 

death associated molecular changes, we observed that UA  induces 

mitochondrial membrane depolarization and led to more than twofold increase 

(P < 0.01) in apoptotic cells. The apoptotic effect of UA was accompanied by 

enhanced poly(ADP-ribose) polymerase cleavage. This study shows that UA 

inhibits cell growth involving G0/G1 phase cell cycle arrest and induces  cell 

death via mitochondrial membrane depolarization and induction of apoptosis in 

human lung carcinoma cells. 
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TÍTULO / TITLE:  - ERK2 but not ERK1 mediates HGF-induced motility in non 

small cell lung carcinoma  cell lines. 
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AUTORES / AUTHORS:  - Radtke S; Milanovic M; Rosse C; de Rycker M; 

Lachmann S; Hibbert A; Kermorgant S; Parker PJ 

RESUMEN / SUMMARY:  - Aberrant signalling of receptor tyrosine kinases (RTKs), 

such as c-Met, the receptor for hepatocyte growth factor (HGF), has been 

implicated in the oncogenesis of various tumours including non-small cell lung 

carcinoma (NSCLC). Through its pro-migratory properties, c-Met has been 

implicated specifically in the process of tumour metastasis demanding a better 

understanding of the underlying signalling pathways. Various players 

downstream of c-Met have been well characterised, including the extracellular-

signal-regulated kinases (ERKs) ½. In a small interfering (si) RNA based high 

throughput wound healing screen performed in A549 lung carcinoma cells, we 

identified ERK2 but not ERK1 as a strong mediator of HGF-induced motility. 

This finding was confirmed in several NSCLC cell lines as well as HeLa cells. 

One known substrate for ERK kinases in cell migration, the focal adhesion 

protein paxillin, was also one of the hits identified in the screen. We 

demonstrate that HGF stimulation results in a time dependent phosphorylation 

of paxillin on serine 126, a process which can be blocked by inhibition of the 

ERK1/2 upstream kinase Mitogen-Activated Protein Kinase/ERK Kinase 1 

(MEK1) or inhibition of glycogen synthase kinase (GSK) 3. Further we show that 

paxillin turnover at focal adhesions is increased upon HGF-stimulation, an effect 

that is dependent on serines 126 (GSK3 site) and 130 (ERK site) within paxillin. 

In line with the isoform specific requirement of ERK2 for HGF-mediated 

migration in lung tumour cell models, ERK2 but not ERK1 is shown to be 

responsible for paxillin S126 phosphorylation and its increased turnover at focal 

adhesions. 
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TÍTULO / TITLE:  - Analysis of Occupational Asbestos Exposure and Lung Cancer 

Mortality Using the G  Formula. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Am J Epidemiol. 2013 Apr 4. 

 ●●Enlace al texto completo (gratuito o de pago) 1093/aje/kws343 

AUTORES / AUTHORS:  - Cole SR; Richardson DB; Chu H; Naimi AI 

RESUMEN / SUMMARY:  - We employed the parametric G formula to analyze lung 

cancer mortality in a cohort of textile manufacturing workers who were 

occupationally exposed to asbestos in South Carolina. A total of 3,002 adults 

with a median age of 24 years at enrollment (58% male, 81% Caucasian) were 

followed for 117,471 person-years between 1940 and 2001, and 195 lung 

cancer deaths were observed. Chrysotile asbestos exposure was measured in 

fiber-years per milliliter of air, and annual occupational exposures were 

estimated on the basis of detailed work histories. Sixteen percent of person-

years involved exposure to asbestos, with a median exposure of 3.30 fiber-
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years/mL among those exposed. Lung cancer mortality by age 90 years under 

the observed asbestos exposure was 9.44%. In comparison with observed 

asbestos exposure, if the facility had operated under the current Occupational 

Safety and Health Administration asbestos exposure standard of <0.1  

fibers/mL, we estimate that the cohort would have experienced 24% less lung 

cancer mortality by age 90 years (mortality ratio = 0.76, 95% confidence 

interval: 0.62, 0.94). A further reduction in asbestos exposure to a standard of  

<0.05 fibers/mL was estimated to have resulted in a minimal additional 

reduction  in lung cancer mortality by age 90 years (mortality ratio = 0.75, 95% 

confidence  interval: 0.61, 0.92). 
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TÍTULO / TITLE:  - Phase I and pharmacokinetic study of bexarotene in 

combination with gefitinib in  the third-line treatment of non-small-cell lung 
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RESUMEN / SUMMARY:  - Gefitinib (an epidermal growth factor receptor tyrosine 

kinase inhibitor) and bexarotene (a rexinoid) affect similar oncogenic pathways 

and are both metabolized through cytochrome P450 CYP3A4. We studied the 

combination of bexarotene and gefitinib in the third-line treatment of advanced 

non-small-cell lung cancer to examine pharmacokinetic interactions and 

establish the maximum tolerated dose. This was a single-institution, 

nonrandomized, open-label, phase I clinical trial with a standard 3+3 dose 

escalation. Three patients were enrolled  at each dose level on the basis of 

pharmacokinetic analysis with dose level 1 including gefitinib (Iressa) 250 mg 

oral daily and bexarotene (Targretin) 400 mg/m oral daily and dose level +1 

including gefitinib 500 mg oral daily and bexarotene 400 mg/m oral daily. 

Patients received gefitinib alone for 2 weeks to  allow for steady state and 

thereafter, bexarotene was added. In dose level 1, two of three patients had 

undetectable gefitinib levels at day 15 for unknown reasons. However, the peak 

levels on day 29 for all three patients receiving 250  mg of gefitinib with 

bexarotene are lower than published peak levels. Among the three patients in 
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dose level +1, approximately 40% lower gefitinib plasma concentrations were 

noted on day 29 compared with day 15 along with a mean 44% reduction in 

area under the plasma concentration-time curve from 0 to 24 h (AUC0-24). 

Bexarotene appears to lower the Cmax and AUC0-24 of gefitinib through  

cytochrome P450 CYP3A4. Our results have pharmacokinetic implications for 

ongoing trials that combine bexarotene with other small molecules in the era of 

personalized cancer therapy. 
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TÍTULO / TITLE:  - CHEK2*1100delC homozygosity in the Netherlands-

prevalence and risk of breast and  lung cancer. 
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REVISTA / JOURNAL:  - Eur J Hum Genet. 2013 May 8. doi: 

10.1038/ejhg.2013.85. 
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Martens JW; Seynaeve C; Kiemeney LA; van der Heijden HF; Tollenaar RA; 

Devilee P; van Asperen CJ 

INSTITUCIÓN / INSTITUTION:  - Department of Human Genetics, Leiden University 

Medical Center, Leiden, The Netherlands. 

RESUMEN / SUMMARY:  - The 1100delC mutation in the CHEK2 gene has a 

carrier frequency of up to 1.5% in  individuals from North-West Europe. Women 

heterozygous for 1100delC have an increased breast cancer risk (odds ratio 

2.7). To explore the prevalence and clinical consequences of 1100delC 

homozygosity in the Netherlands, we genotyped a sporadic breast cancer 

hospital-based cohort, a group of non-BRCA1/2 breast cancer families, and 

breast tumors from a tumor tissue bank. Three 1100delC homozygous patients 

were found in the cohort of 1434 sporadic breast cancer patients, suggesting an 

increased breast cancer risk for 1100delC homozygotes (odds ratio 3.4, 95% 

confidence interval 0.4-32.6, P=0.3). Another 1100delC homozygote was found 

in 592 individuals from 108 non-BRCA1/2 breast cancer families, and two more 

were found after testing 1706 breast tumors and confirming homozygosity on 

their wild-type DNA. Follow-up data was available for five homozygous patients, 

and remarkably, three of them had developed contralateral breast cancer. A 

possible relationship between 1100delC and lung cancer risk was  investigated 

in 457 unrelated lung cancer patients but could not be confirmed. Due to the 

small number of 1100delC homozygotes identified, the breast cancer risk 

estimate associated with this genotype had limited accuracy but is probably  

higher than the risk in heterozygous females. Screening for CHEK2 1100delC 

could  be beneficial in countries with a relatively high allele frequency.European 
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Journal of Human Genetics advance online publication, 8 May 2013; 

doi:10.1038/ejhg.2013.85. 
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RESUMEN / SUMMARY:  - Metastatic non-small cell lung cancer remains a disease 

with a high annual incidence and annual mortality worldwide, with limitations in 

first-line treatment past a fixed amount of platinum doublet chemotherapy for 

patients that  do not harbor a targetable genetic abnormality such as an EGFR 

mutation or ALK gene rearrangement. Previous attempts to extend first-line 

treatment past 4-6 cycles of conventional cytotoxic chemotherapy have been 

disappointing, resulting  in diminished quality of life and increased toxicity 

without improvement of progression-free or overall survival. Several advances 

in third-generation chemotherapy and targeted agents have generated a 

renewed interest in maintenance therapy, with several randomized phase III 

trials reporting a significant improvement in progression-free and overall survival 

with manageable toxicity profiles. The availability of new chemotherapy agents, 

tyrosine kinase inhibitors, and immunotherapy agents with a more tolerable or 

nonoverlapping toxicity profile have resulted in improvements in progression-

free survival and median overall survival in maintenance settings with specific 

agents such as pemetrexed and erlotinib. Patients who are responding to first-

line therapy, have not suffered a detrimental decrease in quality of life or 

performance status, and understand the risks and benefits of further immediate 

chemotherapy should be considered for maintenance treatment. 
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RESUMEN / SUMMARY:  - Lung cancer is one of the commonest cancers detected 

worldwide with a high mortality rate. The responsible factors affecting survival 

include delayed prognosis, and lack of effective treatments. To help improve the 

disease management, there is a need for better screening and development of 

specific markers that help in the early diagnosis. Analysis of differentially 

expressed proteins in cancer cells in comparison to their normal counterparts 

using proteome profiling revealed identification of new biomarkers as 

therapeutic targets. Therefore, an animal model for lung cancer was developed 

and monitored by histopathological evaluation. Lung tissue proteins were 

isolated, solubilized  and resolved on 2D gel electrophoresis using broad pH 

range IPG strips (pH 3-10). Liquid chromatography and mass spectrometry (LC-

MS/MS) revealed 66 proteins to be differentially expressed in cancer tissue as 

compared to normal. The study identified and characterized three of these 

proteins, namely peroxiredoxin-6, beta-actin and collagen alpha-1 (VI) as 

potentially prospective biomarkers for early detection of lung cancer. 
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RESUMEN / SUMMARY:  - Radiotherapy is routinely used for the treatment of lung 

cancer. However, the mechanisms underlying ionizing radiation (IR)-induced 

senescence and its role in  lung cancer treatment are poorly understood. Here, 

we show that IR suppresses the proliferation of human non-small cell lung 

cancer (NSCLC) cells via an apoptosis-independent mechanism. Further 

investigations reveal that the anticancer effect of irradiation correlates well with 

IR-induced premature senescence, as evidenced by increased senescence-

associated beta-glactosidase (SA-beta-gal) staining, decreased BrdU 

incorporation and elevated expression of p16INK4a (p16) in irradiated NSCLC 

cells. Mechanistic studies indicate that the induction of senescence is 

associated with activation of the p53-p21 pathway, and that inhibition of p53 

transcriptional activity by PFT-alpha attenuates IR-induced tumor cell killing and 

senescence. Gain-of-function assays demonstrate that restoration of p53 

expression sensitizes H1299 cells to irradiation, whereas knockdown of p53 

expression by siRNA inhibits IR-induced senescence in H460 cells. 

Furthermore, treatment with Nutlin-3ª, a small molecule inhibitor of MDM2, 

enhances IR-induced tumor cell killing and senescence by stabilizing the 

activation of the p53-p21 signaling pathway. Taken together, these findings 

demonstrate for the first time that pharmacological activation of p53 by Nutlin-3ª 

can sensitize lung cancer cells to radiation therapy via promoting IR-induced 

premature senescence. 
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RESUMEN / SUMMARY:  - Natural chalcones have been proved to inhibit cancer 

cells with therapeutic potential, but the underlying molecular mechanism is still 

largely unexplored. Here, we identified a novel chalcone, 2’-hydroxy-4’,5’-

dimethoxychalcone (HDMC) and demonstrated that HDMC induced apoptosis 
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in various nonsmall cell lung cancer cells. Further study showed that HDMC 

elevated cellular reactive oxygen species (ROS) levels, thus inducing 

expressions of ATF4 and C/EBP homologous protein (CHOP). Then, death 

receptor 5 (DR5) was upregulated through ATF4-CHOP axis and eventually 

resulted in apoptosis. We also found that downregulation of c-FLIPL contributed 

to HDMC-induced apoptosis. In conclusion, HDMC induces apoptosis in human 

nonsmall cell lung cancer cells via activation of DR5 signaling pathway, and 

ROS-mediated ATF4-CHOP axis is involved in the process. Our results further 

supported the potential for HDMC to be developed as a new antitumor agent for 

cancer therapy or chemoprevention. © 2013 IUBMB Life, 2013. 
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RESUMEN / SUMMARY:  - BACKGROUND: Nodal upstaging after surgical 

intervention for non-small cell lung cancer (NSCLC) occurs when unsuspected 

lymph node metastases are found during the final evaluation of surgical 

specimens. Recent data from The Society of Thoracic  Surgery (STS) database 

demonstrated significantly lower nodal upstaging after thoracoscopic (VATS) 

lobectomy than after thoracotomy. STS data, however, may be  biased from 

voluntary reporting, and survival was not investigated. We used a complete 

national registry to compare nodal upstaging and survival after lobectomy by 

VATS or thoracotomy. METHODS: The Danish Lung Cancer Registry was used 

to identify patients who underwent lobectomy for clinical stage I NSCLC from 

2007 to 2011. Patient demographics, comorbidity, preoperative staging, surgical 

approach, number of lymph nodes harvested, final pathology, and survival were 

evaluated. Nodal upstaging was identified by comparing cT N M with pT N M. 

RESULTS: Lobectomy for clinical stage I NSCLC was performed in 1,513 

patients: 717 (47%) by VATS and 796 (53%) by thoracotomy. Nodal upstaging 

occurred in 281 patients (18.6%) and was significantly higher after thoracotomy 

for N1 upstaging  (13.1% vs 8.1%; p < 0.001) and N2 upstaging (11.5% vs 

3.8%; p < 0.001). Overall unadjusted survival was significantly higher after 

VATS, but after adjusting for  differences in sex, age, comorbidity, and pT N M 
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by Cox regression analysis, we found no difference between VATS and 

thoracotomy (hazard ratio, 0.98; 95% confidence interval, 0.80 to 1.22, p = 

0.88). CONCLUSIONS: National data confirm  that nodal upstaging was lower 

after VATS than after open lobectomy for clinical  stage I NSCLC. Multivariate 

survival analysis, however, showed no difference in survival, indicating that 

differences in nodal upstaging result from patient selection for reasons not 

captured in our registry. 
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RESUMEN / SUMMARY:  - We evaluated clinical parameters, histomorphology, 

and thyroid transcription factor 1 (TTF-1) immunoreactivity in 40 epidermal 

growth factor receptor (EGFR) mutation- and anaplastic lymphoma kinase 

(ALK) rearrangement-negative invasive pulmonary adenocarcinomas. Tumors 

were histomorphologically quantitated by a pulmonary pathologist and TTF-1 

immunohistochemistry applied. EGFR mutation and ALK rearrangement status 

was determined with polymerase chain reaction/DNA sequencing and 

fluorescence in situ hybridization, respectively. Treatment response was related 

to type of treatment (P < .005) and clinical stage (P = .001). EGFR mutation- 

and ALK rearrangement-negative pulmonary adenocarcinomas containing 

papillary/micropapillary histology showed greater morphologic heterogeneity (P 

< .001), greater TTF-1 immunoreactivity (P = .004), and were more common in 

treatment responders (P < .05). These findings support that patients with 

pulmonary adenocarcinomas that are subject to nontargeted therapies may 

respond to treatment as a function of tumor cell differentiation with TTF-1 as a 

potential biomarker of this response. 
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RESUMEN / SUMMARY:  - PURPOSE: To investigate the association between 

external beam radiotherapy (EBRT) for prostate cancer and mesothelioma 

using data from the US Surveillance, Epidemiology, and End Results (SEER) 

cancer registries. METHODS: We analyzed data from the SEER database 

(1973-2009). We compared EBRT versus no radiotherapy. Incidence rate ratios 

(IRR) and 95 % confidence intervals (95 % CI) of mesothelioma among prostate 

cancer patients were estimated with multilevel Poisson models adjusted by 

race, age, and calendar year. Confounding by asbestos  was investigated using 

relative risk of mesothelioma in each case’s county of residence as a proxy for 

asbestos exposure. RESULTS: Four hundred and seventy-one mesothelioma 

cases (93.6 % pleural) occurred in 3,985,991 person-years. The IRR of 

mesothelioma was increased for subjects exposed to EBRT (1.28; 95 % CI 

1.05, 1.55) compared to non-irradiated patients, and a population attributable 

fraction of 0.49 % (95 % CI 0.11, 0.81) was estimated. The IRR increased with 

latency period: 0-4 years, IRR 1.08 (95 % CI 0.81, 1.44); 5-9 years, IRR 1.31 

(95 % CI 0.93, 1.85); >/=10 years, IRR 1.59 (95 % CI 1.05, 2.42). Despite the 

fairly strong evidence of association with EBRT, the population attributable rate 

of mesothelioma was modest-3.3 cases per 100,000 person-years. The 

cumulative incidence of mesothelioma attributable to EBRT was 4.0/100,000 

over 5 years, 24.5/100,000 over 10 years, and 65.0/100,000 over 15 years. 

CONCLUSIONS: Our study provides evidence that EBRT for prostate cancer is 

a small but detectable risk factor for mesothelioma. Patients should be advised 

of risk of radiation-induced second malignancies. 
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RESUMEN / SUMMARY:  - We previously demonstrated a high specificity of 

immunohistochemistry using epidermal growth factor receptor (EGFR) 

mutation-specific antibodies in lung adenocarcinoma and correlation with EGFR 

mutation analysis. In this study, we assessed EGFR mutation status by 

immunohistochemistry in a variety of extrapulmonary malignancies, especially 

those that frequently show EGFR overexpression. Tissue microarrays 

containing triplicate cores of breast carcinomas (n=300), colorectal carcinomas 

(n=65), pancreatic adenocarcinoma (n=145), and uterine carcinosarcoma or 

malignant mixed mullerian tumors (n=25) were included in the study. Tissue 

microarray of lung adenocarcinoma with known EGFR mutation status was 

used as reference. Immunohistochemistry was performed using antibodies 

specific for the E746-A750del and L858R mutations. In pulmonary  

adenocarcinoma, a staining intensity of 2+ or 3+ correlates with mutation status  

and is therefore considered as positive. Out of 300 breast carcinomas, 293 

(98%)  scored 0, 5 (2%) had 1+ staining, 2 (1%) were 2+ for the L858R 

antibody. All breast carcinomas scored 0 with the E746-A750 antibody. All the 

colorectal, pancreatic carcinomas and malignant mixed mullerian tumors were 

negative (0) for  both antibodies. Molecular analysis of the breast carcinomas 

that scored 2+ for L858R showed no mutation. Our results show that EGFR 

mutation-specific antibodies could be an additional tool distinguishing primary 

versus metastatic carcinomas in the lung. False-positivity can be seen in breast 

carcinoma but is extremely rare (1%).Modern Pathology advance online 

publication, 19 April 2013; doi:10.1038/modpathol.2013.53. 
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RESUMEN / SUMMARY:  - In recent years, there have been multiple breakthroughs 

in our understanding of lung cancer biology. Despite significant advances in 

molecular targeted therapies, DNA-damaging cytotoxic therapies will remain the 

mainstay of lung cancer management for the near future. Similar to the concept 

of personalized targeted therapies, there is mounting evidence that 

perturbations in DNA repair pathways are common in lung cancers, altering the 

resistance of the affected tumors to many chemotherapeutics as well as 

radiation. Defects in DNA repair may  be due to a multitude of mechanisms 

including gene mutations, epigenetic events,  and alterations in signal 

transduction pathways such as epidermal growth factor receptor and 

phosphoinositide 3-kinase/AKT. Functional biomarkers that assess the 

subcellular localization of central repair proteins in response to DNA damage 

may prove useful for individualization of cytotoxic therapies including 

poly(adenosine diphosphate-ribose) polymerase inhibitors. A better mechanistic 

understanding of cellular sensitivity and resistance to DNA damaging agents 

should facilitate the development of novel, individualized treatment approaches.  

Absolute resistance to radiation therapy, however, does not exist. To some 

extent, radiation therapy will always have to remain unselective and 

indiscriminant to eradicate persistent, drug-resistant tumor stem cell pools. 
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RESUMEN / SUMMARY:  - Cisplatin-based chemotherapy is recommended as the 

first-line therapy for advanced non-small cell lung cancer (NSCLC). However, 

acquired cisplatin resistance is ubiquitous in patients with NSCLC, but the 

molecular mechanism of such resistance remains ambiguous. The present 

study sought to examine the role of the Wnt/beta-catenin signaling pathway in 

cisplatin resistance by assessing the phosphorylation and subcellular 

distribution of GSK-3beta in a human lung adenocarcinoma cell line, A549, and 

its cisplatin-resistant subline, A549/DDP. Total GSK-3beta, phosphorylated 

GSK-3betaser9 and phosphorylated GSK-3betatyr216  in cytoplasmic and 

nuclear fractions of A549/DDP and A549 cells were examined by  western blot 

analysis. The regulation of cisplatin resistance, apoptosis, beta-catenin and 

survivin protein expression by inhibition of cytoplasmic GSK-3beta were 

determined by MTT assay, flow cytometry analysis, immunofluorescence 

technique and western blot analysis. In the present study, cytoplasmic levels of 

p-GSK-3betaser9 were significantly increased in A549/DDP cells as compared 

with A549 cells (P<0.01), and these levels were further increased by cisplatin 

treatment in A549/DDP cells (P<0.01). In contrast, cytoplasmic levels of p-GSK-

3betaser9 were reduced in A549 cells after treatment  with cisplatin (P<0.01). 

However, cytoplasmic levels of p-GSK-3betatyr216 were significantly decreased 

in A549/DDP cells as compared with A549 cells (P<0.01), and these levels 

were further decreased by cisplatin treatment in A549/DDP cells  (P<0.01). 

Conversely, cytoplasmic levels of p-GSK-3betatyr216 were raised in A549 cells 

after treatment with cisplatin (P<0.01). Analysis of downstream effectors of the 

Wnt/beta-catenin signaling pathway revealed upregulation of beta-catenin and 

survivin expression in A549/DDP cells treated with cisplatin as compared to 

untreated cells. In A549 cells, cisplatin treatment decreased the expression of 

beta-catenin and survivin. Furthermore, phosphorylation of GSK-3beta at serine 

9  by LiCl and transient interference of GSK-3beta by siRNA increased beta-

catenin and survivin protein expression in A549/DDP cells. Low exogenous and 

endogenous cytoplasmic GSK-3beta expression enhanced the IC50 and 

inhibited apoptosis. In conclusion, activation of the Wnt/beta-catenin signaling 

pathway and upregulated  survivin expression due to cytoplasmic GSK-3beta 

inhibition might lead to cisplatin resistance in NSCLC. 
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RESUMEN / SUMMARY:  - Soluble factors in tumour microenvironment play a 

major role in modulating the metastatic potential of cancer cells. Herein, we 

investigated the effect of autocrine cytokines and growth factors in the form of 

self-conditioned medium (CM) on A549 lung carcinoma cells. We demonstrated 

that CM induced morphological  and molecular changes associated with 

epithelial-mesenchymal transition viz change in shape from cuboidal to spindle, 

actin cytoskeleton remodelling, upregulation of vimentin and downregulation of 

E-cadherin etc. These changes were accompanied with enhanced motility, 

invasion, anchorage-independent growth and anoikis-resistance. Amongst the 

different factors of CM, IL-8 and VEGF were found to play a major role in the 

CM-induced motility and invasion. In the intracellular signalling cascade, CM 

triggered phosphorylation of JNK and p38 which was associated with the CM-

enhanced invasiveness. In CM-treated cells, activated p38 and JNK further 

activated ATF-2 (Activating Transcription Factor-2) and knock-down of ATF-2 

abrogated the CM-induced invasiveness, suggesting the signal transduction 

along the p38/JNK-ATF-2 axis. Furthermore, neutralising IL-8  and VEGF in 

CM, significantly abrogated CM-induced phosphorylation of ATF-2. Conversely, 

exogenous addition of these individual cytokines in plain medium, increased the 

activation of ATF-2 and invasiveness marginally. However, when added in 

combination these cytokines (IL-8 and VEGF) resulted in drastic increase in 

ATF-2 phosphorylation and subsequent invasiveness suggesting their 

synergetic  interplay in the observed phenomenon. Taken together, our results 

identify IL-8/VEGF induced JNK/p38-ATF-2 as a novel pro-invasive pathway, 

which may be explored as potential therapeutic target to circumvent the 

invasiveness of lung malignancies. 
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RESUMEN / SUMMARY:  - The current paradigm is that untreated lung cancer is 

invariably and rapidly fatal, therefore the medical community normally dismisses 

the idea that a patient could live with such a disease for years without any 

therapy.Yet, evidence from lung cancer screening research and from recent 

clinical series suggests that, although rarely recognized in routine practice, 

slow-growing lung cancers do exist and are more common than previously 

thought.Current evidence is reviewed and clinical cases are illustrated to show 

that slow-growing lung cancer is a real clinical entity, and the reasons why 

management protocols developed in the screening setting may also be useful in 

clinical practice are discussed. Features suggesting that a lung cancer may be 

slow-growing are described and appraised, areas of uncertainty are examined, 

modern management options for early-stage disease are appraised, and the 

influence that all this knowledge might have on our clinical decision-making is 

weighed. Further research directed at developing  appropriate guidelines for 

these peculiar but increasingly common patients is warranted. 
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RESUMEN / SUMMARY:  - BACKGROUND: Some patients diagnosed with early-

stage lung cancer and treated according to standard care survive for only a 

short period of time, while others  survive for years for reasons that are not well 

understood. Associations between  markers of inflammation and survival from 

lung cancer have been observed. MATERIALS AND METHODS: Here, we 

investigate whether circulating levels of 77 inflammatory markers are associated 

with long versus short survival in stage I and II lung cancer. Patients who had 

survived either <79 weeks ( approximately 1.5 years) (short survivors, SS) or 

>156 weeks (3 years) (long survivors, LS) were selected from a retrospective 

population-based study. Logistic regression was used to calculate adjusted 

odds ratios (ORs) and corresponding 95% confidence intervals (CIs). The false 
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discovery rate was calculated to adjust for multiple testing. RESULTS: A total of 

157 LS and 84 SS were included in this analysis. Thirteen markers had 

adjusted OR on the order of 2- to 5-fold when comparing the  upper and lower 

quartiles with regard to the odds of short survival versus long.  Chemokine 

CCL15 [chemokine (C-C motif) ligand 15] was the most significant marker 

associated with increased odds of short survival (ORs = 4.93; 95% CI 1.90-

12.8; q-value: 0.042). Smoking and chronic obstructive pulmonary disease were 

not associated with marker levels. CONCLUSIONS: Our results provide some 

evidence that deregulation of inflammatory responses may play a role in the 

survival of early-stage lung cancer. These findings will require confirmation in 

future studies. 
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RESUMEN / SUMMARY:  - PURPOSE: Hormonal factors may play a role in the 

development of lung cancer in women. This study examined the relationship 

between lung cancer and reproductive  factors in a large cohort of women, most 

of whom never smoked (97 %). METHODS: A  cohort of 267,400 female textile 

workers in Shanghai, China, enrolled in a trial  of breast self-examination 

provided information on reproductive history, demographical factors, and 

cigarette smoking at enrollment in 1989-91. The cohort was followed until July 

of 2000 for incidence of lung cancer; 824 cases were identified. Hazard ratios 

(HR) and 95 % confidence intervals (CI) associated with selected reproductive 

factors were calculated using Cox proportional hazards modeling, adjusting for 

smoking, age, and also parity when relevant. RESULTS: Nulliparous women 

were at increased risk compared to parous women (HR = 1.33, 95  % CI 1.00-

1.77). Women who had gone through menopause at baseline were at increased 

risk compared to women of the same age who were still menstruating. Risk was 

higher in women with a surgical menopause (HR = 1.64, 95 % CI 0.96-2.79) 

than in those with a natural menopause (HR = 1.35, 95 % CI 0.84-2.18), and 

risk was highest in those postmenopausal women with a hysterectomy and 

bilateral oophorectomy at baseline (HR = 1.39, 95 % CI 0.96-2.00), although the 
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risk estimates were not statistically significant. CONCLUSIONS: These results 

support  experimental data that demonstrate a biological role for hormones in 

lung carcinogenesis. 
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RESUMEN / SUMMARY:  - Recent studies have implied that miRNAs act as crucial 

modulators for epithelial-to-mesenchymal transition (EMT). We found that miR-

148ª is significantly downregulated in non-small cell lung cancer (NSCLC) 

compared to adjacent non-cancerous lung tissues, and the downregulated miR-

148ª was significantly associated with lymph-node metastasis. Functional 

assays demonstrated that miR-148ª inhibited EMT in NSCLC cells. Moreover, 

miR-148ª decreased 3’-untranslated region luciferase activity of ROCK1 and 

ROCK1 protein expression. Knockdown of ROCK1 reversed EMT resembling 

that of miR-148ª overexpression. Furthermore, ROCK1 was widely upregulated 

in NSCLC, and its mRNA  levels were inversely correlated with miR-148ª 

expression. These findings suggest that miR-148ª acts as a novel EMT 

suppressor in NSCLC cells, at least in part by  modulation of ROCK1. 
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7489 Trondheim, Norway. Electronic address: Peter.Hatlen@ntnu.no. 

RESUMEN / SUMMARY:  - Lung cancer has the highest mortality of all cancers. 

Patients with early stage disease have the best cure rates and that emphasizes 

the importance of early detection. About half of all non-small cell lung cancers 

(NSCLC) are estrogen receptor positive. The impact of estrogen and its 

receptors for NSCLC carcinogenesis has been studied but is still unclear. Low 

estrogen levels are associated with osteoporosis. We hypothesize that low bone 

mineral density (BMD), a positive history of fracture or self-reported 

osteoporosis, used as a proxy variable for life time estrogen exposure, are 

associated with a low incidence of  NSCLC. We analyzed data from a cohort 

study, the Nord-Trondelag Health Study 2 (1995-1997) linked to the Norwegian 

Cancer Registry. Using the logistic regression model we calculated the odds 

ratio (OR) with a 95% confidence interval (CI) for the risk of NSCLC for the 

three proxy variables, stratified by sex. Participants older than 50 years of age, 

having measured bone density (N=18,156), having answered the questions on 

self-reported fracture (N=37,883) and osteoporosis (N=25,701) and known body 

mass index (BMI) (N=29,291), were evaluated for inclusion. In 6996 participants 

all these information was available in addition to tobacco use, and in women 

also hormonal replacement therapy (HRT). Lung function (FEV1 percent of 

predicted) was included in a sensitivity analysis. We identified 132 (1.9%) cases 

of NSCLC, 59 (1.2%) and 73 (3.3%) cases in women and men, respectively. 

Low BMD was associated with a higher risk of NSCLC, OR: 2.38, 95% CI: 1.09-

5.18 and OR: 2.67, 95% CI: 1.39-5.16 in women and men, respectively. No 

association was found between the two other proxy variables and  the risk of 

NSCLC. Inclusion of lung function in the model did not change the results. 

Contrary to our hypothesis, women and men with low BMD had a higher risk for 

NSCLC. In addition the study demonstrates that the risk depends on which 

proxy variable was chosen, and we may ask: are proxy variables reliable? 
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RESUMEN / SUMMARY:  - The CYP2D6 gene has been suggested to play an 

important role in the pathogenesis  of lung cancer. However, the results have 

been inconsistent. In this study, we performed a meta-analysis to clarify the 
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association of CYP2D6 T188C variant with lung cancer. Published literature 

from PubMed, Embase, Chinese National Knowledge Infrastructure and 

Wanfang data were retrieved. Pooled odds ratio (OR) with 95 %  confidence 

interval (CI) was calculated using fixed- or random-effects model. A total of nine 

studies (1,516 lung cancer cases and 1,950 controls) for CYP2D6 T188C 

variant were included in the meta-analysis. The meta-analysis indicated that 

compared with CYP2D6 TT genotype, non-TT genotype (CC or CT) was 

significantly associated with lung cancer in the Chinese (OR = 1.61, 95 % CI = 

1.38-1.87, p < 0.001), with no evidence of between-study heterogeneity (I 2 = 

0.0 %, p = 0.991). The sensitivity analysis indicated that the association was 

stable and no publication bias was detected. The present meta-analysis 

supported the positive association of CYP2D6 T188C variant with lung cancer 

in the Chinese. Further large-scale studies with the consideration for gene-

gene/gene-environment interactions should be conducted to investigate the 

association. 
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RESUMEN / SUMMARY:  - PURPOSE: We prospectively evaluated whether a 

strategy using point spread function (PSF) reconstruction for both diagnostic 

and quantitative analysis in non-small cell lung cancer (NSCLC) patients meets 

the European Association of Nuclear Medicine (EANM) guidelines for 

harmonization of quantitative values. METHODS: The NEMA NU-2 phantom 

was used to determine the optimal filter to apply  to PSF-reconstructed images 

in order to obtain recovery coefficients (RCs) fulfilling the EANM guidelines for 

tumour positron emission tomography (PET) imaging (PSFEANM). PET data of 

52 consecutive NSCLC patients were reconstructed with unfiltered PSF 

reconstruction (PSFallpass), PSFEANM and with a conventional  ordered 

subset expectation maximization (OSEM) algorithm known to meet EANM 

guidelines. To mimic a situation in which a patient would undergo pre- and post-

therapy PET scans on different generation PET systems, standardized uptake 

values (SUVs) for OSEM reconstruction were compared to SUVs for PSFEANM 
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and PSFallpass reconstruction. RESULTS: Overall, in 195 lesions, Bland-

Altman analysis demonstrated that the mean ratio between PSFEANM and 

OSEM data was 1.03  [95 % confidence interval (CI) 0.94-1.12] and 1.02 (95 % 

CI 0.90-1.14) for SUVmax and SUVmean, respectively. No difference was 

noticed when analysing lesions based on their size and location or on patient 

body habitus and image noise. Ten patients (84 lesions) underwent two PET 

scans for response monitoring. Using the  European Organization for Research 

and Treatment of Cancer (EORTC) criteria, there was an almost perfect 

agreement between OSEMPET1/OSEMPET2 (current standard) and 

OSEMPET1/PSFEANM-PET2 or PSFEANM-PET1/OSEMPET2 with kappa 

values of 0.95 (95 % CI 0.91-1.00) and 0.99 (95 % CI 0.96-1.00), respectively. 

The use of PSFallpass either for pre- or post-treatment (i.e. 

OSEMPET1/PSFallpass-PET2 or PSFallpass-PET1/OSEMPET2) showed 

considerably less agreement with kappa values of 0.75 (95 % CI 0.67-0.83) and 

0.86 (95 % CI 0.78-0.94), respectively. CONCLUSION:  Protocol-optimized 

images and compliance with EANM guidelines allowed for a reliable pre- and 

post-therapy evaluation when using different generation PET systems. These 

data obtained in NSCLC patients could be extrapolated to other solid tumours. 
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RESUMEN / SUMMARY:  - Copper is required for cell proliferation and tumor 

angiogenesis. Cellular copper metabolism is regulated by a network of copper 

transporters and chaperones. Antioxidant-1 (ATOX1) is a cytosolic copper 

chaperone important for intracellular copper transport, which plays a role in the 

regulation of cell proliferation by functioning as a transcription factor in cell 

growth signal-transduction pathways. The present study aimed to explore the 

role of ATOX1 in the copper-related regulation of lung cancer cell proliferation 

by immunohistochemical (IHC) analysis of ATOX1 expression in non-small cell 

lung cancer (NSCLC) tissue samples and by assessing the effects of RNA 

interference (RNAi)-mediated knockdown of ATOX1 on copper-stimulated 

proliferation of NSCLC cells. Overexpression of ATOX1 was detected in NSCLC 

by IHC analysis of the tissue samples from patients diagnosed with NSCLC 
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when compared with expression of ATOX1 in non-malignant lung tissue 

samples. Knockdown of ATOX1 in the NSCLC cells transduced by a lentiviral 

vector encoding short hairpin RNA (shRNA) specific for ATOX1 was associated 

with reduction in copper-stimulated cell proliferation. These findings suggest 

that ATOX1 plays an important role in copper-stimulated proliferation of NSCLC 

cells and ATOX1 holds potential as a therapeutic target for lung cancer therapy 

targeting copper metabolism. 
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RESUMEN / SUMMARY:  - Molecular targeted therapy based on EGFR tyrosine 

kinase inhibitors (EGFR-TKI) is currently astate of the art option for 

management of advanced stage NSCLC. Activating EGFR mutations are 

preferable for agood treatment response to EGFR-TKI. The presented 

retrospective study evaluated aclinical observation of EGFR-TKI aiming at its 

efficacy and safety in comparison to astandard chemotherapy in the first-line 

treatment of advanced stage NSCLC. Total number of patients with advanced 

stage (IIIB, IV) EGFR mutation-positive NSCLC was 54 of which 23 were 

treated with EGFR-TKI and 31 patients with various chemotherapy regimens in 

the first line. The treatment efficacy was characterized in terms of  disease 

control rate (DCR), progression-free survival (PFS) and overall survival  (OS). 

The comparison of DCR was performed using Fisher’s exact test and the 

differences in survival were tested using log-rank test. DCR for EGFR-TKI 

treatment was 95.6% vs. 70.9% for chemotherapy (p=0.032). Median of PFS in 

patients treated with EGFR-TKI was 7.2 months vs. 2.5 months in patients 

treated  with chemotherapy (p<0.001). Median of OS was 14.5 months vs. 21.4 

months (p=0.729). EGFR-TKI was associated with higher incidence of skin rash 

and diarrhoea; chemotherapy was associated with higher incidence of 

haematologic adverse events and nausea or vomiting. The analysis results 

showed afavourable DCR and PFS in patients treated with EGFR-TKI in the first 

line. The non-significant difference in OS could be attributed to across-over 

during the patient follow-up as well as the differences in performance status and 

age between both groups. EGFR-TKI is the optimal choice for the first-line 

treatment  of EGFR mutation-positive NSCLC. Keywords: EGFR-TKI, first-line 

treatment, NSCLC, erlotinib, gefitinib, targeted treatment of NSCLC. 
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RESUMEN / SUMMARY:  - PURPOSE: Knowledge of tumor mutational status has 

become a priority for effective NSCLC-tailored treatment. NSCLC diagnosis is 

more often reached through biopsy; thus, there is a clear need to implement for 

routine tumor molecular profiling on small cytological samples. This work aims 

to screen and compare the EGFR and KRAS mutational prevalence in fresh 

tumor cells and in corresponding routinely processed samples derived from 

trans-thoracic fine-needle aspiration. The latter  currently represents the most 

appropriate diagnostic procedure in case of peripheral lesions, such as 

adenocarcinomas, which account for almost 40 % of all NSCLCs and for the 

highest EGFR mutational rates. METHODS: Two hundred and forty-four 

patients carrying peripheral lung masses underwent CT-guided aspiration. The 

obtained material was split, and a part was addressed to conventional 

histopathological analysis while the remaining one was stored at -20 degrees C. 

In case of confirmation of adenocarcinoma, tumor genomic DNA was extracted 

from both fresh and fixed material, and EGFR and KRAS sequencing was 

performed. RESULTS: We identified 136 adenocarcinomas; from 134, we could 

recover enough material for the study. A full match was demonstrated between 

EGFR/KRAS mutational prevalences through the two approaches tested. We 

found EGFR mutations in 13 patients (9.7 %); 7 were females and 11 never or 

former smokers. KRAS mutations occurred in 20 (14.9 %) patients. EGFR and 

KRAS mutations were mutually exclusive. CONCLUSIONS: Mutational 

screening on fresh cancer cells is an achievable, safe and cost-effective 

procedure which might allow routinely tumor molecular profiling as powerful 

integration of conventional histopathological analysis. 
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RESUMEN / SUMMARY:  - The incidence of lung diseases and cancer caused by 

cigarette smoke is increasing. The molecular mechanism(s) of gene regulation 

induced by cigarette smoke that ultimately lead to cancer remains unclear. This 

report describes a novel long non-coding RNA (LncRNA) that is induced by 

cigarette smoke extract (CSE) both in vitro and in vivo and is elevated in 

numerous lung cancer cell lines. We have termed this lncRNA, SCAL1 (Smoke 

and Cancer Associated LncRNA 1).  This lncRNA is located in chromosome 5 

and initial sequencing analysis reveals a  transcript with 4 exons and three 

introns. Expression of SCAL1 is regulated transcriptionally by NRF2 as 

determined by siRNA knockdown of NRF2 and KEAP1. An  NF-E2 motif is 

identified in the promoter region that shows binding to NRF2 following its 

activation. Functionally, siRNA knockdown of SCAL1 in HBE1 cells shows 

significant potentiation of cytotoxicity induced by CSE in vitro. Altogether, these 

results identify a novel and intriguing new non-coding RNA that may act 

downstream of NRF2 to regulate gene expression and mediate oxidative stress 

protection in airway epithelial cells. 
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RESUMEN / SUMMARY:  - Objective: Estrogen receptor (ER) and insulin-like 

growth factor-1 receptor (IGF-1R) signaling are implicated in lung cancer 

progression. Based on our previous findings, we sought to investigate whether 

estrogen and IGF-1 act synergistically to promote lung adenocarcinoma (LADE) 
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development in mice. Methods: LADE was induced with urethane in 

ovariectomized Kunming mice. Tumor-bearing mice were divided into seven 

groups: 17beta-estradiol (E2), E2+fulvestrant (Ful; estrogen inhibitor), IGF-1, 

IGF-1+AG1024 (IGF-1 inhibitor),  E2+IGF-1, E2+IGF-1+Ful+AG1024, and 

control groups. After 14 weeks, the mice were  sacrificed and tumor growth was 

determined. The expression of ERalpha/ERbeta, IGF-1, IGF-1R, and Ki67 was 

examined using tissue-microarray-immunohistochemistry, and IGF-1, p-ERbeta, 

p-IGF-1R, p-MAPK, and p-AKT levels were determined based on Western blot 

analysis. Fluorescence-quantitative PCR was used to detect the mRNA 

expression of ERbeta, ERbeta2, and IGF-1R. Results: Tumors were found in 

93.88% (46/49) of urethane-treated mice, and pathologically proven LADE was 

noted in 75.51% (37/49). In the E2+IGF-1 group, tumor growth was significantly 

higher than in the E2 group (P <0.05), the IGF-1 group (P <0.05), and control 

group (P <0.05). Similarly, the expression of ERbeta, p-ERbeta, ERbeta2, IGF-

1, IGF-1R, p-IGF-1R,  p-MAPK, p-AKT, and Ki67 at the protein and/or mRNA 

levels were markedly higher in the ligand group than in the ligand + inhibitor 

groups (all P <0.05). Conclusion: The present study demonstrated for the first 

time that estrogen and IGF-1 act to  synergistically promote the development of 

LADE in mice, and this may be related  to the activation of the MAPK and AKT 

signaling pathways in which ERbeta1, ERbeta2, and IGF-1R play important 

roles. © 2013 Wiley Periodicals, Inc. 
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RESUMEN / SUMMARY:  - BACKGROUND: Sleeve lobectomy is a valid alternative 

to pneumonectomy for the treatment of centrally located operable non-small cell 

lung cancer (NSCLC), but concern has been evoked regarding a potentially 

increased risk of bronchial anastomosis complications after induction therapy. 

This study examined the impact of induction therapy on airway healing after 

sleeve lobectomy for NSCLC. METHODS: Bronchial anastomosis complications 

were recorded with respect to the induction regimen applied (neoadjuvant 
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chemotherapy vs chemoradiotherapy) in a consecutive  series of patients with 

sleeve lobectomy for NSCLC. RESULTS: Ninety-nine patients underwent 

sleeve resection, 28 of them after induction therapy. Twelve patients received 

chemotherapy alone, and 16 patients had radiochemotherapy. There were no 

significant differences in postoperative 90-day mortality (3.6% vs 2.8%) and 

morbidity (54% vs 49%) for patients with and without induction therapy. 

Bronchial anastomosis complications occurred in 3 patients (10.8%) with 

neoadjuvant therapy and in 2 (2.8%) without (p = 0.3). In the induction therapy 

group, two bronchial  stenoses occurred after radiochemotherapy and one 

bronchopleural fistula after chemotherapy alone. In patients without induction 

therapy, one bronchial stenosis and one bronchopleural fistula were observed. 

All bronchial stenoses were successfully treated by dilatation, and both 

bronchopleural fistulas occurring after right lower lobectomy were successfully 

treated by reoperation and completion sleeve bilobectomy with preservation of 

the upper lobe. CONCLUSIONS: Sleeve lobectomy for NSCLC can be safely 

performed after induction chemotherapy and radiochemotherapy with mortality 

and incidence of airway complications similar to that observed in nonpretreated 

patients. The treatment of airway complications does not differ for patients with 

and without induction therapy. 
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RESUMEN / SUMMARY:  - ABSTRACT Reactive oxygen species (ROS) are 

generally involved in lung inflammation and acute lung injury. We investigated 

the effects of hypothermia on ROS-induced cell damage in human alveolar type 

II cells. A549 cells were exposed  to H2O2 and cultured at different 

temperatures, namely, normthermia (37 degrees C), mild hypothermia (34 

degrees C), or moderate hypothermia (32 degrees C). Cell damage was 

measured using various assays. The biochemical studies demonstrated a  

significant increase in apoptosis and intracellular ROS at 32 degrees C in 

uninjured A549 cells. After exposure to H2O2, a marked decrease in cell 

viability (<50%) was demonstrated, and this was significantly ameliorated upon 

culture at 32 degrees C. Significantly intracellular damage was found to affect 
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the 24-hour  H2O2-exposed cells in 37 degrees C (P < .05), including an 

increase in apoptosis  and necrosis, intracellular ROS, caspase-3 activity, 

HMGB1 protein expression, and some alterations to the cell cycle. On 

hypothermic treatment, the 24-hour H2O2-induced caspase-3 activation was 

significantly suppressed in cells cultured  at both 32 degrees C and 34 degrees 

C (P < .05 versus 37 degrees C). The cell cycle changes in 24-hour H2O2-

exposed cells were significantly diminished when the cells were cultured in 32 

degrees C (P < .05 versus 37 degrees C). However, these intracellular 

alterations were not seen in 6-hour H2O2-exposed cells. We concluded that 

moderate hypothermia (32 degrees C) of alveolar epithelial A549 cells seems to 

provide protection against H2O2-induced 24-hour oxidative stress by 

attenuating cell death and intracellular damage. However, moderate 

hypothermia might cause minor damage to uninjured cells, so the use of 

hypothermic treatment  needs to be judiciously applied. 
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RESUMEN / SUMMARY:  - The role of p53 codon 72 polymorphism in the 

development of lung cancer remains obscure due to inconsistent findings of 

individual case-control studies published to date. A meta-analysis was 

conducted to better estimate the association between the p53 codon 72 variant 

and lung cancer risk. All relevant publications from the PubMed, Embase, Web 

of Science, and Wanfang databases were retrieved. Based on the inclusion 

criteria, 39 publications involving 44 independent case-control studies were 

finally included into this meta-analysis. Data were extracted and the pooled 

odds ratio (OR) with the corresponding 95 % confidence interval (95 %  CI) was 

calculated. The overall pooled ORs showed no significant relationship of  the 

p53 codon 72 polymorphism with increased or decreased risk of lung cancer in  

all gene contrast models (OR Pro vs. Arg = 1.04, 95 % CI = 0.96-1.13, P OR < 

0.001; OR Pro/Pro vs. Arg/Arg = 1.07, 95 % CI = 0.91-1.25, P OR < 0.001; OR 

Arg/Pro vs. Arg/Arg =1.04, 95 % CI = 0.94-1.15, P OR < 0.001; OR Pro/Pro + 

Arg/Pro vs. Arg/Arg = 1.04, 95 % CI = 0.94-1.16, P OR < 0.001; OR Pro/Pro vs. 

Arg/Arg + Arg/Pro = 1.07, 95 % CI = 0.93-1.23, P OR < 0.001). According to the 
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ethnicity, no significant association was observed in subgroup analyses of the 

Asians, Caucasians, Africans and the mixed population. Similar finding was 

found  in subgroup analyses of hospital-based and population-based studies. 

Concerning the histological types of lung cancer, the p53 codon 72 variant 

exerts risk effect on the lung carcinogenesis in patients with adenocarcinoma 

(OR Arg/Pro vs. Arg/Arg = 1.10, 95 % CI = 1.00-1.22, P OR = 0.048). 

Additionally, subgroup analysis by the smoking status demonstrated that the 

p53 codon 72 variant seemed  to play a protective role in lung carcinogenesis 

among the non-smokers but not the smokers in the contrast model of Arg/Pro 

vs. Arg/Arg (OR Arg/Pro vs. Arg/Arg  = 0.71, 95 % CI = 0.50-1.00, P OR = 

0.049). The present meta-analysis suggests the p53 codon 72 polymorphism 

may weakly modify the risk for lung cancer among the adenocarcinoma patients 

and non-smokers. Nevertheless, this association needs further confirmation in 

future studies with high quality. 
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RESUMEN / SUMMARY:  - Epidermal growth factor receptor (EGFR) is a 

membrane-bound receptor tyrosine kinase, which can transduce intracellular 

signals responsible for cell proliferation. It is frequently overexpressed and/or 

constitutively activated in  non-small cell lung cancer and thus is considered as 

a major cause of this disease. Recently, EGFR has been found in the nucleus 

where the nuclear EGFR (nEGFR) can function as a transcription factor 

activating the transcription of genes such as cyclin D1 gene (CCND1), which is 

essential for cell proliferation.  Nevertheless, how nEGFR’s transcriptional 

activity is regulated remains unclear.  Promyelocytic leukemia protein (PML) is a 

tumor suppressor, which is lost in various cancers including lung cancer. 

However, the role of PML in the suppression of lung cancer growth is still 

unclear. When we investigated the role of PML in the regulation of lung cancer 

cell growth, we found that PML isoform IV (PMLIV) preferentially represses the 

growth of lung cancer cells bearing constitutively active EGFR. Besides, when 

growing in the EGFR activating conditions, the growth of EGFR wild-type 

bearing A549 cells has been repressed by PMLIV overexpression. We also 

found that PMLIV can interact physically with nEGFR and represses the 
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transcription of nEGFR target genes. We showed that PMLIV is recruited by 

nEGFR to the target promoters and reduces the promoter histone acetylation 

level via HDAC1. Together, our results suggest that PMLIV interacts with 

nEGFR upon EGFR activation and represses the transcription of nEGFR target 

genes such as CCND1 and thus leading to inhibition of the lung cancer cell 

growth. 
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RESUMEN / SUMMARY:  - BACKGROUND: Extended resections (ER) for lung 

cancer may improve survival in selected patients. However, analysis on large 

series is still lacking. We reviewed our experience to identify prognostic factors 

useful for patient selection. METHODS: Between 1998 and 2010, 167 patients 

with involvement of one or more mediastinal organs underwent operations with 

the intent to perform ER. At thoracotomy, 42 patients (25%) were considered 

unresectable (explorative thoracotomy [ET]), and 125 (75%) underwent ER. The 

types of ER were superior vena cava in 43 patients (34.4%), carina in 33 

(26.4%), combined with superior vena cava in 18 (14.4%), with the left atrium in 

35 (28%), and with the aorta in 14 (11.2%). We excluded Pancoast tumors and 

vertebral resections. The minimum follow-up was 6 months. Kaplan-Meier 

method and log-rank test were used for statistical analysis of survival. 

RESULTS: There were 136 men (81.4%), with mean  age of 63 years (range, 

36 to 81 years). Of the 167 patients, induction chemotherapy was administered 

in 119 (71.3%), including 34 ET patients (81%) and  85 ER patients (68%). 

Complete resection was achieved in 106 patients (84.8%). The overall 5-year 

survival was 23% (27% in ER and 13% in ET, p = 0.41). Overall  30-day 

mortality was 4.8% and morbidity was 34.1%. Factors affecting survival were 

complete resection (p < 0.01), pStage 0-I-II disease (p < 0.0007), and age 

younger than 60 years (p < 0.01). CONCLUSIONS: ER for lung cancer invading 

mediastinal organs could improve long-term survival (46% at 5-years in pN0). 

The  best surgical candidates are young patients without lymph nodes 
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involvement who undergo radical resection. Multimodality treatment is 

suggested in case of mediastinal lymph node involvement. 
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RESUMEN / SUMMARY:  - CCN1, a secreted matrix-associated molecule, is 

involved in multiple cellular processes. Previous studies have indicated that 

expression of CCN1 correlates inversely with the aggressiveness of non-small-

cell lung carcinoma (NSCLC); however, the underlying mechanisms remain 

elusive. Using three NSCLC cell line systems, here we show that long-term 

treatment of cells with the recombinant CCN1 protein led to a permanent cell 

cycle arrest in G1 phase; cells remained viable as judged by apoptotic assays. 

CCN1-treated NSCLC cells acquired a phenotype characteristic of senescent 

cells, including an enlarged and flattened cell shape and expression of the 

senescence-associated beta-galactosidase. Immunoblot analysis showed that 

addition of CCN1 increased the abundance of hypo-phosphorylated Rb, as well 

as accumulation of p53 and p21. Silencing the expression of p53 or p21 by 

lentivirus-mediated shRNA production in cells blocked the CCN1-induced 

senescence. Furthermore, a CCN1 mutant defective for binding integrin 

alpha6beta1 and co-receptor heparin sulfate proteoglycans was incapable  of 

senescence induction. Our finding that direct addition of CCN1 induces 

senescence in NSCLC cells provides a potential novel strategy for therapeutic 

intervention of lung cancers. J. Cell. Biochem. © 2013 Wiley Periodicals, Inc. 
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RESUMEN / SUMMARY:  - BACKGROUND: The healthy worker survivor bias is 

well-recognized in occupational epidemiology. Three component associations 

are necessary for this bias to occur:  i) prior exposure and employment status; 

ii) employment status and subsequent exposure; and iii) employment status and 

mortality. Together, these associations  result in time-varying confounding 

affected by prior exposure. We illustrate how  these associations can be 

assessed using standard regression methods. METHODS: We use data from 

2975 asbestos textile factory workers hired between January 1940 and 

December 1965 and followed for lung cancer mortality through December 2001. 

RESULTS: At entry, median age was 24 years, with 42% female and 19% non-

Caucasian. Over follow-up, 21% and 17% of person-years were classified as at  

work and exposed to any asbestos, respectively. For a 100 fiber-year/mL 

increase  in cumulative asbestos, the covariate-adjusted hazard of leaving work 

decreased by 52% (95% confidence interval [CI], 46-58). The association 

between employment  status and subsequent asbestos exposure was strong 

due to nonpositivity: 88.3% of person-years at work (95% CI, 87.0-89.5) were 

classified as exposed to any asbestos; no person-years were classified as 

exposed to asbestos after leaving work. Finally, leaving active employment was 

associated with a 48% (95% CI, 9-71) decrease in the covariate-adjusted 

hazard of lung cancer mortality. CONCLUSIONS:  We found strong 

associations for the components of the healthy worker survivor bias in these 

data. Standard methods, which fail to properly account for time-varying 

confounding affected by prior exposure, may provide biased estimates of the 

effect of asbestos on lung cancer mortality under these conditions. 
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RESUMEN / SUMMARY:  - A molecular assay prognostic of survival in resected 

nonsquamous non-small cell lung cancer designed to meet the need for 

improved risk stratification in early-stage disease has recently been described. 

This assay measures the expression levels of 14 genes using RNA extracted 

from formalin-fixed, paraffin-embedded (FFPE) tissues. The assay underwent 

blinded clinical validation in 2 large international cohorts involving approximately 

1500 patients; the analytical precision and reproducibility of this assay, 

however, have not yet been reported. For each of the 14 TaqMan quantitative 

polymerase chain reaction (PCR) primer and probe sets used in the molecular 

prognostic assay, the linear range, PCR efficiency, limits of blank, limits of 

quantitation, and quantitative  bias were determined using serial dilutions of 

pooled RNA extracted from FFPE samples. The reproducibility of the entire 

molecular assay was determined by performing repeat testing of FFPE samples 

over multiple days. The linear range of individual quantitative TaqMan PCR 

primer and probe sets was between 2- and 2-fold input RNA. The median CT of 

the quantitative PCR primer and probe sets at  10 ng of input RNA was 24.3; 

the median efficiency was 91.2%. The median quantitative bias across all 

quantitative PCR primer and probe sets was 0.75% (range, 0.32% to 1.32%). In 

repeat testing, the mean SD of the risk score (scaled from 1 to 100) was 2.18, 

with a mean coefficient of variation of 0.08. The molecular prognostic assay 

presented in this study demonstrates high precision and reproducibility, 

validating its clinical utility as a reliable prognostic tool that can contribute to the 

management of patients with early-stage disease. 
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RESUMEN / SUMMARY:  - It has been reported that extracts from Asian 

traditional/medical herbs possess therapeutic agents against cancers, metabolic 
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diseases, inflammatory diseases, and other intractable diseases. In this study, 

we assessed the molecular mechanisms involved in the anticancer effects of 

A1E, the extract of Korean medicinal herbs. We examined the role of the 

cytotoxic and apoptotic pathways in  the cancer chemopreventive activity in 

non-small-cell lung cancer (NSCLC) cell lines NCI-H460 and NCI-H1299. A1E 

inhibited the proliferation of NCI-H460 more efficiently than NCI-H1299 (p53-/-) 

cells. The apoptosis was detected by nuclear  morphological changes, annexin 

V-FITC/PI staining, cell cycle analysis, western blot, RT-PCR, and 

measurement of mitochondrial membrane potential. A1E induced cellular 

morphological changes and nuclear condensation at 24 h in a dose-dependent 

manner. A1E also perturbed cell cycle progression at the sub-G1 stage and 

altered cell cycle regulatory factors in NCI-H460 cells. Furthermore, A1E 

inhibited the PI3K/Akt and NF-kappaB survival pathways, and it activated 

apoptotic intrinsic and extrinsic pathways. A1E increased the expression levels 

of members of the extrinsic death receptor complex FasL and FADD. In 

addition, A1E treatment induced cleavage of caspase-8, caspase-9, caspase-3, 

and poly ADP-ribose polymerase (PARP), whereas the expression levels of Bcl-

2 and Bcl-xl were downregulated. A1E induced mitochondrial membrane 

potential collapse and cytochrome C release. Our results suggest that A1E 

induces apoptosis via activation of both extrinsic and intrinsic pathways and 

inhibition of PI3K/Akt survival signaling pathways in NCI-H460 cells. In 

conclusion, these data demonstrate the potential of A1E as a novel 

chemotherapeutic agent in NSCLC. 
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RESUMEN / SUMMARY:  - Glucocorticoids (GCs) are well-known anti-inflammatory 

compounds, but they also inhibit cell proliferation depending on cell type. 

Similarly, peroxisome proliferator-activated receptors (PPARalpha, PPARdelta, 

and PPARgamma) also possess anti-proliferation properties beyond their 

canonical roles as metabolic mediators. In the present study, we investigated 

the potential additive or synergistic inhibitory effects on cancer cell proliferation 
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by simultaneous application of fenofibrate and budesonide, agonists for 

PPARalpha and glucocorticoid receptor, respectively. We observed differential 

effects on cell proliferation in A549 and SK-MES-1 lung cancer cells by 

budesonide and fenofibrate. Fenofibrate inhibited cell proliferation in both TP53 

wild type and  deficient lung cancer cells. The anti-proliferation effect of 

budesonide in TP53  wild type A549 cells was abolished in SK-MES-1 cells that 

do not have wild type TP53 protein. An additive effect against cell proliferation 

by budesonide and fenofibrate combination was observed only in TP53 wild 

type A549 cancer cells. Analysis of cell cycle distribution and cyclin profile 

indicated that the inhibition of cell proliferation was associated with G1 cell cycle 

arrest. The suppression of NF-kappaB activity and ERK signaling may 

contribute to the inhibition of cell proliferation by budesonide and or fenofibrate. 

The additive inhibitory effect on cell proliferation by budesonide and fenofibrate 

combination suggests that the same or greater therapeutic effect could be 

achieved with reduced dosage and side effects when the two compounds are 

applied simultaneously. © 2013 Wiley Periodicals, Inc. 
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RESUMEN / SUMMARY:  - OBJECTIVES: Our aim was to estimate the costs and 

health benefits of routinely administered postoperative amiodarone as a 

prophylactic agent in reducing the risk of atrial fibrillation in patients undergoing 

surgery for lung cancer. METHODS: This was a cost-effectiveness study, based 

on the randomized, controlled, double-blinded PASCART study, using 

avoidance of atrial fibrillation  as the measure of benefit. Two hundred and fifty-

four eligible, consecutively enrolled patients, undergoing surgery for lung cancer 

at the department of Cardiothoracic and Vascular Surgery, Aarhus University 

Hospital, Denmark, were included and randomized to receive either 300 mg of 

amiodarone or placebo (5% aqueous dextrose solution), administered 

intravenously over 20 min immediately after surgery, followed by 600 mg of 

amiodarone/placebo orally twice per day (8 a.m. and 6 p.m.) for the first five 

postoperative days. RESULTS: In the amiodarone group there were 11 cases of 

atrial fibrillation, compared with 38 in  the control group (P < 0.001). There were 

no differences in the length of hospital stay or resources used. The mean total 
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costs per patient were equal and  amounted to euro7288 per patient (P = 0.23). 

There were no signs of adverse developments referable to amiodarone in this 

prophylactic regime. CONCLUSIONS: For patients undergoing surgery for lung 

cancer, routine use of postoperative prophylactic intravenous bolus and five 

subsequent days of oral amiodarone therapy reduces the risk of atrial fibrillation 

in a cost-neutral manner. 
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RESUMEN / SUMMARY:  - Here, we report that TW01001, a novel piperazinedione 

compound, could be a new mitotic inhibitor for the treatment of non-small cell 

lung cancer by the following observations in A549 cells: (1) induction of cells to 

accumulate at G2/M phase, which ultimately led to cell apoptotic death, (2) 

accumulation of p53 and inhibition of survival signalings, and (3) induction of 

p53-independent autophagy. Taken together, our data suggested that TW01001 

induces autophagy-p53-signaling pathway to cause mitotic arrest and cell 

growth inhibition in A549 cells and provides the framework for further 

development as a  novel therapeutic agent for lung cancer treatment. 
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RESUMEN / SUMMARY:  - OBJECTIVES: The extension of non-small-cell lung 

cancer (NSCLC) to supraclavicular (SC) and contralateral (CL) mediastinal 
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lymph nodes is termed N3  and usually forbids surgical resection. However, 

scarce surgical series have reported encouraging results, and we sought to 

analyse our experience with this particular subgroup of patients. METHODS: 

We retrospectively reviewed the charts  of 5857 patients undergoing surgery for 

NSCLC during the last 30 years in two French centres. Eleven patients 

presenting with pathological-N3 were found, and more closely analysed 

concerning lymphatic spread, surgical indication and prognosis. RESULTS: N3 

consisted of tumoural extension to the SC (n = 5), CL mediastinal (n = 5) or 

both (SC + CL, n = 1) stations. Patients underwent induction treatment with 

chemotherapy alone (n = 4), chemoradiotherapy (n = 3) or first-line surgery (n = 

4). All patients underwent a complete surgical resection  of the tumour 

associated with ipsilateral systematic mediastinal lymph node dissection. 

Additional resection of N3 lymph nodes was performed in 8 cases. Adjuvant 

treatment included chemoradiotherapy (n = 6), chemotherapy alone (n = 1) or 

radiation therapy alone (n = 1). All 5 patients with SC-N3 presented with 

ipsilateral disease; 3 of them survived 5 years. Four patients with CL-N3 

presented with left-sided tumour and nodal extension to the 4R station, and 

none  of them survived. CONCLUSIONS: Some N3-patients with specific 

anatomical location may benefit from multimodality treatment including surgery. 

These results support further prospective studies for selected N3-patients. 
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RESUMEN / SUMMARY:  - Serum fibrinogen converted to insoluble fibrin by 

activated thrombin, plays an important role in the coagulation system. Increased 

fibrinogen considerably influences cancer cell growth, progression and 

metastasis. In nonsmall cell lung  cancer (NSCLC), however, the association 

between serum fibrinogen concentration and prognosis has not been fully 

examined. We enlisted 567 operable NSCLC patients in this study. 

Preoperative serum fibrinogen was measured by the Clauss  method. The 

association of serum fibrinogen concentration with clinical pathological factors 

and patient outcome was evaluated. Survival analysis indicated that serum 

fibrinogen was an independent prognostic factor in operable  NSCLC. Patients 

with hyperfibrinogenemia had an elevated risk of disease progression and death 
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compared with patients with normal fibrinogen levels. The hazard ratio was 1.49 

(95% confidence interval [CI] 1.07-2.05) for disease progression and 1.64 (95% 

CI 1.06-2.53) for death. The trend linking increasing fibrinogen levels with risk 

was also statistically significant for both outcomes  (p < 0.05). These analyses 

were adjusted for patient age, sex, smoking behavior,  disease stage, tumor 

grade and histology. Kaplan-Meier survival curves showed similar results. 

Preoperative serum fibrinogen is a novel independent prognostic  biomarker in 

operable NSCLC. © 2013 Wiley Periodicals, Inc. 
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RESUMEN / SUMMARY:  - Malignant mesothelioma (MM) is an aggressive tumor 

arising primarily from the pleural or peritoneal cavities. It develops by asbestos 

exposure after a long latency, which is characterized by insidious growth and 

clinical presentation at  an advanced stage of disease. MM is highly refractory 

to conventional therapies even with a combination of aggressive surgical 

intervention and multimodality strategies, with cure remaining elusive. Molecular 

genetic analysis has revealed  several key genetic alterations which are 

responsible for the development and progression of MM. The CDKN2A/ ARF, 

NF2, and BAP1 genes are the most frequently mutated tumor suppressor genes 

detected in MM cells; the alterations of the latter two are relatively characteristic 

of MM. Merlin, which is encoded by NF2,  regulates multiple cell signaling 

cascades including the Hippo and mTOR pathways  which regulate cell 

proliferation and growth. BAP1 is involved in histone modification and its 

inactivation induces the disturbance of global gene expression profiling. The 

discovery of a new familial cancer syndrome with germline mutation of BAP1 

also indicates the importance of genetic factors in MM  susceptibility. 

Meanwhile, although frequent expression and functional activations of 

oncogene products such as receptor tyrosine kinases are observed in MM cells, 

activating mutations of these genes are rare. With further comprehensive 

genome analyses, new genetic and epigenetic alterations in MM cells are 

expected to be revealed more precisely, and the new knowledge based on them 

will be applied for developing new diagnostic tools and new target therapies 

against MMs. 
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RESUMEN / SUMMARY:  - Ferulic acid (FA), a phenolic compound, is an abundant 

dietary antioxidant and exerts the mitogenic effect on cells. Recently, we 

isolated an active FA derivative, namely feruloyl-l-arabinose (FAA), from coba 

husk. The aim of this study was to investigate the effects of FAA on the 

proliferation, migration and invasion of H1299 human lung cancer cells. Our 

results showed a strong antioxidant potential of FAA. Additionally, FAA inhibited 

the migration and invasion ability, while causing a significant accumulation of 

G2/M-population, of H1299 tumor cells in a dose-dependent manner, whereas 

no significant change on cell proliferation was observed. Results from the 

wound healing assay revealed that cell migration ability was markedly inhibited 

by FAA treatments. Similarly,  results of gelatin zymography study showed that 

FAA treatments significantly decreased the activities of matrix metalloproteinase 

(MMP)-2 and MMP-9, suggesting that FAA-mediated inhibition on migration and 

invasion of lung cancer  cells may be achieved by the down-regulation of the 

MMPs activities. Taken together, our present work provides a new insight into 

the novel inhibitory function of FAA on cell migration in H1299 cells, suggesting 

its promising role in the chemoprevention of lung cancer. 
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RESUMEN / SUMMARY:  - PURPOSE: The ETS2 transcription factor is an 

evolutionarily conserved gene that is deregulated in cancer. We analyzed the 

transcriptome of lung adenocarcinomas and normal lung tissue by expression 

profiling and found that ETS2 was significantly down-regulated in 

adenocarcinomas. In this study, we probed the yet unknown functional role of 

ETS2 in lung cancer pathogenesis. EXPERIMENTAL DESIGN: Lung 

adenocarcinomas (n=80) and normal lung tissues (n=30) were profiled using 

the Affymetrix Human Gene 1.0 ST platform. Immunohistochemical (IHC) 

analysis was performed to determine ETS2 protein expression in NSCLC 

histological tissue specimens (n=201). Patient clinical outcome, based on ETS2 

IHC expression, was statistically assessed using the log-rank and Kaplan-Meier 

tests. RNA interference and over-expression strategies were employed to 

assess effects of ETS2 expression on the transcriptome and on various 

malignant phenotypes. RESULTS: ETS2 expression was significantly reduced 

in lung adenocarcinomas compared to normal lung (p<0.001). Low ETS2 IHC 

expression was a significant predictor of shorter time to recurrence in NSCLC 

(p=0.009, HR=1.89) and adenocarcinoma (p=0.03, HR=1.86). Moreover, ETS2 

was found to significantly inhibit lung cancer cell growth, migration and invasion 

(p<0.05), and microarray  and pathways analysis revealed significant (p<0.001) 

activation of the HGF pathway following ETS2 knockdown. In addition, ETS2 

was found to suppress MET phosphorylation and knockdown of MET 

expression significantly attenuated (p<0.05) cell invasion mediated by ETS2-

specific siRNA. Furthermore, knockdown of ETS2 augmented HGF-induced 

MET phosphorylation, cell migration and invasion. CONCLUSIONS: Our 

findings point to a tumor suppressor role for ETS2 in human NSCLC 

pathogenesis through inhibition of the MET proto-oncogene. 
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lung-infection-enhanced lung tumor metastasis. 
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RESUMEN / SUMMARY:  - PURPOSE: : Our goals are to test the effect of acute 

lung infection on tumor metastasis and to investigate the underlying 

mechanisms. EXPERIMENTAL DESIGN: We  combined bacteria- and 

lipopolysaccharide (LPS)-induced acute lung injury/inflammation (ALI) mouse 

models with mouse metastatic models to study the  effect of acute inflammation 

on lung metastasis in mice. The mechanisms were invested in ex vivo, in vitro, 

and in vivo studies. RESULTS: Both bacteria- and LPS-induced acute lung 

injury/inflammation significantly enhanced lung metastasis of four tail vein-

injected mouse tumor cell lines. Bacteria also enhanced lung metastasis when 

4T1 cells orthotopically injected. The broncheoalveolar lavage fluid (BALF) from 

LPS- or bacteria- injected mice stimulated migration of tumor cells. In vivo 

tracking of metastatic RM-9 cells showed that bacterial injection  enhanced 

early dissemination of tumor cells to the lung. The majority of the BALF 

migratory activity could be blocked by AMD3100, a CXCR4 inhibitor. All tested 

cell lines expressed CXCR4. The levels of extracellular ubiquitin (Ub), but not 

SDF-1, in BALF were significantly increased by LPS. Ub was able to induce 

AMD3100-sensitive migration of tumor cells. Finally, the anti-bacterial 

amoxicillin and AMD3100 blocked the enhancement effect of bacterial infection 

on  tumor metastasis. CONCLUSIONS: Acute lung infection dramatically 

increased cancer cell homing to the lung and lung metastasis. This may be due 

to an alteration of  the lung microenvironment and preparation of a favorable 

metastatic “niche”. This effect was seen in multiple cancer types and thus may 

have broad applications for cancer patients in prevention and/or treatment of 

metastasis. 
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RESUMEN / SUMMARY:  - Transducer of erbB2.1 (TOB1) is a member of the B-

cell translocation gene (BTG)/transducer of erbB2 (TOB) antiproliferative protein 
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family. Previous studies have demonstrated that overexpression of TOB1 

significantly enhances the  radiosensitivity of breast and cervical cancer cells. 

However, the potential mechanisms of TOB1 are still debated. In the present 

study, we evaluated the effects of infrared (IR) radiation on TOB1 expression in 

the human lung cancer cell lines NCI-H1975 and A549 via western blot 

analysis. NCI-H1975 cells were transfected with TOB1 recombinant plasmid, 

and A549 cells were treated with TOB1-small interfering RNA (siRNA) to 

establish gain-of-function and loss-offunction cell models. The effects of 

radiation and TOB1 overexpression and silencing on clonogenic survival, cell 

cycle distribution and DNA repair were assessed. Western blot analysis was 

performed to determine the related mechanisms. The expression levels of 

TOB1 were significantly induced by IR radiation. Overexpression of TOB1 

abrogated radiation-induced G2/M arrest, reduced clonogenic cell survival and 

enhanced gamma-H2AX foci in NCI-H1975 cells  exposed to irradiation. TOB1-

siRNA demonstrated opposite effects in A549 cells. TOB1 regulated the 

activation of mitogen-activated protein kinase (MAPK) and modulated the 

phosphorylation of p53 via activation of the MAPK/extracellular signal-regulated 

kinase (ERK) pathway. The findings suggest that TOB1 may be a novel 

molecular target of irradiation. TOB1 modulated the radiosensitivity of lung 

cancer cells via the MAPK/ERK signaling pathway. 
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RESUMEN / SUMMARY:  - The upregulated expression of JMJD6 was observed in 

various human cancers. However, little was known about JMJD6 expression 

and its clinicopathological significance in lung adenocarcinoma. The aim of this 

study was to investigate the expression and significance of JMJD6 in lung 

adenocarcinoma progression and prognosis. The levels of JMJD6 mRNA and 

protein in lung adenocarcinoma specimens  and corresponding non-tumorous 

lung tissues were evaluated by quantitative reverse-transcriptase polymerase 

chain reaction (qRT-PCR) and Western blot. In order to investigate the 

correlations between JMJD6 and the clinicopathological features of lung 

adenocarcinoma, the expression of JMJD6 in 154 patients with lung 
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adenocarcinoma was detected by immunohistochemistry. By qRT-PCR and 

Western  blot, the relative expression levels of JMJD6 mRNA and protein were 

significantly higher in lung adenocarcinoma tissues than in corresponding non-

tumorous lung tissues (P < 0.001). Immunohistochemical staining revealed that 

high JMJD6 expression was closely correlated with tumor size (P = 0.005), 

pathological grade (P = 0.003), pT status (P = 0.012), pN status (P = 0.003), 

and pleural invasion (P < 0.001). Moreover, the results of Kaplan-Meier analysis 

indicated that a high expression level of JMJD6 resulted in a significantly poor 

prognosis of lung adenocarcinoma patients. Multivariate analysis showed that 

the status of JMJD6 expression was an independent prognostic factor for lung 

adenocarcinoma patients. Our results showed that JMJD6 plays a key role in 

lung adenocarcinoma and therefore may provide an opportunity for developing 

a novel therapeutic target as well as a prognostic marker in lung 

adenocarcinoma. 
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RESUMEN / SUMMARY:  - Lung cancer (specifically, non-small cell lung cancer; 

NSCLC) is the leading cause of cancer-related deaths in the United States. 

Poor response rates and survival with current treatments clearly indicate the 

urgent need for developing  an effective means to treat NSCLC. Magnetic 

hyperthermia is a non-invasive approach for tumor ablation, and is based on 

heat generation by magnetic materials, such as superparamagnetic iron oxide 

(SPIO) nanoparticles, when subjected to an alternating magnetic field. 

However, inadequate delivery of magnetic nanoparticles to tumor cells can 

result in sub-lethal temperature change and induce resistance while non-

targeted delivery of these particles to the healthy tissues can result in toxicity. In 

our studies, we evaluated the effectiveness of tumor-targeted SPIO 

nanoparticles for magnetic hyperthermia of lung cancer. EGFR-targeted, 

inhalable SPIO nanoparticles were synthesized and characterized for targeting 

lung tumor cells as well as for magnetic hyperthermia-mediated antitumor 

efficacy in a mouse orthotopic model of NSCLC. Our results show that EGFR 

targeting enhances tumor retention of SPIO nanoparticles. Further, magnetic 
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hyperthermia treatment using targeted SPIO nanoparticles resulted in 

significant inhibition of in vivo lung tumor growth. Overall, this work 

demonstrates the potential for developing an effective anticancer treatment 

modality for the treatment of NSCLC based on targeted magnetic hyperthermia. 
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RESUMEN / SUMMARY:  - Lung cancer is still the leading cause of cancer-related 

deaths worldwide. Identifying new oncogenic drivers and developing efficient 

inhibitors through molecular targeting approaches are crucial for improving 

therapies. The aim of this study was to investigate whether targeting fibroblast 

growth factor receptor 1 (FGFR1) with ponatinib inhibits the cell growth in both 

established and primary lung cancer cells overexpressing FGFR1. Eighty-eight 

non-small cell lung cancer (NSCLC) and paired normal tissue specimens were 

analyzed by real-time RT-PCR for  FGFR1 gene expression. We identified four 

cell lines and two newly established primary lung cancer cultures that showed 

high FGFR1 expression levels, and evaluated the effect of the novel FGFR1 

inhibitor ponatinib on cell growth. Approximately 50% (30 out of 59) NSCLC 

specimens expressed FGFR1>2-fold compared  with their adjacent normal 

counterparts using quantitative RT-PCR. Ponatinib treatment of established 

NSCLC cell lines expressing higher levels of FGFR1 resulted in marked cell 

growth inhibition and suppression of clonogenicity. This  growth inhibition was 

associated with inactivation of FGFR1 and its downstream targets. FGFR1 

knockdown by shRNA achieved similar results when compared to treatment 

with ponatinib. Furthermore, ponatinib was able to significantly inhibit the growth 

of primary lung cancer cultures in vitro. Our data indicate that pharmacological 

inhibition of FGFR1 kinase activity with ponatinib may be effective for the 

treatment of lung cancer patients whose tumors overexpress FGFR1. 
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RESUMEN / SUMMARY:  - Lung cancer is the leading cause of cancer-related 

mortality in the world, and non-small cell lung cancer (NSCLC) accounts for 

approximately 85% of all cases. Since more than 60% of NSCLC cases express 

the epidermal growth factor receptor (EGFR), EGFR tyrosine kinase inhibitors 

are used to treat NSCLC. However, due to  the acquired resistance associated 

with EGFR-targeted therapy, other strategies for the treatment of NSCLC are 

urgently needed. Therefore, we investigated the anticancer effects of a novel 

phosphatidylinositol 3-kinase alpha (PI3Kalpha) inhibitor, HS-173, in human 

NSCLC cell lines. HS-173 demonstrated anti-proliferative effects in NSCLC 

cells and effectively inhibited the PI3K signaling pathway in a dosedependent 

manner. In addition, it induced cell cycle arrest at G2/M phase as well as 

apoptosis. Taken together, our results demonstrate that HS-173 exhibits 

anticancer activities, including the induction of apoptosis, by blocking the 

PI3K/Akt/mTOR pathway in human NSCLC cell lines. We, therefore, suggest 

that this novel drug could potentially be used for targeted NSCLC therapy. 
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RESUMEN / SUMMARY:  - ABSTRACT BACKGROUND: Suicide rates among lung 

cancer patients are higher than the general population. This study aims to 

identify patient and disease characteristics associated with suicide in lung 

cancer patients. METHODS: We conducted an analysis of subjects with primary 

lung cancer diagnosed between 1973 - 2008 recorded in the Surveillance, 

Epidemiology and End Results (SEER) database. RESULTS: Of 871,230 

persons diagnosed with lung cancer, 1184 suicides were identified. The rate of 

suicide did not change considerably over time, with  8.83 compared to 7.17 

suicides per 10,000 persons-years in 1973-79 and 2000-09, respectively. The 
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standardized mortality ratio (SMR) of the entire cohort was 4.95, with an SMR of 

13.4 within 3 months of a cancer diagnosis. Despite most subgroups having a 

higher SMR than the general population, a wide variation of suicide risk was 

seen amongst different subgroups, including histologic type (SMR 1.58 vs 7.28 

in bronchoalveolar and small cell carcinoma, respectively). The highest SMR’s 

were found in: males; older age; higher grade tumour; metastatic disease, and 

patients who did not receive or refused treatment. Despite the higher SMR 

among metastatic patients, over 50% of suicides occurred in those with 

locoregional, and potentially curable disease. CONCLUSION(S): Lung cancer 

patients have a higher risk of suicide compared with the general US population, 

especially within 3 months of diagnosis. Despite the higher SMR among poorer 

prognosis patients, a concerning proportion of suicides occur in potentially 

curable patients, highlighting the need for effective screening strategies to avoid 

this preventable cause of death. 
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RESUMEN / SUMMARY:  - INTRODUCTION: For appropriately staged non-small 

cell lung cancer (NSCLC) surgical resection can dramatically improve survival, 

but some may not be offered this treatment because of concerns about 

perioperative mortality. METHODS: We used data from the National Lung 

Cancer Audit (NLCA) to determine the proportions of English patients who died 

within 30 and 90 days after surgery for NSCLC. We quantified the predictors of 

early postoperative death and using these results devised a score to predict risk 

of death within 90 days of surgery. RESULTS: We analysed data on 10 991 

patients operated on between 2004 and 2010. Three per cent (334) of patients 

died within 30 days of their procedure and 5.9% (647) within 90 days. Age was 

strongly associated with early postoperative death (adjusted OR within 90 days 

for 80-84 years vs 70-74 years: 1.46, 95% CI 1.07 to  1.98); significant 

associations were also observed with performance status (PS) (adjusted OR 

within 90 days for PS 2 vs PS 0: 2.40, 95% CI 1.68 to 3.41), as well as lung 

function, stage and procedure type. CONCLUSIONS: Our results show that age 
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is the most important predictor of death within both of these early postoperative 

periods. We used the data in the NLCA to develop a predictive score, based on 

an English population and specific to lung cancer surgery, which  estimates risk 

of death within 90 days; this score should be tested in future cohorts. 
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RESUMEN / SUMMARY:  - OBJECTIVES: Sublobar resection for early-stage lung 

cancer is still a controversial issue. We sought to compare sublobar resection 

(segmentectomy or wedge resection) with lobectomy in the treatment of 

patients with a second primary lung cancer. METHODS: From January 1995 to 

December 2010, 121 patients with second primary lung cancer, classified by the 

criteria proposed by Martini and Melamed, were treated at our Institution. We 

had 23 patients with a synchronous tumour and 98 with metachronous. As 

second treatment, we performed 61 lobectomies (17 of these were completion 

pneumonectomies), 38 atypical resections and 22 segmentectomies. Histology 

was adenocarcinoma in 49, squamous in 38, bronchoalveolar carcinomas in 14, 

adenosquamous in 8, large cells in 2, anaplastic in 5 and other histologies in 5. 

RESULTS: Overall 5-year survival from second surgery was 42%; overall 

operative mortality was 2.5% (3 patients), while  morbidity was 19% (22 

patients). Morbidity was comparable between the lobectomy group, sublobar 

resection and completion pneumonectomies (12.8, 27.7 and 30.8%, 

respectively, P = 0.21). Regarding the type of surgery, the lobectomy group 

showed a better 5-year survival than sublobar resection (57.5 and 36%, 

respectively, P = 0.016). Compared with lobectomies, completion 

pneumonectomies showed a significantly less-favourable survival (57.5 and 

20%, respectively, P =  0.001). CONCLUSIONS: From our experience, 

lobectomy should still be considered as the treatment of choice in the 

management of second primary lung cancer, but sublobar resection remains a 

valid option in high-risk patients with limited pulmonary function. Completion 

pneumonectomy was a negative prognostic factor in  long-term survival. 
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RESUMEN / SUMMARY:  - Malignant serous effusions are a common manifestation 

of advanced cancer, associated with significant morbidity and mortality. The aim 

of this study was to identify the metabolic differences between ovarian serous 

carcinoma effusions obtained pre- and post-chemotherapy, as well as to 

compare ovarian carcinoma (OC) effusions with breast carcinoma and 

malignant mesothelioma specimens. The supernatants of 115 effusion samples 

were analyzed by high-resolution magnetic resonance spectroscopy in vitro and 

multivariate analysis. The samples comprised  pleural and peritoneal effusions 

from 95 OC, 10 breast carcinomas, and 10 malignant mesotheliomas. Among 

the OC, 8 were paired peritoneal specimens obtained pre- and post-

chemotherapy from the same patient. OC had elevated levels of ketones 

(aceto-acetate and beta-hydroxybutyrate) and lactate compared to malignant 

mesotheliomas and breast carcinomas, whereas the latter had more glucose, 

alanine, and pyruvate. Multivariate analysis of paired effusions in OC showed a 

significant increase in glucose and lipid levels in the post-treatment spectra (P = 

.039). Magnetic resonance spectroscopy is a promising technique for  

comprehensive and comparative studies of metabolites in malignant serous 

effusions, and our study shows that small metabolites associated with effusions 
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might improve our understanding of tumor biology and disease progression and 

has  diagnostic potential in this differential diagnosis. 
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RESUMEN / SUMMARY:  - OBJECTIVES: The aim of the study was to investigate 

the clinical significance of  serum mitochondrial DNA (mtDNA) in lung cancer. 

DESIGN AND METHODS: Serum mtDNA from 65 lung cancer patients, 20 

patients with benign lung diseases and 55 healthy individuals was quantified 

using real-time fluorescent quantitative polymerase chain reaction (FQ-PCR). 

Data were analyzed using statistical software SPSS 13.0. RESULTS: Serum 

mtDNA levels in lung cancer patients were significantly higher, compared to 

those in patients with benign lung diseases and healthy individuals (u=108, 

p=0.000; u=293, p=0.000), and closely associated with TNM stage (p=0.01). 

The use of serum mtDNA facilitated detection of lung cancer at a  cutoff value of 

0.74x104copies/muL with a sensitivity of 86.2% and specificity of 80.7%. 

However, serum mtDNA levels were not associated with patient age, gender,  

histological type, and lymph node metastasis (p>0.05). CONCLUSIONS: 

Quantification of serum mtDNA using FQ-PCR potentially serves as a novel 

complementary tool to improve the clinical screening and detection of lung 

cancer. 
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RESUMEN / SUMMARY:  - Bone metastasis of small-cell lung cancer (SCLC) 

usually occurs early in the progression of the disease. However, the molecular 

mechanism underlying bone metastasis is largely unknown. MGr1-Ag, a 

multifunction protein, has been suggested to play important roles in cell growth, 

differentiation and migration.  In our present study, MGr1-Ag was found to be 

highly expressed in bone-metastatic SCLC cells (SBC-5 cell line) as compared 

with the expression in cells without bone-metastatic ability (SBC-3 cell line). 

Therefore, we hypothesized that MGr1-Ag is involved in bone metastasis of 

SCLC. Using a sense vector to upregulate MGr1-Ag expression in SBC-3 cells, 

we found that forced overexpression of MGr1-Ag enhanced cell invasion and 

migration in vitro and promoted bone metastases in vivo. Furthermore, specific 

siRNA-induced knockdown of MGr1-Ag expression in SBC-5 cells suppressed 

the potential of cell invasion and migration in vitro and dramatically decreased 

the number and sites of bone metastasis in vivo. We also found that MGr1-Ag 

induced SCLC cells to undergo epithelial-mesenchymal transition (EMT), as 

demonstrated by cell morphological changes, decreased expression of 

epithelial markers and increased expression of mesenchymal markers. Taken 

together, we conclude that MGr1-Ag promotes SCLC cell  invasion and bone 

metastasis in vitro and in vivo, and that this is partially mediated via the EMT 

pathway. 
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RESUMEN / SUMMARY:  - OBJECTIVES:: Medically inoperable lung cancer 

patients often have comorbidities that preclude pathologic diagnosis from being 

attained. We perform a multi-institutional analysis to determine if unbiopsied 

early-stage lung carcinoma can be safely and effectively treated with 

stereotactic body radiation  therapy (SBRT). MATERIALS AND METHODS:: 

Thirty-four patients with unbiopsied lung cancer were treated with SBRT at the 

University of Louisville or University of Virginia. Patients had computed 

tomography (CT) and positron emission tomography  (PET) imaging clinically 
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consistent with lung malignancy. Median SBRT dose was 50 Gy (range, 30 to 

55 Gy) in a median of 5 fractions (range, 3 to 10 fractions) with static field SBRT 

or volumetric modulated arc therapy. RESULTS:: Median follow-up is 16.7 

months. Primary tumors had a median longest dimension on the original CT of 

1.6 cm (range, 0.5 to 3.3 cm) and posttreatment CT scan of 1.25 cm (range, 0.0 

to 4.5 cm) (P=0.025). Median pretreatment standard uptake value on initial PET 

scan is 4.6 mg/mL (range, 0.0 to 16.2 mg/mL), and at a median of 7.6  months 

after SBRT, decreased to 2.25 mg/mL (range, 0.0 to 10.9 mg/mL) on 

posttreatment PET (P=0.002). Crude local control is 97.1%. The estimated 2-

year regional control is 80%, distant control 85%, and overall survival 85%. 

There were no grade 3 or greater acute toxicities and only 3 grade 3 chronic 

treatment-related toxicitities. DISCUSSION:: In medically inoperable patients 

with unbiopsied lung cancer, local control can be achieved with minimal toxicity  

with the use of SBRT. The use of SBRT for unbiopsied early-stage lung cancer 

patients should be performed in a multidisciplinary setting and after detailed 

discussion with the patient about the risks and benefits of SBRT. 
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RESUMEN / SUMMARY:  - INTRODUCTION: Small cell lung cancer (SCLC) is an 

aggressive malignancy that although initially sensitive to chemo- and radiation 

therapy, inevitably relapses resulting in poor survival. Increasing evidence 

suggests that immune responses against SCLC cells make immunotherapy a 

viable therapeutic approach. Furthermore, preclinical data have shown that 

certain chemotherapeutic regimens may augment the immunotherapeutic 

response in SCLC. This review discusses current evidence supporting 

immunotherapy for SCLC, progress made, and ongoing clinical trials. 

METHODS: We searched PubMed and abstracts presented at recent oncology 

congresses for publications on the clinical benefit of immunotherapy/checkpoint 

blockade for treatment of SCLC. RESULTS: Preliminary data from ongoing 

clinical trials in SCLC have shown that some antiangiogenic agents, vaccines, 

and immunomodulators, including interferon-alpha and immune checkpoint 
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blockers (i.e., anticytotoxic T-lymphocyte-associated antigen-4 [CTLA-4] 

antibodies) may be efficacious as single agents and in combination with 

standard-of-care regimens. Notably, in a phase II trial, ipilimumab—a fully 

human anti-CTLA-4 monoclonal antibody recently approved for treatment of 

unresectable or metastatic melanoma-demonstrated encouraging results when 

used as part of a chemoimmunotherapeutic regimen in patients with SCLC. 

Ipilimumab is undergoing further investigation in this population. 

CONCLUSIONS: Treatment options for SCLC are limited and prognosis poor, 

emphasizing the need for novel treatments. Although current strategies 

successfully induce a response, the response is not durable. Evidence of an 

immune response in SCLC and a better understanding of the 

immunosuppressive tumor environment support the combinatorial use of 

immunomodulators, such as ipilimumab, with traditional chemotherapy 

regimens to improve patient outcomes and potentially sustain the effect from 

chemotherapeutic induction. 
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RESUMEN / SUMMARY:  - The metastatic potential of non-small cell lung cancer 

(NSCLC) cells has been shown to be associated with the tumor 

microenvironment. Cancer-associated fibroblasts (CAFs) are a major 

component of the tumor microenvironment, regulating tumor cell function by 

secreting growth factors, chemokines, and extracellular matrix (ECM). In this 

study, we examined the role of CAFs in the tumor progression of NSCLC. 

Firstly, we established primary cultures of CAFs and  matched normal 

fibroblasts (NFs) from patients with resected NSCLC. CAFs exhibited greater 

expression of the pan-mesenchymal marker alpha-smooth muscle actin (alpha-

SMA) than did NFs, although they displayed similar morphology. Furthermore, 

we employed a direct co-culture assay with human NSCLC A549 and H358 

cells, and found that CAFs were more potent in inducing the epithelial-to-

mesenchymal transition (EMT) phenotype than NFs, as indicated by an 

elongated and disseminated appearance. CAF-induced EMT led to an increase 

in motility and a decrease in proliferation of NSCLC cells through SMAD family 

number-3 (SMAD3)-dependent up-regulation of the growth inhibitory gene 
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p21(CIP1)  [cyclin-dependent kinase inhibitor-1ª (CDKN1A)] and alpha-SMA. 

Taken together, these findings provide evidence that lung CAFs have tumor-

promoting capacity distinct from NFs and might play a significant role in the 

metastatic potential of NSCLC. 
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RESUMEN / SUMMARY:  - BACKGROUND: In the present work, we compared the 

antitumor effects of native human interferon-alpha (IFN-alpha) (nHuIFN-alpha) 

and recombinant human IFN-alpha (rHuIFN-alpha) on human lung 

adenocarcinoma A549 cells. MATERIALS AND METHODS: The antitumor 

activity was determined by measuring cell viability and apoptosis,  while the 

abundance of mRNA, measured by polymerase chain reaction (PCR), 

determined the potential role of p21 and survivin in antitumor activity of nHuIFN-

alpha. RESULTS: The results show that nHuIFN-alpha significantly reduced 

A549 cell viability, compared to rHuIFN-alpha. The most potent effect of 

nHuIFN-alpha was also observed when apoptosis was measured. A549 cells 

treated with nHuIFN-alpha expressed a significantly higher amount of p21 

mRNA, while the  amount of survivin mRNA was significantly reduced. 

CONCLUSION: Considering both the anti-proliferative and anti-apoptotic effects 

of each IFN-alpha, we conclude  that further elucidation of the mechanisms of 

the antitumor activity of nHuIFN-alpha will help in producing more effective and 

less toxic therapeutic protocols and preparations. 
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RESUMEN / SUMMARY:  - Hydrogen peroxide (H2O2) is a highly reactive oxygen 

species involved in lung and bronchial epithelium injury. Increased H2O2 levels 

have been reported in expired  breath condensates of patients with 

inflammatory airway diseases such as chronic  obstructive pulmonary disease. 

Protecting airway epithelial cells from oxidative  stress is an important task in 

the prevention and management of airway diseases.  Previous studies 

demonstrate that yam (Dioscorea batatas Decne) has antioxidant and anti-

trypsin activities. This study evaluated the validity of dioscorin in vitro. The 

results showed that dioscorin attenuated the alteration of H2O2 on G2/M cell 

cycle arrest. This might be associated with the activation of IkappaB and 

subsequent inactivation of NF-kappaB. Furthermore, dioscorin suppressed IL-8  

secretion and reduced changes of adhesion molecule expressions in H2O2-

injured A549 cells. These results help in understanding the potential of 

traditional Chinese herbal medicine as treatment for airway inflammatory 

diseases. 
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RESUMEN / SUMMARY:  - BACKGROUND AND PURPOSE: The aim of this study 

was to correlate clinical and dosimetric variables with acute esophageal toxicity 

(AET) following Intensity Modulated Radiotherapy (IMRT) with concurrent 

chemotherapy for locally advanced non-small cell lung cancer (NSCLC). In 

addition, timeline of AET was reported. MATERIAL AND METHODS: 153 

patients with locally advanced NSCLC treated with 66Gy/2.75Gy/24 fractions of 

radiotherapy and concurrent daily low dose cisplatin  were selected. Medical 

records and treatments of these patients were retrospectively reviewed. 

Maximum AET grade 2 and maximum grade 3 were the endpoints of this study. 

Dates for onset, maximum and recovery (to baseline) of AET were reported. 

Univariate and multivariate analysis were applied to correlate clinical, tumor, 

dosimetric and chemotherapy dose variables to AET grade 2 and grade 3. 

RESULTS: AET grade 2 occurred in 37% and grade 3 in 20% of the patients. 
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The median onset of AET was around day 15 for all grades. The median onset 

of the maximum grade was day 30 for both grades 2 and 3. The median 

duration was 43days  for grade 1, 50days for grade 2 and >80days for grade 3. 

Of the grade 3 AET patients, 48% recovered within 3months. Esophagus V50, 

ethnic background, and the number of cisplatin administrations were 

significantly correlated with grade 3 AET. CONCLUSIONS: For NSCLC patients 

treated with concurrent chemotherapy and IMRT A higher number of cisplatin 

administrations, non-Caucasian background and higher V50oes were 

associated with grade 3 AET. The median onset of AET grade 3 is 15days after 

the start of treatment, maximized at day 30, with a median duration of >80days. 
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RESUMEN / SUMMARY:  - PURPOSE: To date, few large-scale original studies 

have focused specifically on local recurrence following curative lung cancer 

surgery. This review seeks to consolidate and analyze data from these studies 

regarding local recurrence incidence, risk factors, salvage treatments, and 

outcomes to increase awareness in the Oncology community and to spark new 

research in this area. METHODS: PubMed literature was searched for large-

scale cohort studies involving recurrence following lung cancer surgery. Studies 

with a primary focus on local recurrence and studies that examined overall 

recurrence but provided relevant numerical data on local recurrence were 

included. Each chosen study’s methods were critically analyzed to reconcile as 

best as possible large differences in reported results across the studies. 

RESULTS: Up to 24% of patients recur locally following lung cancer surgery. 

Risk of local recurrence increases with the stage of the primary  cancer, but 

even stage I patients experience local recurrence up to 19% of the time. Overall 

survival time following local recurrence varies widely across studies, from 7 to 

26 months, and may be related to frequency of follow-up visits. Salvage therapy 

appears to increase survival time. However, estimates of  this increase vary 

widely, and measurements of benefits of the various salvage options are 
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confounded by lack of control of subjects’ condition at the time of salvage 

therapy administration. CONCLUSIONS: Local recurrence following lung cancer 

surgery is a significant problem warranting additional research. At present, data 

on this topic is scarce. We recommend initiation of additional large-scale studies 

to clearly define the parameters of local recurrence in order to provide useful 

guidance to clinicians. 
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RESUMEN / SUMMARY:  - OBJECTIVE: Interstitial lung disease associated with 

gefitinib is a critical adverse reaction. When geftinib was administered to EGFR-

unknown patients, the interstitial lung disease incidence rate was approximately 

3-4% in Japan, and usually occurs during the first 4 weeks of treatment. 

However, it has not been fully investigated in EGFR-mutated patients. 

METHODS: We collected clinical records of participants of two Phase III trials 

(WJTOG 3405 and NEJ 002), which compared gefitinib with platinum doublet 

chemotherapy. All patients were EGFR mutated, chemo-naive and had good 

performance status. RESULTS: A total of 402 patients were enrolled in this 

study. In the gefitinib arm, 10 (5.0%) of 201 patients developed interstitial lung 

disease, of whom five (2.5%) were Grade 3 or greater, with two deaths (1.0%). 

In contrast, only one patient developed interstitial lung disease (Grade 1) in the 

chemotherapy arm. With regard to gefitinib, smoking history was significantly 

associated with developing interstitial lung disease (odds ratio 0.18; 95% 

confidence interval: 0.05-0.74; P = 0.01). The cumulative incidence rate of 

interstitial lung disease was similar in the 0-4, 5-8 and 9-12 week time periods. 

However, between smokers and never-smokers, cumulative incidence rates in 

the first 4 weeks were significantly different (4.7% versus 0%, P = 0.03). Three 

of 10 patients developed interstitial lung disease after 8 weeks of gefitinib 

administration (days 135, 171 and 190, respectively). CONCLUSIONS: Among 

EGFR-mutated patients, the incidence of interstitial lung disease associated 

with gefitinib was not different from that in previous reports. Smoking history 
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was associated with developing interstitial  lung disease, and smokers had a 

higher incidence rate of interstitial lung disease in the first 4 weeks. 
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RESUMEN / SUMMARY:  - PURPOSE: The pharmacology, pharmacokinetics, 

clinical efficacy, safety, adverse effects, and dosage and administration of 

crizotinib in the management of non-small-cell lung cancer (NSCLC) are 

reviewed. SUMMARY: Crizotinib (Xalkori, Pfizer Inc.) is a novel tyrosine kinase 

inhibitor approved for the treatment of patients with locally advanced or 

metastatic NSCLC who exhibit assay-confirmed mutations of the gene coding 

for anaplastic lymphoma kinase (ALK). The primary biochemical mechanism of 

crizotinib is to inhibit ALK expression, leading to increased cell proliferation and 

decreased apoptosis. Crizotinib is metabolized and excreted after O-

dealkylation by cytochrome P-450 (CYP) isoenzyme 3ª4/5; as crizotinib is also 

an inhibitor of CYP3A4/5, its use entails a high potential for drug interactions, 

including confirmed interactions with ketoconazole and rifampin that can alter 

crizotinib pharmacokinetics. A Phase I trial involving patients with ALK gene 

mutation-positive NSCLC demonstrated significant disease control with oral 

crizotinib use, including an overall eight-week response rate of 87% and an 

estimated six-month survival of 72%. At the standard dosage of 250  mg twice 

daily, crizotinib is well tolerated. In clinical trials to date, the most common 

grade 1 or 2 adverse events were nausea, diarrhea, vomiting, and visual 

disturbances; more severe toxicities included transaminase elevations (less 

than 7% of patients) and pneumonitis (less than 2% of patients). Hypogonadism 

leading to low testosterone levels appears to be universal among male patients 

treated with crizotinib. CONCLUSION: Crizotinib appears to be efficacious and 

well tolerated in patients with NSCLC and may have future potential 

applications in treating lymphomas and other cancers driven by ALK or c-MET 

gene mutations. 
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RESUMEN / SUMMARY:  - BACKGROUND: Our previous data have demonstrated 

that the number of IL-9-producing CD4+ T cells (Th9 cells) in malignant pleural 

effusion (MPE) was significantly increased when compared with that in blood. 

The aim of the present study was to investigate the mechanism by which Th9 

cells were recruited into MPE and the phenotypic characteristics of pleural Th9 

cells. METHODS: The expression patterns of chemokine receptors (CCRs) on 

Th9 cells and the chemoattractant activity of chemokine CCL20 for Th9 cells in 

vitro were observed. The phenotypic features of  Th9 cells in MPE were 

determined by flow cytometry. RESULTS: We found that Th9 cells in both MPE 

and blood expressed a high level of CCR6 on their surface. An in vitro migration 

assay confirmed that both MPE and supernatants of cultured pleural 

mesothelial cells could induce the migration of Th9 cells, and anti-CCL20 mAb 

significantly inhibited the ability of MPE or supernatants to stimulate Th9 cell 

chemotaxis. We also noted that pleural Th9 cells expressed high levels of 

CD45RO and very low levels of CD45RA and CD62L, displaying the phenotype 

of effector memory cells. CONCLUSIONS: Our data revealed that recruitment of 

Th9 cells into MPE could be induced by pleural CCL20 and that the majority of 

Th9 cells in MPE displayed the phenotype of effector memory cells. 
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RESUMEN / SUMMARY:  - Dimethyl sulfoxide porous silicon (DMSO-PSi) colloid in 

which DMSO was used as a  surfactant suitable for inhibiting the agglomeration 
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of PSi nanoparticles was prepared for use in cancer photothermotherapy. The 

photothermal effect of the DMSO-PSi colloid was found to be high enough to 

destroy cancer cells (T = approximately 52 degrees C). The mean particle size 

of the PSi nanoparticles in the DMSO-PSi colloid was 67 nm, which is low 

enough to flow through blood vessels without causing a blockage. The DMSO-

PSi colloid in combination with an NIR laser resulted in a cell viability of 5.70 %, 

which is a sufficiently high cytotoxic effect. 
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RESUMEN / SUMMARY:  - Purpose: The novel deterministic radiation transport 

algorithm, Acuros XB (AXB),  has shown great potential for accurate 

heterogeneous dose calculation. However, the clinical impact between AXB and 

other currently used algorithms still needs to be elucidated for translation 

between these algorithms. The purpose of this study was to investigate the 

impact of AXB for heterogeneous dose calculation in  lung cancer for intensity-

modulated radiation therapy (IMRT) and volumetric-modulated arc therapy 

(VMAT).Methods: The thorax phantom from the Radiological Physics Center 

(RPC) was used for this study. IMRT and VMAT plans were created for the 

phantom in the Eclipse 11.0 treatment planning system. Each  plan was 

delivered to the phantom three times using a Varian Clinac iX linear accelerator 

to ensure reproducibility. Thermoluminescent dosimeters (TLDs) and 

Gafchromic EBT2 film were placed inside the phantom to measure delivered 

doses. The measurements were compared with dose calculations from AXB 

11.0.21 and the anisotropic analytical algorithm (AAA) 11.0.21. Two dose 

reporting modes of AXB,  dose-to-medium in medium (Dm,m) and dose-to-

water in medium (Dw,m), were studied. Point doses, dose profiles, and gamma 

analysis were used to quantify the agreement between measurements and 

calculations from both AXB and AAA. The computation times for AAA and AXB 

were also evaluated.Results: For the RPC lung phantom, AAA and AXB dose 

predictions were found in good agreement to TLD and film measurements for 

both IMRT and VMAT plans. TLD dose predictions were within  0.4%-4.4% to 

AXB doses (both Dm,m and Dw,m); and within 2.5%-6.4% to AAA doses, 
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respectively. For the film comparisons, the gamma indexes (+/-3%3 mm criteria) 

were 94%, 97%, and 98% for AAA, AXB_Dm,m, and AXB_Dw,m, respectively. 

The differences between AXB and AAA in dose-volume histogram mean doses 

were within 2% in the planning target volume, lung, heart, and within 5% in the 

spinal cord.  However, differences up to 8% between AXB and AAA were found 

at lungsoft tissue interface regions for individual IMRT fields. AAA was found to 

be 5-6 times faster than AXB for IMRT, while AXB was 4-5 times faster than 

AAA for VMAT plan.Conclusions: AXB is satisfactorily accurate for the dose 

calculation in lung cancer for both IMRT and VMAT plans. The differences 

between AXB and AAA are generally small except in heterogeneous interface 

regions. AXB Dw,m and Dm,m calculations are similar inside the soft tissue and 

lung regions. AXB can benefit lung VMAT plans by both improving accuracy 

and reducing computation time. 
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RESUMEN / SUMMARY:  - Context.-The diagnosis and treatment of non-small cell 

lung cancer have changed dramatically in the past few years. The discovery of 

activating mutations in the  tyrosine kinase domain of the epidermal growth 

factor receptor and the use of drugs that successfully target those mutations are 

among the key advances that have led to a shift in the practice of oncology and 

pathology, with perhaps the greatest effect on the field of cytology. Objectives.-

To present the perspective  of a practicing thoracic pathologist and 

cytopathologist on the developments that have changed practice and to place 

those changes in a broader context. Data Sources.-Literature review, studies 

undertaken or participated in by the author,  and personal experience. 

Conclusions.-Cytologists are in an ideal position to influence appropriate testing 

and treatment in the era of targeted therapy. Lung  pathology has led the way in 

the era of targeted therapy, in no small part due to cytology. 
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RESUMEN / SUMMARY:  - We retrospectively analyzed overdosing-related toxicity 

and prognosis in 127 women with lung cancer receiving carboplatin (6AUC) 

estimated by the Cockcroft-Gault formula using actual body weight and 

paclitaxel (200 mg/m(2)). Between the body mass index (BMI) > 25 group (n = 

42) and the BMI </= 25 group (n = 85), there was no difference in dose intensity 

of carboplatin (122 mg/m(2)/week vs. 124 mg/m(2)/week, p = .323), median 

overall survival (285 days vs. 282 days,  p = .820), and toxicity, except Grade 4 

neutropenia in the second cycle. Women with BMI > 25 did not have an 

increased risk of toxicity because of an appropriate dose reduction. 
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RESUMEN / SUMMARY:  - Background:We examined the potential of metformin 

(MET) to enhance non-small cell lung cancer (NSCLC) responses to ionising 

radiation (IR).Methods:Human NSCLC cells, mouse embryonic fibroblasts from 

wild-type and AMP-activated kinase (AMPK) alpha1/2-subunit(-/-) embryos 

(AMPKalpha1/2(-/-)-MEFs) and NSCLC tumours grafted  into Balb/c-nude mice 

were treated with IR and MET and subjected to proliferation, clonogenic, 

immunoblotting, cell cycle and apoptosis assays and immunohistochemistry 

(IHC).Results:Metformin (2.5 muM-5 mM) inhibited proliferation and radio-

sensitised NSCLC cells. Metformin (i) activated the ataxia telengiectasia-

mutated (ATM)-AMPK-p53/p21(cip1) and inhibited the Akt-mammalian target of 

rapamycin (mTOR)-eIF4E-binding protein 1 (4EBP1) pathways, (ii) induced G1 
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cycle arrest and (iii) enhanced apoptosis. ATM inhibition blocked MET and IR 

activation of AMPK. Non-small cell lung cancer cells with inhibited AMPK and 

AMPKalpha1/2(-/-)-MEFs were resistant to the antiproliferative effects of MET 

and IR. Metformin or IR inhibited xenograft growth and combined treatment 

enhanced it further than each treatment alone. Ionising radiation and MET 

induced (i) sustained activation of ATM-AMPK-p53/p21(cip1) and inhibition of 

Akt-mTOR-4EBP1 pathways in tumours, (ii) reduced expression of 

angiogenesis and (iii) enhanced expression of apoptosis 

markers.Conclusion:Clinically achievable MET doses inhibit NSCLC cell and 

tumour  growth and sensitise them to IR. Metformin and IR mediate their action 

through an ATM-AMPK-dependent pathway. Our results suggest that MET can 

be a clinically useful adjunct to radiotherapy in NSCLC. 
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RESUMEN / SUMMARY:  - BACKGROUND: The reliable identification of non-small 

cell lung cancers (NSCLC) with chromosomal breaks in the gene of the 

anaplastic lymphoma kinase (ALK) is crucial for the induction of therapy with 

ALK-inhibitors. In order to ensure a reliable detection of ALK-breaks by means 

of fluorescence in situ hybridization (FISH) testing, round robin tests are 

essential. In preparation of a nation (German)-wide round robin test we initiated 

a pre-testing phase involving 8 experts in FISH-diagnostics to identify NSCLC 

cases (n=10) with a pre-tested ALK-status. In addition, ALK 

immunohistochemistry (IHC) was performed to assess ALK protein expression. 

MATERIAL AND METHODS: Sections derived from a tissue microarray, each 

consisting of 3 cores from 10 NSCLC cases, were independently tested for ALK 

protein expression by IHC and genomic ALK-breaks by FISH involving 8 

institutes of pathology. Based on a pre-screening, 5 cases were identified to be 

clearly ALK-break negative, whereas the remaining 5 cases were ALK-break 
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positive including one case with low percentage (20%) of positive cells. The 

latter had been additionally tested by RT-PCR. RESULTS: The 5 unequivocal 

ALK-break negative NSCLC were almost consistently scored negative by 

means of FISH and IHC by all 8 experts. Interestingly, 4 of the 5 cases with pre-

defined ALK-breaks revealed homogenous FISH results whereas IHC for the 

detection of ALK  protein expression showed heterogeneous results. The 

remaining case (low number of ALK-break positive cells) was scored negative 

by 3 experts and positive by the other 5. RT-PCR revealed the expression of an 

EML4-ALK fusion gene variant 1. CONCLUSION: ALK-break negative NSCLC 

cases revealed concordant homogeneous results by means of FISH and IHC 

(score 0-1) by all 8 experts. Discordant FISH results were raised in one ALK-

break positive case with a low number of affected  tumor cells. The remaining 4 

ALK-break positive cases revealed concordant FISH data whereas the ALK-IHC 

revealed very diverse results. The cases with concordant FISH results provide 

an excellent basis for round robin ALK-FISH testing. As long as standardized 

ALK-IHC protocols are missing, ALK protein expression cannot by regarded as 

the method of choice for identification of patients eligible for treatment with ALK 

inhibitors. 
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RESUMEN / SUMMARY:  - Bromelain is a mixture of proteolytic enzymes that is 

capable of hydrolyzing glycosidic linkages in glycoprotein. Glycoprotein’s are 

ubiquitously distributed  throughout the body and serve a variety of physiologic 

functions. Faulty glycosylation of proteins may lead to cancer. Antitumor 

properties of bromelain have been demonstrated in both, in vitro and in vivo 

studies, along with scanty anecdotal human studies. Various mechanistic 

pathways have been proposed to explain the anticancer properties of 

bromelain. However, proteolysis by bromelain has been suggested as a main 

pathway by some researchers. MUC1 is a glycoprotein  that provides tumor 

cells with invasive, metastatic, and chemo-resistant properties. To date, there is 

no study that examines the effect of bromelain on MUC1. However, the viability 

of MUC1 expressing pancreatic and breast cancer cells are adversely affected 
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by bromelain. Further, the efficacy of cisplatin and 5-FU are enhanced by 

adjuvant treatment with bromelain, indicating that the barrier function of MUC1 

may be affected. Other studies have also indicated that  there is a greater 

accumulation of 5-FU in the cell compartment on treatment with 5-FU and 

bromelain. Malignant peritoneal mesothelioma (MPM) expresses MUC1 and 

initial studies have shown that the viability of MPM cells is adversely affected  

by exposure to bromelain. Further, bromelain in combination with either 5-FU or 

cisplatin, the efficacy of the chemotherapeutic drug is enhanced. Hence, current  

evidence indicates that bromelain may have the potential of being developed 

into  an effective anticancer agent for MPM. 
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INSTITUCIÓN / INSTITUTION:  - Department of Radiation Oncology, VU University 

Medical Center, Amsterdam, The Netherlands. 

RESUMEN / SUMMARY:  - Intrafraction change in tumor position (Delta) was 

evaluated for stereotactic lung radiotherapy delivered with flattening filter free 

volumetric modulated arc  therapy. In 140 fractions from 32 patients mean Delta 

(+/-SD) was -0.7+/-1.4mm (vertical), -0.7+/-1.3mm (longitudinal) and +0.2+/-

1.2mm (lateral) with mean vector 2.1+/-1.2mm. Mean delivery time was 4.4+/-

3.4min (mean beam-on 1.9+/-0.4min). 
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RESUMEN / SUMMARY:  - Nuclear factor (erythroid derived 2)-like 2 (NRF2, gene 

name NFE2L2) gene mutations have been previously identified in lung cancers. 

The constitutive activation of NRF2 resulting from gene mutations has been 

correlated with the poor prognosis of patients with squamous cell lung cancer. 

However, DNA sequencing using PCR methods described to date is time-

consuming and requires significant quantities of DNA. Thus, this existing 

approach is not suitable for a routine pre-therapeutic screening program. We 

genotyped the NRF2 gene mutation status in 262 surgically treated lung cancer 

cases using LightCycler analysis. The presence of the NRF2 gene mutation 

was confirmed by direct sequencing. We detected 6 cases (2.3%) with NRF2 

gene mutations in our cohort, particularly smokers (P=0.04) with squamous 

histology (P=0.0001). NRF2 gene mutations were present in 10% (6/60) of the 

lung squamous cell carcinoma (SqCC) cases. The NRF2  gene mutation was 

exclusive of epidermal growth factor receptor mutations. The NRF2 gene 

mutation occurred with a tendency towards a higher frequency in male patients. 

Patients with the NRF2 gene mutation (n=22, 11 succumbed to disease) had a 

significantly worse prognosis when compared with the patients with the wild-

type NRF2 gene (n=521, 98 succumbed to disease) from a larger cohort study 

(log-rank test, P<0.0001) even upon multivariate analysis. In our study, NRF2 

gene mutations played a role in the prognosis of patients with SqCC of the lung. 
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TÍTULO / TITLE:  - Differential immunohistochemical localization of desmosomal 

plaque-related proteins in non-small-cell lung cancer. 
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RESUMEN / SUMMARY:  - AIMS: Immunohistochemistry is a highly valuable and 

widely used tool in the subtyping of lung carcinomas. The aim of this study was 

to identify markers for the differential diagnosis of non-small-cell carcinomas. 

METHODS AND RESULTS: We  report on the immunohistochemical 

localization of plakophilin-1 (PKP1), keratin-15 (KRT15) and desmoglein-3 

(DSG3) intercellular adhesion proteins in samples from 75 primary non-small-

cell lung cancers in non-treated patients. The  staining pattern of these proteins 

differed between squamous cell carcinomas and  adenocarcinomas, with no 

membrane staining in the latter. Membrane staining for all three proteins was 

characteristic of squamous cell carcinomas. We observed a  relationship 

between the presence/absence of these proteins in the membranes of 
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squamous cell carcinomas and the differentiation grade, with more intense 

staining in better differentiated areas. CONCLUSIONS: Staining for these 

proteins marked intercellular junctions that are characteristic of stratified 

squamous epithelium and of neoplasias with this type of differentiation, and can 

be useful in the diagnosis of patients with squamous cell carcinoma of the lung. 

The high specificity of membrane staining for PKP1 and DSG3 and high 

sensitivity of cytoplasmic and membrane staining for KRT15 for the diagnosis of 

squamous cell carcinoma may be useful for the differential diagnosis of non-

small-cell carcinomas. 
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[309] 

TÍTULO / TITLE:  - MicroRNA-98 sensitizes cisplatin-resistant human lung 

adenocarcinoma cells by up-regulation of HMGA2. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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RESUMEN / SUMMARY:  - This study was done to explore the role of microRNA-98 

(miR-98) in cisplatin sensitization in human lung adenocarcinoma cell line. 

Differential expressions of miRNAs were analysed between cisplatin-resistant 

human lung adenocarcinoma cell line A549/DDP and its parental cell A549 by 

miRNAs microarray, of which 14 miRNAs were showed to be significantly (>2-

fold) up-regulated and 8 miRNAs had marked down-regulation (<0.5-fold) in 

A549/DDP cells compared with in A549 cells. MiR-98, a member in the let-7 

family, acts as a negative regulator in the expression of HMGA2 (high mobility 

group A2) oncogene, and it has been shown to have a nearly 3-fold decrease in 

A549/DDP cells. We found that elevated expression of miR-98 led to a higher 

sensitivity of A549/DDP cells to cisplatin,  and the protein level of HMGA2, was 

clearly up-regulated in both A549/DDP and A549 cells by miR-98. Moreover, 

both Bcl-XL and Bcl-2, were down-regulated in the Pre-miR-98™ transfectants 

cells. We for the first time demonstrated that the expression of miR-98 

increases cells spontaneous apoptosis and sensitizes cells to cisplatin at least 

in part via HMGA2 up-regulation. Our findings provided insight into some 

specific miRNAs in lung cancer as potential therapeutic targets. 
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TÍTULO / TITLE:  - Clinical significance and biological roles of SPAG9 

overexpression in non-small cell lung cancer. 
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RESUMEN / SUMMARY:  - To investigate the expression pattern of SPAG9 protein 

and its clinical significance in human non-small cell lung cancer (NSCLC). We 

checked a panel of 120 NSCLC tissues and 20 corresponding normal lung 

tissues by immumohistochemistry. We observed negative staining in the normal 

bronchial epithelia and positive staining of SPAG9 in 63 out of 120 (52.5%) 

NSCLC samples.  Overexpression of SPAG9 correlated with poor tumor 

differentiation (p=0.002), advanced p-TNM stage (p=0.0001), nodal metastasis 

(p=0.0061) and poor overall survival (p=0.0001). We silenced SPAG9 gene in 

A549 and H1299 cells by specific siRNA and found that silencing SPAG9 

expression inhibited cell growth and invasion. In addition, the protein and mRNA 

levels of MMP9 were also down-regulated in SPAG9 knocked down cells. 

Further research demonstrated SPAG9 depletion could inhibit the activity of p-

JNK. In conclusion, SPAG9 might act as  an important promoter in lung cancer 

progression and invasion via MMP9 regulation and JNK activation. 
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TÍTULO / TITLE:  - Clinical perspective of afatinib in non-small cell lung cancer. 
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RESUMEN / SUMMARY:  - Reversible ATP-competitive inhibitors targeting the 

epidermal growth factor receptor (EGFR) have been established as the most 

effective treatment of patients with advanced non-small cell lung cancer 

(NSCLC) harboring “activating” mutations in exons 19 and 21 of the EGFR 

gene. However, clinical activity is limited by acquired resistance which on 

average develops within 10 months of continued treatment. The mechanisms 

for acquired resistance include selection of the EGFR T790M mutation in 

approximately 50% of cases, and MET gene amplification, PIK3CA  gene 
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mutation, transdifferentiation into small-cell lung cancer and additional rare or 

unkown mechanisms. Afatinib is a small molecule covalently binding and 

inhibiting the EGFR, HER2 and HER4 receptor tyrosine kinases. In preclinical 

studies, afatinib not only inhibited the growth of models with common activating  

EGFR mutations, but was also active in lung cancer models harboring wild-type 

EGFR or the EGFR L858R/T790M double mutant. Clinical efficacy of afatinib 

has been extensively studied in the LUX-Lung study program. These trials 

showed promising efficacy in patients with EGFR-mutant NSCLC or enriched 

for clinical benefit from EGFR tyrosine kinase inhibitors gefitinib or erlotinib. 

Here we review the current status of clinical application of afatinib in NSCLC. 

We also discuss clinical aspects of resistance to afatinib and strategies for its 

circumvention. 
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TÍTULO / TITLE:  - Gene Expression Profiling for Early-Stage NSCLC. 
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RESUMEN / SUMMARY:  - Lung cancer is the leading cause of cancer-related 

death in both developed and developing countries with unacceptably high 

mortality even for early-stage cancers. Present guidelines do not recommend 

adjuvant chemotherapy for stage I non-small cell lung carcinoma and prompts a 

search for a prognostic marker that would separate stage I patients into 2 

groups, those who would benefit and those  who would not benefit from 

adjuvant treatment. Studies during the last decade showed that the gene 

expression profiling can be the biomarker being sought. Many gene expression 

profiling have been found and reported from the analysis of surgical specimens 

of resected lung cancers during the last decade, and many of them had been 

shown to have an excellent predictive accuracy. These profiles used in the 

studies had not only different gene combinations but also different number of 

genes and methods of identification. Researchers have used microarray 

assays,  RT-quantitative polymerase chain reaction, and more recently 

microRNA-based techniques to achieve this goal. Unfortunately, most of the 

profiles were not sufficiently validated and/or were not used in prospective 

phase III studies. This review focuses on major studies in the field, future 

prospects, as well as the lessons learned so far. It is shown that the gene 

expression profiles have a  good chance of being implemented in future 

everyday practice. 
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TÍTULO / TITLE:  - Furanodiene Presents Synergistic Anti-proliferative Activity 

With Paclitaxel Via  Altering Cell Cycle and Integrin Signaling in 95-D Lung 

Cancer Cells. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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RESUMEN / SUMMARY:  - Furanodiene (FUR) is a natural terpenoid isolated from 

Rhizoma Curcumae, a well-known Chinese medicinal herb that presents anti-

proliferative activities in  several cancer cell lines. Recently, we found that the 

combined treatment of FUR  with paclitaxel (TAX) showed synergetic anti-

proliferative activities in 95-D lung cancer cells. Herein, we showed that FUR 

reduced the cell numbers distributed in mitosis phase induced by TAX while 

increased those in G1 phase. The protein levels of cyclin D1, cyclin B1, CDK6 

and c-Myc were all down-regulated in the group of combined treatment. The 

dramatically down-regulated expression of integrin beta4, focal adhesion kinase 

and paxillin might partially contribute to the synergic effect. Though FUR alone 

obviously induced endoplasmic reticulum stress, this signaling pathway may not 

contribute to the synergetic anti-proliferative effect as the protein expression of 

CHOP and BIP was similar in FUR alone and combined treatment group. 

Copyright © 2013 John Wiley & Sons, Ltd. 
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RESUMEN / SUMMARY:  - Genotoxic effects of hyperthermia in vitro and in vivo 

have repeatedly been reported. Short-duration heat shocks and elevated 

temperature over longer time periods have been shown to induce DNA damage, 

chromosomal damage and to inhibit DNA repair. Using the comet assay and the 
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micronucleus test, we now investigated  temperature- and time-related effects 

on DNA damage and chromosomal effects of hyperthermia on the A549 human 

lung cell line. We also related the genotoxic effects to cytotoxic effects and the 

induction of apoptosis. Our results indicate that exposure to hyperthermia (42-

48 degrees C for 30-120min) induced genotoxic effects in a temperature- and 

time-related manner. Interestingly, hyperthermia-induced DNA damage 

measured by the comet assay was not rapidly removed by post-incubation at 37 

degrees C but even increased after exposure to 48 degrees C for 60min. 

Cytotoxic effects occurred in parallel to the genotoxic effects but apoptosis was 

not significantly induced under these experimental conditions. 
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metastases? Four cases  of extrahepatic HCC. 
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RESUMEN / SUMMARY:  - AIMS AND BACKGROUND: Extrahepatic spread of 

hepatocellular carcinoma (HCC) diagnosed during the clinical course of the 

disease is not frequent; however, with the prolonged survival of HCC patients, 

the incidence of extrahepatic metastases seems to be increasing. METHODS 

AND STUDY DESIGN: We present four unusual cases of extrahepatic 

metastasis from HCC: the first concerns a patient who underwent a liver 

transplantation for HCC with cirrhosis and three years later developed 

metastases in the lung and the left orbit; the second is that of  a patient who 

developed an extraperitoneal pararectal metastasis; in the third case a large 
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osteolytic lesion developed on the left iliac bone, and in the fourth case we 

found an isolated metastasis in the left mandible. RESULTS AND 

CONCLUSIONS: These cases offer important information related to the unusual 

biology of isolated metastases from HCC after successful treatment of the 

primary cancer. 
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RESUMEN / SUMMARY:  - Exposure to higher levels of air pollution particulate 

matter (PM) with an aerodynamic diameter of less than 2.5mum (PM2.5) links 

with an increased risk of  cardiovascular and respiratory deaths and hospital 

admission as well as lung cancer. Although the mechanism underlying the 

correlation between PM2.5 exposure  and adverse effects has not fully 

elucidated, PM2.5-induced oxidative stress has  been considered as an 

important molecular mechanism of PM2.5-mediated toxicity. In this work, 

human lung epithelial A549 cells were used to further investigate the biological 

effects of PM2.5 on autophagy. The cell viability showed both time- and 

concentration-dependent decrease when exposure to PM2.5, which can be 

attributed to increase of the levels of extracellular lactate dehydrogenase (LDH) 

release and intracellular reactive oxygen species (ROS) generation in A549 

cells. Moreover, PM2.5-induced oxidative damage in A549 cells was observed 

through the alteration of superoxide dismutase (SOD) and catalase (CAT) 

activities compared to the unexposed control cells. PM2.5-induced autophagy 

was indicated by an increase in microtubule-associated protein light chain-3 

(LC3) puncta, and accumulation of LC3 in both time- and concentration-

dependent manner. PM2.5-induced mRNA expression of autophagy-related 

protein Atg5 and Beclin1 was also observed compared with those of the 

unexposed control cells. These results suggest the possibility that PM2.5-

induced oxidative stress probably plays a key  role in autophagy in A549 cells, 

which may contribute to PM2.5-induced impairment of pulmonary function. 
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RESUMEN / SUMMARY:  - PURPOSE: To ascertain whether prolonged television 

viewing time was associated with lung cancer incidence in Japanese adults 

aged 40-79 years from a nationwide  large-scale cohort study. METHODS: A 

total of 54,258 adults (23,090 men and 31,168 women) without a history of 

cancer at baseline (1988-1990) were enrolled and followed for a median of 15.6 

years. The Cox proportional hazard model was used to calculate hazard ratios 

(HRs) and 95 % confidence interval (CI) for lung  cancer according to television 

viewing time adjusted for age and other possible confounding factors. 

RESULTS: During the study period, 798 participants were diagnosed with lung 

cancer. The HR of male participants who watched television for more than 4 h 

daily was 1.36 (95 % CI 1.04-1.80) compared with <2 h/day. CONCLUSION: 

Our findings suggest that reducing the amount of time spent watching  

television may be beneficial for preventing lung cancer. 
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RESUMEN / SUMMARY:  - BACKGROUND: Sleeve pneumonectomy is a 

challenging therapeutic strategy for patients with non-small cell lung cancer 

(NSCLC) invading the carina. The aim of  this study was to illustrate common 
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indications and individual concepts for surgery and to investigate oncologic 

outcomes and complications. METHODS: Sixty-four consecutive sleeve 

pneumonectomies were performed between September 2000 and November 

2011. All patients had histologically proven central NSCLC. Data were 

retrospectively reviewed for indications, complications, and factors influencing 

long-term survival. RESULTS: Sixty-four patients underwent sleeve 

pneumonectomy for curative (n = 50, 78%) or palliative therapy (n = 14, 22%). 

Complete resection was achieved in 83%. Pathologic N2 disease was found in 

41%. Complications occurred in 41%, with severe anastomotic problems in 8% 

of cases. Thirty-day mortality was 3% (n = 2). Outcome was significantly 

influenced by pathologic nodal status with 5-year survival rates of 70%, 35%, 

and 9% for N0, N1, and N2 subgroups, respectively. Patients with multilevel N2 

disease and contraindications for chemotherapy or radiotherapy had a mean 

survival of 13 months after palliative surgery. CONCLUSIONS: Sleeve 

pneumonectomy for central NSCLC invading the carina or proximal main 

bronchus can be performed with tolerable risk and encouraging survival rates in 

selected cases. Palliative sleeve pneumonectomy displays an option in the 

absence of alternative therapeutic strategies. 
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RESUMEN / SUMMARY:  - Introduction One standard of care for advanced non-

small cell lung cancer (NSCLC) is paclitaxel plus carboplatin +/- bevacizumab. 

This two-step phase I study evaluated the feasibility of adding everolimus to 

paclitaxel plus carboplatin +/- bevacizumab for advanced NSCLC. Methods 

Adults with advanced NSCLC naive to systemic therapy were enrolled. A 

Bayesian dose-escalation model was used to identify feasible daily or weekly 

everolimus doses given with paclitaxel (200 mg/m2 q21 days) and carboplatin 

(AUC 6 mg/mL/min q21 days) (step 1) and paclitaxel (200 mg/m2 q21 days), 

carboplatin (AUC 6 mg/mL/min q21 days), and bevacizumab (15 mg/kg q21 
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days) (step 2). Primary endpoint was end-of-cycle 1 dose-limiting toxicity (DLT) 

rate. Secondary endpoints included safety; relative  dose intensities of 

paclitaxel, carboplatin, and bevacizumab; pharmacokinetics; and tumor 

response. Results Fifty-two patients were enrolled and received everolimus 5 

mg/day plus carboplatin and paclitaxel (step 1 daily; n = 13); everolimus 30 

mg/week plus carboplatin and paclitaxel (step 1 weekly; n = 13); everolimus 5 

mg/day plus carboplatin, paclitaxel, and bevacizumab (step 2 daily;  n = 13); or 

everolimus 30 mg/week plus carboplatin, paclitaxel, and bevacizumab (step 2 

weekly; n = 13). End-of-cycle 1 DLT rate was 16.7 % (step 1 daily), 30.8  % 

(step 1 weekly), 30.0 % (step 2 daily), and 16.7 % (step 2 weekly). Cycle 1 

DLTs were grade 3 neutropenia, anal abscess, diarrhea, and thrombocytopenia 

and grade 4 myalgia, cellulitis, neutropenia, febrile neutropenia, pulmonary 

embolism, and thrombocytopenia. The most common adverse events were 

neutropenia,  fatigue, anemia, and thrombocytopenia. One patient (step 2 daily) 

experienced complete response, 10 patients partial response. Conclusions The 

feasible everolimus doses given with carboplatin and paclitaxel +/- 

bevacizumab were 5 mg/day and 30 mg/week. Neither schedule was very well 

tolerated in this unselected NSCLC population. 
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RESUMEN / SUMMARY:  - BACKGROUND: Prognostic and predictive biomarkers 

are increasingly used to customise the treatment of patients with solid tumours. 

Intra- and inter-tumour heterogeneous distribution of biomarker expression is a 

potential confounder for  the use of biomarkers, as small biopsies may not 

necessarily truly reflect the pattern of biomarker expression. It may also be an 

important factor in chemo resistance, as tumours with heterogeneous biomarker 

expression may potentially harbour chemo resistant tumour clones. 

MATERIALS AND METHODS: Immunohistochemical evaluation of the 

expression of excision repair cross complementation group 1 (ERCC1), 

epidermal growth factor receptor (EGFR), class III-beta-tubulin (TUBB-3), 

thymidylate synthase (TS), Ki-67 and ribonucleotide reductase M1 (RRM1) was 

performed in 15 separate areas in each of six small microscopically completely 
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resected adenocarcinomas of the lung in order to elucidate any heterogeneous 

distribution. RESULTS: Clinically relevant biomarker heterogeneity  with respect 

to the expression of EGFR, ERCC1, RRM1, TUBB-3 and Ki-67 was observed in 

four (66%), four (66%), one (16%), three (50%) and five (83%) out of  six 

tumours, respectively. Thus, heterogeneity could potentially allocate these 

tumours erroneously into high or low expressers by chance alone, according to 

previously reported cut-off values. In contrast, TS was almost completely 

homogenously distributed. CONCLUSION: Most biomarkers examined, except 

for TS, showed clinically significant intratumour heterogeneity in 33-87% of 

tumours examined. This heterogeneity may influence results in studies 

investigating the therapeutic impact of predictive biomarkers in non-small cell 

lung cancer (NSCLC). 
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RESUMEN / SUMMARY:  - OBJECTIVE: To determine smoking trends in Japan in 

comparison with lung cancer mortality. METHODS: Age-specific smoking 

prevalence among cohorts born between 1897 and 1985 were determined for 

the period 1949-2010. The percentages of the cohorts born between 1893 and 

1979 who initiated smoking early (e.g. before the age of 20 years) were 

determined. The results were compared against lung cancer mortality rates in 

people aged 40-84 years belonging to cohorts born between 1868 and 1968. 

FINDINGS: In males, smoking prevalence was generally high, particularly 

among those born before the late 1950s, and early initiation was fairly 

uncommon. Early initiation was most common among recent birth cohorts of 

males, who showed  relatively low prevalences of smoking. In females, the 

prevalence of smoking was  generally low and early initiation was very 

uncommon, particularly among those born in the late 1930s and before the late 

1940s, respectively. Recent cohorts of females showed relatively high 

prevalences of smoking and relatively high percentages of early initiation. In 

both sexes, lung cancer mortality was generally low but increased over the 

study period. CONCLUSION: Lung cancer mortality in Japanese males was 

relatively low given the high prevalence of smoking, perhaps because early 
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initiation was fairly uncommon. Over the last four decades, however, early 

initiation of smoking has become more common in both sexes. The adverse 

effect this is likely to have on lung cancer mortality rates has probably not been 

observed because of the long time lag between smoking initiation and death 

from lung cancer. 
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RESUMEN / SUMMARY:  - INTRODUCTION: : The incidence of mesothelioma is 

rising. First-line cisplatin and pemetrexed confers a survival benefit, with a 

median progression-free survival (PFS) of 5.7 months. Sorafenib inhibits 

tyrosine kinases, including receptors for vascular endothelial growth factor, 

which are implicated in mesothelioma pathogenesis by preclinical and clinical 

data. METHODS: : Sorafenib, at 400 mg twice daily, was assessed in a single-

arm multicenter phase 2 study, using Simon’s two-stage design. Eligible 

patients had received platinum combination chemotherapy earlier. The primary 

endpoint was PFS at 6 months, with secondary endpoints, including response 

rate and metabolic response, assessed using fluorodeoxyglucose positron 

emission tomography. Published reference values for PFS in mesothelioma 

provide a benchmark for the null hypothesis of 28% progression-free at 6 

months, and for moderate or significant clinical activity of 35% or 43% 

progression-free at 6 months, respectively. RESULTS: : Fifty-three  patients 

(72%) were treated. Most had epithelioid histology. Ninety-three percent of 

patients had a performance status 0 or 1. Treatment was well tolerated with few 

grade 3 or 4 toxicities. Median PFS was 5.1 months, with 36% of patients being 

progression-free at 6 months. Nine percent of patients remained on study 

beyond 1 year. Changes in fluorodeoxyglucose positron emission tomography 

parameters did not predict clinical outcome. CONCLUSIONS: : Sorafenib is well 
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tolerated in patients with mesothelioma after completion of platinum-containing 

chemotherapy. PFS of sorafenib compares favorably with that reported for other 

targeted agents, and suggests moderate activity in this disease. 
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RESUMEN / SUMMARY:  - The role of nutrients in lung cancer aetiology remains 

controversial and has never been evaluated in the context of screening. Our 

aim was to investigate the  role of single nutrients and nutrient patterns in the 

aetiology of lung cancer in heavy smokers. Asymptomatic heavy smokers 

(>/=20 pack-years) were invited to undergo annual low-dose computed 

tomography. We assessed diet using a self-administered food frequency 

questionnaire and collected information on multivitamin supplement use. We 

performed principal component analysis identifying four nutrient patterns and 

used Cox proportional Hazards regression to assess the association between 

nutrients and nutrients patterns and lung cancer risk. During a mean follow-up 

of 5.7 years, 178 of 4,336 participants were diagnosed with lung cancer by 

screening. We found a significant risk reduction of lung cancer with increasing 

vegetable fat consumption (HR for highest vs. lowest  quartile = 0.50, 95 % CI = 

0.31-0.80; P-trend = 0.02). Participants classified in the high “vitamins and fiber” 

pattern score had a significant risk reduction of lung cancer (HR = 0.57; 95 % CI 

= 0.36-0.90, P-trend = 0.01). Among heavy smokers enrolled in a screening 

trial, high vegetable fat intake and adherence to the “vitamin and fiber” nutrient 

pattern were associated with reduced lung cancer incidence. 
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RESUMEN / SUMMARY:  - KRAS mutations define a clinically distinct subgroup of 

lung adenocarcinoma patients, characterized by smoking history, resistance to 

EGFR-targeted therapies, and adverse prognosis. Whether KRAS-mutated lung 

adenocarcinomas also  have distinct histopathological features is not well 

established. We tested 180 resected lung adenocarcinomas for KRAS and 

EGFR mutations by high-sensitivity mass spectrometry-based genotyping 

(Sequenom) and PCR-based sizing assays. All tumors were assessed for the 

proportion of standard histological patterns (lepidic, acinar, papillary, 

micropapillary, solid, and mucinous), several other  histological and clinical 

parameters, and TTF-1 expression by immunohistochemistry. Among 180 

carcinomas, 63 (35%) had KRAS mutations (KRAS+),  35 (19%) had EGFR 

mutations (EGFR+), and 82 (46%) had neither mutation (KRAS-/EGFR-). Solid 

growth pattern was significantly over-represented in KRAS+ carcinomas: the 

mean+/-s.d. for the amount of solid pattern in KRAS+ carcinomas was 27+/-

34% compared with 3+/-10% in EGFR+ (P<0.001) and 15+/-27% in KRAS-

/EGFR- (P=0.033) tumors. Furthermore, at least focal (>/=20%) solid 

component was more common in KRAS+ (28/63; 44%) compared with EGFR+ 

(2/35; 6%; P<0.001) and KRAS-/EGFR- (21/82; 26%; P=0.022) carcinomas. 

KRAS mutations were also over-represented in mucinous carcinomas and were 

significantly associated with the presence of tumor-infiltrating leukocytes and 

heavier smoking history. EGFR mutations were associated with non-mucinous 

non-solid patterns, particularly lepidic and papillary, lack of necrosis, lack of 

cytological atypia, hobnail cytology, TTF-1 expression, and never/light smoking 

history. In conclusion, extended molecular and clinicopathological analysis of 

lung adenocarcinomas reveals a novel association of KRAS mutations with 

solid histology and tumor-infiltrating inflammatory cells and expands on several 

previously recognized morphological and clinical associations of KRAS and 

EGFR mutations. Solid growth pattern was recently shown to be a strong 

predictor of aggressive behavior in lung adenocarcinomas, which may underlie 

the unfavorable prognosis associated with KRAS mutations in these 

tumors.Modern Pathology advance online publication, 26 April 2013; 

doi:10.1038/modpathol.2013.74. 
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RESUMEN / SUMMARY:  - Purpose: To test the efficacy of a simple, robust-

inspired intensity modulated radiotherapy (IMRT) planning strategy for lung 

radiotherapy designed to reduce lung dose and escalate tumor dose using 

realistic dose accumulation tools.Methods: A deformable image registration tool 

was used to plan and accumulate dose over all phases of the breathing cycle 

for conventional and robust-inspired IMRT strategies of eight nonsmall cell lung 

cancer patients exhibiting peak-to-peak respiratory motion with amplitudes 

ranging from 1 to 2 cm in the craniocaudal direction. The authors’ robust-

inspired plans were designed to have smaller beam apertures based on target 

location during exhale, combined with edge-enhanced intensity maps to ensure 

target coverage during inspiration. For these, a new planning target volume 

defined as the rPTV was generated from a  5-mm isotropic expansion of the 

clinical target volume (CTV) on end-exhale combined with a boost volume, set 

to 110% of the prescription dose. Plans were evaluated in terms of (i) lung 

sparing and (ii) dose escalation for mean lung dose (MLD) isotoxicity. CTV and 

planning target volumes (PTV) coverage and lung dose were compared to the 

conventional IMRT approach.Results: Robust-inspired plans showed potential 

lung dose reductions in seven out of eight patients. For non-GTV lung, percent 

reductions of 3%-14% in MLD and 6%-15% in V20 were observed. For seven of 

eight cases, the robust-like approach yielded increased accumulated doses to 

CTV. Isotoxicity studies for MLD showed increased dose to the CTV and the 

rPTV, in the range of 104%-118% and 95%-114% of prescription dose, 

respectively.Conclusions: A 4D dose calculation based on deformable image 

registration was used to evaluate a robust-inspired planning strategy for lung 

radiotherapy. This method offers notable reductions to lung dose while 

improving  tumor coverage through the use of reduced geometric margins 

combined with edge enhancements. 
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RESUMEN / SUMMARY:  - Abstract Radioresistance is one of the main reasons for 

the failure of radiotherapy in lung cancer. The aim of this study was to establish 

a radiation-resistant lung cancer cell line, to evaluate whether CpG 

oligodeoxyribonucleotide (CpG-ODN) 7909 could increase its radiosensitivity 

and to explore the relevant mechanisms. The radioresistant cell line, referred to 

as  R-A549, was generated by reduplicative fractionated irradiation from the 

human lung adenocarcinoma cell line A549. The radioresistance of R-A549 

cells were confirmed by the Cell Counting Kit-8 (CCK-8), cell viability assay, and 

clonogenic assay. Cell growth kinetics, morphological feature, and 

radiosensitivity were compared between the original A549 cells and R-A549 

cells treated with or without CpG-ODN 7909 or radiation. To further explore the 

potential mechanisms of radiosensitivity, the cell cycle distributions and the 

expression of Toll-like receptor 9 (TLR-9) were examined by Western blot and 

flow cytometry. The R-A549 cell line was generated and its radioresistance was 

further confirmed. CpG-ODN 7909 was found to increase much more 

radiosensitivity of R-A549 cells under combined treatments with CpG-ODN 

7909 and radiation compared with its control group without any treatments. 

They presented their respective D0 1.33+/-0.20 Gy versus 1.76+/-0.25 Gy with 

N 3.44+/-1.01 versus 4.96+/-0.32. Further, there was a larger cell population of 

R-A549 cells under combined treatment in the G2/M phase compared with the 

control group after treatment with  CpG-ODN7909 or radiation alone at 24 and 

48 hour. The expression level of TLR-9 in R-A549 cells was found higher than 

in A549 cells. These results suggested that CpG-ODN 7909 increased the 

radiosensitivity of R-A549 cells, which might be mediated via the upregulated 

TLR-9 and prolonged cell cycle arrest in the G2/M phase compared with A549 

cells. 
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RESUMEN / SUMMARY:  - Sevoflurane, an inhalational anesthetic, and cisplatin 

(DDP)-based chemotherapy have been widely used during lung cancer surgery. 

However, the effect of sevoflurane on the sensitivity of lung cancer cells to DDP 

chemotherapy remains unclear. In this study, the effects of combined treatment 

with sevoflurane and cisplatin on the growth and invasion of human lung 

adenocarcinoma A549 cell line  have been investigated. The underlying 

mechanism has also been explored. In our experiment, A549 cells were treated 

with 2.5% sevoflurane, 10mumol/L DDP, or the  co-treatment of sevoflurane 

and DDP for 4h, respectively. Cell proliferation was  evaluated by the MTT 

assay and colony formation assay. Apoptosis was assessed by  flow cytometry. 

Cell invasion was detected by Transwell assay. The expressions of X-linked 

inhibitor of apoptosis protein (XIAP), Survivin, matrix metalloproteinase (MMP)-

2 and MMP-9 were determined by western blotting. Our results showed that 

sevoflurane combined with DDP resulted in a more pronounced inhibition of 

tumor cells growth and invasion as compared with either drug alone. Besides, 

XIAP, Survivin, MMP-2, and MMP-9 were downregulated more significantly by 

the co-treatment of the two drugs as compared to sevoflurane treatment or DDP  

treatment alone. Taken together, the growth-inhibitory and invasion-inhibitory 

synergy between sevoflurane and DDP in human adenocarcinoma A549 cell 

line was found in this study. Furthermore, we showed that the growth-inhibitory 

synergy between sevoflurane and DDP might be associated with the 

downregulation of XIAP and Survivin, and the invasion-inhibitory synergy 

between sevoflurane and DDP might be involved in the downregulation of 

MMP-2 and MMP-9. 
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RESUMEN / SUMMARY:  - Although the expression pattern and biological functions 

of ataxia-telangiectasia group D complementing gene (ATDC) had been 
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implicated in several types of cancer, the roles and potential mechanisms of 

ATDC in lung cancer cell invasion are still ambiguous. In this study, we used 

gain- and loss-of-function analyses to explore  the roles and potential 

mechanisms of ATDC in lung cancer cell invasion. siRNA knockdown of ATDC 

impaired cell invasion in A549 and H1299 cell lines, and its overexpression 

promoted cell invasion in HBE cell line. ATDC may contribute to the invasive 

ability of lung cancer cells by promoting the expression of invasion-related 

matrix metalloproteinase 9 (MMP-9). In addition, ATDC increased  activating 

protein 1 (AP-1) reporter luciferase activity and the protein and mRNA levels of 

c-Jun and c-Fos. We further demonstrated that the roles of ATDC on cell 

invasion, MMP-9 upregulation, and AP-1 activation were dependent on 

extracellular signal-regulated protein kinase (ERK) and c-Jun N-terminal kinase 

(JNK) pathway activation, and ERK inhibitor U0126 or JNK inhibitor SP600125 

blocked these effects of ATDC. These results suggested that ATDC upregulates 

MMP-9 to promote lung cancer cell invasion by activating ERK and JNK 

pathways. 
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RESUMEN / SUMMARY:  - CCL19/chemokine receptor 7 (CCR7) has been found 

to be associated with tumor growth, angiogenesis, invasion, and lymph node 

metastasis. Our previous study demonstrated that CCR7 overexpressed in non-

small cell lung cancer (NSCLC) and had close relationship with tumor invasion 

and lymph node metastasis. However, the molecular mechanism of CCR7 

promoting invasion of human NSCLC cells is still  unclear. In this study, we 

demonstrated that human lung adenocarcinoma A549 cells treated with 

recombinant human CCL19 could obviously upregulate the expression of Sp1 

and heparanase at both the mRNA and protein levels. After blockage of CCR7, 

Sp1 and heparanase expressions were inhibited. Following inhibition of Sp1, 

heparanase expression was downregulated. The analysis showed the promoter 

region  of heparanase gene containing a number of potential sp1 binding sites 

(5’-GGGGC-3’). Chromatin immunoprecipitation analysis demonstrated that Sp1 

could bind to the heparanase promoter. Cell invasion assays showed that the 
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invasion ability of A549 cells was increased with CCL19 incubation compared to 

the control cells. These results suggested that CCL19/CCR7 may upregulate 

the expression of heparanase via Sp1 and contribute to the invasion of A549 

cells. 
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RESUMEN / SUMMARY:  - BACKGROUND: The metastasis-associated gene 1 

(MTA1) has been identified as one critical regulator of tumor metastasis. 

Previously, we identified miR-125b as a downregualted miRNA in non-small cell 

lung cancer (NSCLC) cell line upon MTA1 depletion. However, the role of miR-

125b and MTA1 in the regulation of NSCLC metastasis remains unclear. 

METHODS: Stable MTA1 knockdown NSCLC cell lines 95D and SPC-A-1 were 

established by transfection with MTA1 shRNA. The effects of MTA1 depletion 

on the expression of miR-125b and cell migration and invasion were examined 

by real-time PCR, wound healing and matrigel invasion assay. RESULTS: 

MTA1 knockdown led to the upregulation of miR-125b level in NSCLC cells. 

Furthermore, MTA1 knockdown reduced while miR-125b inhibitor enhanced cell 

migration and invasion of NSCLC cells. Notably, miR-125b inhibitor antagonized 

MTA1 siRNA induced inhibition of cell migration and invasion. CONCLUSION: 

MTA1 and miR-125b have antagonistic effects on the migration and invasion of 

NSCLC cells. The newly identified MTA1-miR-125b axis will help further 

elucidate the molecular mechanism of NSCLC progression and suggest that 

ectopic expression of miR-125b is a potentially new therapeutic regimen against 

NSCLC metastasis. 
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RESUMEN / SUMMARY:  - ABSTRACT Background: Lung cancer is the leading 

cause of cancer-related deaths worldwide due mainly to late diagnosis and poor 

prognosis. Aberrant promoter methylation is an important mechanism for 

silencing of tumor suppressor genes during carcinogenesis and a promising tool 

for the development of molecular biomarkers. Methods: We evaluated the p16, 

RASSF1A, and FHIT genes promoter methylation status in peripheral blood 

DNA between 200 lung cancer patients and 200 normal controls by using SYBR 

green-based quantitative methylation-specific PCR (qMSP). Results: There 

were statistically significant differences in the methylation status of p16, 

RASSF1A, and FHIT between the cancer cases and controls (p16: P = .008, 

RASSF1A: P = .038, FHIT: P = .002). When the subjects were categorized into 

quartiles based on the genes methylation status, the risk of lung cancer was 

found to increase as methylation status increased (p16: Ptrend = .002, 

RASSF1A: Ptrend = .014, FHIT: Ptrend = .001). When the median of 

methylation status was used as the cutoff between high and low methylation 

status, individuals with high methylation status were at a significantly higher risk 

of lung cancer than those with low methylation status (p16: adjusted odds ratio 

= 1.597, P = .028; RASSF1A: adjusted odds ratio = 1.551, P = .039; FHIT: 

adjusted odds ratio = 1.763, P = .008). In addition, there were no significant 

correlations between p16, RASSF1A, or FHIT methylation status and gender (P 

> .05), age (P > .05), smoking history (P > .05), histological type (P > .05), or 

clinical stage (P > .05). Conclusions: These results suggest that the high 

methylation statuses of p16, RASSF1A, or FHIT genes were associated with a 

significantly increased risk of lung cancer; the risk of lung cancer increased as 

the methylation status increased. Further investigation of their definitive 

usefulness in clinical practice is warranted. 
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RESUMEN / SUMMARY:  - Claudin-4 (CL-4) is a tight junction-associated protein 

that is expressed in most epithelial cells but absent in mesothelial cells. The 

purpose of this study is to evaluate the utility of CL-4 immunostaining for 

assisting in the differential diagnosis of mesothelioma. Sixty mesotheliomas (40 

epithelioid, 10 biphasic, and  10 sarcomatoid), 185 carcinomas of different 

origins that can potentially be confused with mesotheliomas, 37 soft-tissue 

sarcomas, and 5 melanomas were investigated for CL-4 expression. All 60 

mesotheliomas were CL-4 negative. In contrast, 169 (91%) of 185 carcinomas 

expressed this marker. Five of 8 desmoplastic small round cell tumors and the 

epithelial component of all 5 biphasic synovial sarcomas were CL-4 positive, 

whereas none of the remaining soft-tissue sarcomas or melanomas expressed 

this marker. It is concluded that CL-4 is a highly specific and sensitive 

immunohistochemical marker for assisting  in distinguishing epithelioid 

mesotheliomas from metastatic carcinomas to the serosal membranes. 
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RESUMEN / SUMMARY:  - BACKGROUND: Acquired resistance to epidermal 

growth factor receptor tyrosine kinase inhibitors (EGFR-TKIs) presents great 

challenges in the treatment of non-small cell lung cancer (NSCLC) patients, 

while the mechanisms are still not well understood. The beta-catenin signaling 

pathway has been found to be associated with chemoresistance and can 

activate the EGFR and its downstream pathways. This study aimed to 

investigate the role of beta-catenin in acquired resistance to EGFR-TKIs in 

NSCLC cell lines. METHODS: The expression and transcriptional activity of 

beta-catenin were measured in both the NSCLC cell line PC9 and its sub-line 
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PC9/AB2 which has acquired resistance to gefitinib. Knockdown and 

overexpression of beta-catenin in the PC9/AB2 and PC9 cells were performed. 

The cell survival rate and the activation of the EGFR and its downstream 

pathways were detected in the two cell lines after transfection. RESULTS: 

Nuclear translocation of beta-catenin was increased in the PC9/AB2 cells and 

the baseline expression of members of the beta-catenin signaling pathway was  

also higher in the PC9/AB2 cells. Knocking down the expression of beta-catenin 

increased the sensitivity of the PC9/AB2 cells to gefitinib by blocking the 

activation of the EGFR and its downstream pathways, while beta-catenin 

overexpression improved PC9 cells resistance to gefitinib by enhancing the 

activation of the EGFR and its downstream signaling. CONCLUSION: beta-

catenin plays an important role in acquired resistance to EGFR-TKIs in NSCLC 

cell lines and may be a potential therapeutic target for NSCLC patients who 

have failed to respond to targeted therapy. 
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RESUMEN / SUMMARY:  - PR (PRDI-BF1 and RIZ) domain containing proteins 

(PRDM) have been indicated to play important roles in several human cancers. 

The objectives of this study were  to determine the frequency and prognostic 

significance of PRDM1 and PRDM14 expression in a cohort of surgically 

resected non-small cell lung cancer (NSCLC)  patients. Immunohistochemistry 

and Western blotting was used to detect the expression status of PRDM1 in 

primary tumors and PRDM14 for both primary lung cancers and matched lymph 

node metastases. Univariate and multivariate analysis were performed to 

determine the association between PRDM expression and prognosis. PRDM1 

expression was observed in all NSCLC patients’ tumor samples. PRDM14 was 

found to be increased expression in 35.65 % cases (46/129) for primary tumors 

and 39.68 % cases (25/63) for paired metastatic lymph nodes. Increased 

expression of PRDM14 correlated with differentiation of tumor cells significantly 

(P = 0.008). Western blotting analysis verified that PRDM14 associated with cell  
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differentiation in NSCLC. The overall survival rates of patients with high 

PRDM14 expression and low PRDM14 expression were 41.30 and 65.06 %, 

respectively (hazard ratio: 3.051, 95 % CI: 1.752, 5.312, P < 0.0001). The 

progression-free survival rates were 34.78 % for patients in the high expression 

group and 59.03 % for patients in the low OLC1 expression group (hazard ratio: 

2.775, 95 % CI: 1.648, 4.675, P < 0.0001). Thus, our study showed that 

increased expression of PRDM14 correlated with cell differentiation of NSCLC 

cells. PRDM14 was a potential biomarker for predicting unfavorable prognosis 

in NSCLC. 
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RESUMEN / SUMMARY:  - CONTEXT: Lung carcinoma is the result of sequential 

accumulation of genetic and epigenetic changes. Lung adenocarcinoma is a 

heterogeneous disease with diverse somatic mutations, and several of them 

include the so-called driver mutations, which may serve as “druggable” 

therapeutic targets. Thus, development of personalized approaches for the 

treatment of non-small cell lung carcinoma (NSCLC) mandates that pathologists 

make a precise histologic classification inclusive of routine molecular analysis of 

such tumors. OBJECTIVE: To address the molecular mechanisms underlying 

NSCLC and how this knowledge reflects the multidisciplinary approach in the 

diagnosis and management of these patients. We  will also summarize the 

current available and investigational personalized therapies for patients with 

resectable early-stage, unresectable locally advanced, and metastatic NSCLC. 

DATA SOURCES: Peer-reviewed published literature  and personal experience. 

CONCLUSIONS: There are multiple mechanisms involved in the pathogenesis 

of lung cancer, which operate in parallel and involve pathways of activation and 

inhibition of various cellular events. Further research is essential to characterize 

the histologic and mutational profiles of lung carcinomas, which will ultimately 

translate into improved and more personalized therapeutic management of 

patients with lung cancer. 
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RESUMEN / SUMMARY:  - Sprouty1 protein belongs to a family of receptor tyrosine 

kinase-mediated signaling inhibitors, whose members are usually regulated by 

growth factors to form a negative feedback loop. Correspondingly fluctuations of 

Sprouty1 mRNA in response to single growth factors have been observed. In 

this report, we investigate Sprouty1 protein levels and show that in non-small 

cell lung carcinoma-derived cells, the expression levels are unaffected by the 

serum content in the cellular environment. Although cells harboring K-Ras 

mutations express insignificant higher Sprouty1 levels, ectopic expression of 

constitutive  active Ras in normal human lung fibroblasts fails to augment 

Sprouty1 protein content. Furthermore, serum starvation for three days has no 

influence on Sprouty1 expression and addition of serum or of singular growth 

factors leaves Sprouty protein levels unchanged. Cell cycle analysis reveals 

that Sprouty1 levels remain constant throughout the whole cell cycle. These 

data demonstrate that Sprouty1 expression is not connected with mitogenic 

signaling and cell proliferation. Copyright © 2013 John Wiley & Sons, Ltd. 
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RESUMEN / SUMMARY:  - Background: Although rapid on-site cytologic evaluation 

(ROSE) is widely used during endobronchial ultrasound-guided transbronchial 

needle aspiration (EBUS-TBNA), its role remains unclear. Objectives: The 

purpose of the present study was to evaluate the efficacy of ROSE during 

EBUS-TBNA in the diagnosis of lung cancer. Methods: One hundred and twenty 

patients highly suspected of having  lung cancer who had hilar/mediastinal 

lymphadenopathy or a tumor adjacent to the  central airway were enrolled in 

this study and randomized to undergo EBUS-TBNA with or without ROSE. 

Results: Twelve patients with visible endobronchial lesions were excluded in the 

analysis. Thus, a total of 108 patients (55 in the ROSE group, 53 in the non-

ROSE group) were analyzed. Additional procedures including EBUS-TBNA for 

lesions other than the main target lesion and/or transbronchial biopsy in the 

same setting were performed in 11% of patients in the ROSE group and 57% in 

the non-ROSE group (p < 0.001). Mean puncture number was significantly 

lower in the ROSE group (2.2 vs. 3.1 punctures, p < 0.001), and mean 

bronchoscopy time was similar between both groups (22.3 vs. 22.1 min, p = 

0.95). The sensitivity and accuracy for diagnosing lung cancer were 88 and 

89% in the ROSE group, and 86 and 89% in the non-ROSE group, respectively. 

No complications were  associated with the procedures. Conclusions: ROSE 

during EBUS-TBNA is associated  with a significantly lower need for additional 

bronchoscopic procedures and puncture number. 
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RESUMEN / SUMMARY:  - This study compared lung tumor growth in PRDX6-

overexpressing transgenic (Tg) mice and normal mice. These mice expressed 

elevated levels of PRDX6 mRNA and protein in multiple tissues. In vivo, Tg 

mice displayed a greater increase in the growth of lung tumor compared with 

normal mice. Glutathione peroxidase and calcium-independent phospholipase 2 

(iPLA2) activities in tumor tissues of Tg mice were much higher than in tumor 

tissues of normal mice. Higher tumor growth in PRDX6-overexpressing Tg mice 

was associated with an increase in activating protein-1 (AP-1) DNA-binding 

activity. Moreover, expression of proliferating cell nuclear antigen, Ki67, 

vascular endothelial growth factor, c-Jun, c-Fos, metalloproteinase-9, cyclin-

dependent kinases, and cyclins was much higher in the tumor tissues of 

PRDX6-overexpressing Tg mice than in tumor tissues of normal mice. However, 

the expression of apoptotic regulatory proteins including caspase-3 and Bax 

was slightly less in the tumor tissues of normal mice. In tumor tissues of 

PRDX6-overexpressing Tg mice, activation of mitogen-activated protein  

kinases (MAPKs) was much higher than in normal mice. In cultured lung cancer 

cells, PRDX6 siRNA suppressed glutathione peroxidase and iPLA2 activities 

and cancer cell growth, but the enforced overexpression of PRDX6 increased 

cancer cell growth associated with their increased activities. In vitro, among the 

tested MAPK inhibitors, c-Jun NH2-terminal kinase (JNK) inhibitor clearly 

suppressed the growth of lung cancer cells and AP-1 DNA binding, glutathione 

peroxidase activity, and iPLA2 activity in normal and PRDX6-overexpressing 

lung cancer cells. These data indicate that overexpression of PRDX6 promotes 

lung tumor growth via increased glutathione peroxidase and iPLA2 activities 

through the upregulation of the AP-1 and JNK pathways. 
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RESUMEN / SUMMARY:  - PURPOSE: We retrospectively analyzed the treatment 

outcomes and toxicities by hypofractionated three-dimensional conformal 

radiation therapy (RT) alone in the  patients with centrally located cT1-3N0 non-

small-cell lung cancer (NSCLC). METHODS: Sixty patients with centrally 

located cT1-3N0 NSCLC received definitive  RT alone at 3.0 Gy per fraction for 

either medical comorbidity or refusal of surgery, between January 2001 and 

December 2010. The central tumor was defined as being within 2 cm around 

the proximal bronchial tree. The median total dose was 60 (39-60) Gy. 

RESULTS: The local control (LC), overall survival (OS), and cause-specific 

survival rates at 2 and 5 years were 57.9%, 59.6%, 61.7%, and 50.1%, 33.5%, 

and 40.5%, respectively. Multivariate analyses showed that high cT  stage (p = 

0.007) and histology with NSCLC-not otherwise specified (p = 0.008) were the 

significantly unfavorable prognostic factors for OS, and that high cT stage (p = 

0.031) and poor performance state (p = 0.007) were for LC. The LC rate at 2 

years was 100% for cT1 tumor, 56.5% for cT2 tumor, and 28.6% for cT3 tumor,  

respectively. No patients experienced grade 3 or higher esophagitis, and three 

experienced grade 3 or higher pneumonitis. CONCLUSION: Hypofractionated 

RT regimen for centrally located cT1-3N0 NSCLC proved safe with minimal 

toxicity, and, based on the excellent clinical outcomes in cT1 tumors, might 

serve as an alternative option for the patients who might not tolerate 

stereotactic body radiation therapy. As the clinical outcomes in cT2-3 tumors 

were still unsatisfactory, further dose intensifying regimen coupled with the use 

of concurrent systemic chemotherapy might be warranted. 
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RESUMEN / SUMMARY:  - Standard recommendation for therapy of benign 

mediastinal cysts is surgery. Endobronchial ultrasound fine needle aspiration 

(EBUS-FNA) has been used by some  researchers as a diagnostic tool. This 

approach may be associated with severe life-threatening complications. We 

describe a case of life-threatening purulent pericardial effusion with tamponade 

by infection of a bronchogenic cyst after EBUS-FNA. 
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RESUMEN / SUMMARY:  - Lung cancer is the most common cause of cancer-

related deaths worldwide, and metastatic spread of the cancer rather than the 

primary tumor is the main cause of death. However, the molecular alterations of 

cancer cells leading to the formation of metastasis are poorly understood. This 

is partly a result of most solid tumor samples available for retrospective studies 

being archived as formalin-fixed paraffin-embedded (FFPE) specimens causing 

the nucleic acids to be highly degraded. Furthermore, stably expressed 

reference genes for normalization  of gene expression data using reverse 

transcriptase quantitative PCR (RT-qPCR) have not been identified for 

combined analysis of primary lung tumors and the tissues whereto the cancer 

metastasize. Using an optimized RT-qPCR workflow we have analyzed the 

expression of 23 candidate reference genes in a total of 54 FFPE specimens 

derived from primary Non-Small Cell Lung Cancer tumors, brain metastases, 

and lymph node metastases as well as normal lung, lymph node, and brain 

tissues. We show that every aspect of the workflow is highly reproducible,  and 

the PUM1, TBP, and IPO8 genes were identified as the most stably expressed 

reference genes among the candidates, by using the GeNorm and NormFinder 

software programs. Furthermore, we demonstrate that commonly used 
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reference genes such as  ACTB (beta-actin), GAPDH, and rRNA18S are less 

stably expressed in the studied samples. The presented workflow and the 

identified reference genes may facilitate more reliable gene expression studies 

in lung cancer using RNA from FFPE tissues. 
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RESUMEN / SUMMARY:  - BACKGROUND: Although concurrent chemoradiation 

therapy can cure stage IIIA non-small cell lung cancer (NSCLC), studies have 

demonstrated that anatomic resection following high-dose or standard-dose 

chemoradiation may benefit selected patients. We examined morbidity and 

mortality associated with 3 multimodality treatment regimens for stage IIIA 

disease. METHODS: Institutional databases identified patients with stage IIIA 

(N2) NSCLC who underwent concurrent platinum-based chemoradiotherapy 

with or without pulmonary resection between 1998 and 2011. Exclusion criteria 

included palliative regimens, sequential chemoradiotherapy, radiation-surgery 

interval greater than 12 weeks, superior sulcus tumors, or radiotherapy other 

than standard external beam radiation. Treatment-related morbidity and 

mortality were examined for the following treatment regimens: neoadjuvant 

chemoradiotherapy with 45 Gy followed by surgery  (trimodality-45); 

neoadjuvant chemoradiotherapy with 60 Gy or more followed by surgery 

(trimodality-60); and definitive chemoradiotherapy with 60 Gy or more without 

surgery (D-CRT). RESULTS: During the study period, 144 patients met 

eligibility criteria including 27 trimodality-45, 29 trimodality-60, and 88 D-CRT 

patients. Treatment-related morbidity and mortality rates for D-CRT were 74% 

[65  of 88] and 2.3% [2 of 88], respectively. Postoperative morbidity and 

mortality rates for patients who proceeded to surgery were 48% [27 of 56] and 

1.8% [1 of 56], respectively, and did not differ based on dose of neoadjuvant 

radiation. Despite varied anatomic resections and methods of bronchial closure 

and coverage, no bronchopleural fistulae were observed. CONCLUSIONS: 

Chemoradiotherapy carries  a significant morbidity profile. However, high-dose 

neoadjuvant radiation is not  associated with increased postoperative morbidity 
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or mortality relative to standard-dose radiation in patients selected for anatomic 

resection. 

 

---------------------------------------------------- 

[346] 
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RESUMEN / SUMMARY:  - Purpose: Nowadays, PET and dynamic contrast 

enhanced CT or MRI are used to assess tumor blood perfusion. Although 

[(15)O]H2O PET is the gold standard, it is hardly available for routine clinical 

practice, due to the short half-life of (15)O. However, the lack of uniformity in 

scanning and analytic methods limits the use of CT perfusion (CTP) in clinical 

trials and practice. This study compares [(15)O]H2O PET with CT based 

perfusion in lung tumors and assesses the effects of various CTP 

postprocessing and analytical methods on the CTP results using [(15)O]H2O 

PET as the reference technique.Methods: Various CTP analysis and image 

postprocessing methods were assessed. Furthermore, parametric images were 

obtained using the Slope method. Volumes of interests were defined using 

several  different segmentation methods including Hounsfield unit based 

contouring thresholds, both with and without framewise application of dynamic 

contouring thresholds to exclude lung tissue or intravascular contrast. A head-

to-head comparison of tumor perfusion obtained by CTP and [(15)O]H2O PET 

was performed using linear regressions, Bland-Altman plots, and an intraclass 

correlation coefficient (ICC). In addition, the different postprocessing methods 

were compared reciprocally.Results: In six lung cancer patients, perfusion 

assessed using CTP studies combined with the Slope method correlated best 

with [(15)O]H2O  PET (ICC = 0.88; R(2) = 0.89; Y = 0.80). The Mullani-Gould 

method showed best correlation with the Slope method (ICC >/= 0.71; R(2) >/= 

0.80; Y = 0.71-1.35). These correlations were obtained using dynamic 

contouring thresholds and show the influence of CTP postprocessing 

methods.Conclusions: Tumor perfusion assessed by  CTP in combination with 

dynamic contouring thresholds using the Slope method correlates well with 

[(15)O]H2O PET. This suggests that CTP can be used as a method to evaluate 

tumor perfusion in lung cancer. 
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RESUMEN / SUMMARY:  - microRNAs (miRNAs) are a class of non-coding small 

RNAs that act as negative regulators of gene expression by binding to the 3’-

untranslated region (3’-UTR) of target mRNAs. Tumor protein p53, a 

transcriptional factor, plays an important  role in the progression of 

tumorigenesis. miR-150 was the only miRNA predicted to target 3’-UTR of p53 

by Targetscan. In order to investigate the function of miR-150, p53 and relevant 

miRNAs in non-small cell lung cancer (NSCLC), we constructed two expression 

vectors of p53 (pcDNA3.1-p53 and pcDNA3.1-p53-3’-UTR)  and two report 

vectors (pGL3-p53-3’-UTR and pGL3-p53-3’-mUTR). The activity of luciferase 

transfected with miR-150 mimics was lower by 30% when compared to that of 

the miRNA-negative control (miRNA-NC). Moreover, the p53 protein was 

downregulated by at least 50% when miR-150 mimics were cotransfected with 

pcDNA3.1-p53-3’-UTR when compared to miRNA-NC. We also determined the 

expression  of miR-150 and p53 in NSCLC patient tissue samples. The 

expression of miR-150 in  T2 stage tissue samples was higher than that in T1 

stage tissue samples. The corresponding target gene p53 was correlated with 

miR-150 expression. In the present study, we further analyzed the cell cycle 

distribution. The cells transfected with pcDNA3.1-p53 were significantly arrested 

in the G1 phase when compared to the control cells. When miR-150 mimics 

were cotransfected with pcDNA3.1-p53-3’-UTR, the percentage of cells in the 

G1 phase was significantly lower by 4% when compared to miRNA-NC. To 

identify miRNAs that are regulated by the p53 protein, qRT-PCR was performed 

after pcDNA3.1-p53 transfection. miR-34ª,  miR-184, miR-181ª and miR-148 

were upregulated significantly. However, there was  no distinct difference in the 

expression of miR-10ª, miR-182 and miR-34c. Our results showed that miR-150 

targets the 3’-UTR of p53, and p53 protein promotes the expression of miRNAs 

which affect cell cycle progression. These findings suggest that miR-150, p53 

protein and relevant miRNAs are members of a regulatory network in NSCLC 

tumorigenesis. 
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RESUMEN / SUMMARY:  - Purpose: In treatment planning of the lung tumor with 

4D-CT, maximum-intensity-projection (MIP) images have been used for 

delineation of the gross tumor volume plus motion or iGTV, which can then be 

revised with the multiple phases of the 4D-CT images. Although majority of 

contouring can be performed with MIP, the MIP images are not recommended 

for delineation of iGTV if the tumor is near or connected to the diaphragm or 

other structures of a similar  density due to insufficient contrast between the 

tumor and the surrounding tissues in the MIP images. To remedy this 

shortcoming, the authors developed a new weighted MIP (wMIP) from cine CT 

without respiratory gating for contouring the iGTV.Methods: The wMIP images 

are obtained by keeping one phase of the cine CT images with the largest 

tumor in the overlap region of the tumor and the diaphragm. Outside the overlap 

region, the wMIP images are identical to the MIP images. Both MIP and wMIP 

images are obtained without respiratory gating from cine CT.Results: The 

authors demonstrated in a study of seven patients that wMIP  can achieve 92% 

of the iGTV from 4D-CT. The maximum surface separation of the two iGTVs 

between wMIP and 4D-CT was 1.7 mm and six out of the seven studies had 

less than 1 mm in surface separation between the iGTVs of wMIP and 4D-

CT.Conclusions:  This development has the potential of enabling many CT 

scanners capable of cine CT to assess the respiratory motion of a lung tumor 

without 4D-CT. 
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RESUMEN / SUMMARY:  - BACKGROUND: Well-differentiated papillary 

mesothelioma (WDPM) is a rare variant of epithelioid mesothelioma and is 

considered to be associated with good prognosis due to its clinically indolent 

behavior and long survival. Most reported cases involve the peritoneum of 

women at reproductive age with no history of exposure to asbestos, with pleural 

involvement being less common. The  optimal management, including the role 

of chemotherapy in the treatment of WDPM,  remains unsettled. PATIENTS 

AND METHODS: The authors describe two cases of WDPM in women of the 

same family (siblings); the elder with WDPM of the pleura and peritoneum with 

a 12-year survival period and the younger with a WDPM of the peritoneum 

diagnosed in 2011 and uveal melanoma diagnosed in 2012. Neither patient had 

any known exposure to asbestos fibers or any other mineral carcinogens. 

RESULTS: After the concurrent diagnosis of WDPM and uveal melanoma,  

genetic diagnosis was carried out taking into consideration that these two 

malignancies were recently associated with hereditary BAP1 gene mutations 

and it  was positive for both the patients. CONCLUSIONS: To our knowledge, 

this is the first description of WDPM in two siblings who also presented with a 

germline BAP1 mutation. This article provides evidence of the wide clinical 

spectrum of cancer  susceptibility associated with a BAP1 germline mutation. 
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RESUMEN / SUMMARY:  - Approximately one third of patients with non-small cell 

lung cancer have unresectable stage IIIA or stage IIIB disease; combined 

cytotoxic chemotherapy and radiation therapy delivered concurrently has been 

established as the standard treatment for such patients. Despite many clinical 

trials that tested several different radiochemotherapy combinations, it seems 

that a plateau of efficiencies at the acceptable risk of complications has been 

reached. Clinical studies indicate that the improved efficacy of 

radiochemotherapy is associated with the radiosensitizing effects of 

chemotherapy. Improvement of outcomes of this combined modality by 
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developing novel radiosensitizers is a viable therapeutic strategy. In addition to 

causing cell death, ionizing radiation also induces a many-faceted signaling 

response, which activates numerous prosurvival pathways that lead to 

enhanced proliferation in the endothelial cells and increased vascularization in 

tumors. Radiation at doses used in the clinic activates cytoplasmic 

phospholipase A2, leading to increased production of arachidonic acid and 

lysophosphatidylcholine. The former is the initial step in the generation of  

eicosanoids, while the later is the initial step in the formation of lysophosphatidic 

acid, leading to the activation of inflammatory pathways. The echinoderm 

microtubule-associated protein-like 4 anaplastic lymphoma kinase (EML4-ALK) 

is member of the insulin superfamily of receptor tyrosine kinases. The EML4-

ALK fusion gene appears unique to lung cancer and signals through 

extracellular signal regulated kinase and phosphoinositide 3-kinase. Heat shock 

protein 90 (Hsp90) is often overexpressed and present in an activated 

multichaperone complex in cancer cells, and it is now regarded as essential for 

malignant transformation and progression. In this review we focus on 

radiosensitizing strategies involving the targeting of membrane phospholipids, 

EML4-ALK, and Hsp90 with specific inhibitors and briefly discuss the 

combination  of radiation with antivascular agents. 
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RESUMEN / SUMMARY:  - We report on an unusual case of laterocervical bilateral 

metastatatic masses with unknown clinical, radiological or computer 

tomographicic detected primary site of origin. Cancer of an unknown primary 

site is a clinical syndrome, accounting for  2%-5% of patients with cancer. The 

peculiarities of our case are its evolution as fast-growing bilateral tumor masses 

with involvement of other neck structures and its unexpected origin from the 

lung, certified by complementary immunohistochemical tests following surgery, 

in the absence of any other clinical signs or any detectable lung tumor mass by 

radiological or computer tomographic tests. 
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RESUMEN / SUMMARY:  - Over the last few decades, the integration of 

chemotherapy and radiation has played a crucial role in the management of 

locally advanced non-small cell lung cancer (NSCLC). Locally advanced 

NSCLC is a very heterogeneous disease. Because of this heterogeneity, 

advanced NSCLC can be managed in various ways depending on the bulk of 

disease, the comorbidities of the patient, and the expertise and resources of the 

treating physicians and facilities. This review describes the evolution of current 

treatment strategies and predicted future changes for the management of 

locally advanced NSCLC. 
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RESUMEN / SUMMARY:  - The pathogenesis of lung cancer in the never-smokers 

could possibly be different  from the one in smokers. PPP1R13L and CD3EAP 

on chromosome 19q13.3 are mainly involved in apoptosis and transcription. 

PPP1R13L and CD3EAP variants may be associated with cancer risk. We 

addressed the effects of variants/haplotypes of PPP1R13L rs1970764 and 
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CD3EAP rs967591 and rs735482 on susceptibility of lung cancer among 

nonsmoking Chinese women. A hospital-based case-control study consisted of 

79 lung cancer cases and 108 cancer-free controls matched by age (+/-3years), 

gender, ethnicity and lifetime never-smoking. Genotyping and statistical 

analysis were performed by using the method of ligase detection reaction 

coupled with polymerase chain reaction (LDR-PCR) and SHEsis program and  

SPSS software. The presence of variant A-allele for CD3EAP rs967591 was 

associated with increased lung cancer risk [GA versus GG, OR (95% CI)=2.53 

(1.16-5.48), P=0.02 and GA+AA versus GG, OR (95% CI)=2.46 (1.16-5.20), 

P=0.02]. Both D’ values and r2 values accorded with marker distances on 

chromosome 19q13.3. No associations were found for two other individual 

SNPs and haplotype distributions of three markers in the whole or single. In 

conclusion, this study  suggests that CD3EAP rs967591 variant allele carriers 

are at increased susceptibility of lung cancer among nonsmoking Chinese 

women. 
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RESUMEN / SUMMARY:  - ABSTRACT BACKGROUND: Evidence-based 

guidelines recommend mediastinal sampling as  the first invasive test in 

patients with suspected lung cancer and mediastinal adenopathy. The goal of 

this study was to assess practice patterns and outcomes of diagnostic 

strategies in this patient population. METHODS: We conducted a retrospective 

analysis of all patients in 2009 that had mediastinal adenopathy without distant 

metastatic disease to determine whether or not guideline consistent care was 

delivered. Guideline consistent care was defined as mediastinal lymph node 

sampling being performed as part of the first invasive procedure. RESULTS: 

137 patients were included. Guideline consistent care was provided in 30 (22%) 

cases. Patients receiving guideline consistent care had fewer invasive tests 

than patients with guideline inconsistent care (1.3 +/- 0.5  vs. 2.3 +/- 0.5 

tests/patient respectively, p&lt;0.0001) and fewer complications  (0 of 30, 0% vs. 

18 of 108, 17%; p=0.01). Most of the complications (16 of 18) were related to 

CT guided needle biopsy. Endobronchial ultrasound-guided transbronchial 

needle aspiration (EBUS-TBNA) was sufficient to guide treatment decisions 

without any other invasive tests in 88 (64%) patients. While not all of the 

complications and costs due to CT guided biopsies could have been avoided, 
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roughly two thirds could have been eliminated by just changing the testing 

sequence. CONCLUSION: Quality gaps in lung cancer staging in patients with 

mediastinal adenopathy are common and lead to unnecessary testing and 

increased complications. In patients with suspected lung cancer without distant 

metastatic  disease with mediastinal adenopathy, EBUS-TBNA should be the 

first test. 
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RESUMEN / SUMMARY:  - INTRODUCTION: : The epidermal growth factor 

receptor (EGFR) inhibitor erlotinib is much less effective in non-small-cell lung 

cancer (NSCLC) tumors with wild-type EGFR, than in tumors with activating 

EGFR mutations. Autophagy is a tightly regulated lysosomal self-digestion 

process, which may alternatively promote cell survival or type II cell death. This 

study assessed the role of autophagy in erlotinib-mediated cytotoxicity. 

METHODS: : We used wild-type EGFR erlotinib-sensitive and erlotinib-resistant 

NSCLC cell lines to determine whether inhibiting autophagy by a therapeutic 

agent potentiated the antitumor activity of erlotinib in vitro and in vivo. 

RESULTS: : Erlotinib at a clinically relevant concentration (2 muM) induced 

autophagy in NSCLC cells with wild-type EGFR, and the degree of induction 

was greater in cells that were resistant than sensitive,  suggesting that 

autophagy is cytoprotective. This was confirmed by knockdown of the 

autophagy-related gene Atg-5, and by using the autophagy inhibitor chloroquine 

(CQ), both of which increased the cytotoxicity of erlotinib. The synergistic 

activity of CQ was not because of the potentiation of erlotinib’s effects on 

autophagy, cell-cycle arrest, and inhibition of both EGFR or downstream 

signaling of EGFR. Rather, CQ markedly activated apoptosis in the cells. The 

ability of CQ to potentiate the antitumor activity of erlotinib was also seen in 

mice bearing NSCLC tumor xenografts. CONCLUSIONS: : The ability to adapt 

to anti-EGFR therapy by triggering autophagy may be a key determinant for 

resistance to erlotinib in wild-type EGFR NSCLC. Inhibition of autophagy by CQ 
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represents a novel strategy to broaden the spectrum of erlotinib efficacy in wild-

type EGFR NSCLC tumors. 
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RESUMEN / SUMMARY:  - Lung adenocarcinoma (AdC) and lung squamous cell 

carcinoma (SCC) are the most common non-small cell lung cancer (NSCLC) 

subtypes, however, most genetic mouse models of lung cancer produce 

predominantly, if not exclusively, AdC. Whether this is secondary to targeting 

mutations to the distal airway cells or to the use of activating Kras mutations 

that drive AdC formation is unknown. We previously showed that targeting 

KrasG12D activation and transforming growth factor beta receptor type II 

(TGFbetaRII) deletion to airway basal cells via a keratin promoter induced 

formation of both lung AdC and SCC. In this study we assessed if targeting 

phosphatase and tensin homologue (PTEN) deletion to airway basal cells  could 

initiate lung tumor formation or increase lung SCC formation. We found that 

PTEN deletion is capable of initiating both lung AdC and SCC formation when 

targeted to basal cells and although PTEN deletion is a weaker tumor initiator 

than KrasG12D with low tumor multiplicity and long latency, tumors initiated by 

PTEN deletion were larger and displayed more malignant conversion than 

KrasG12D initiated tumors. That PTEN deletion did not increase lung SCC 

formation compared to KrasG12D activation, suggests that the initiating genetic 

event does not dictate tumor histology when genetic alterations are targeted to 

a specific cell. These studies also confirm that basal cells of the conducting 

airway are capable  of giving rise to multiple NSCLC tumor types. © 2013 Wiley 

Periodicals, Inc. 
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RESUMEN / SUMMARY:  - Lung cancer accounts for the majority of cancer-related 

deaths worldwide. We sought out to summarize the current state of molecular 

predictors for response and toxicity in locally advanced lung cancer. Several 

changes have been introduced in recent years in the standard-of-care treatment 

of advanced non-small cell lung cancer based on the identification of specific 

molecular alterations that determine response probability to certain therapies. 

Eligibility for these treatments is assessed by a biomarker test, evaluating if the 

molecular alteration is present or not in a patient’s tumor. In particular, tissue 

testing  for epidermal growth factor receptor and anaplastic lymphoma kinase 

alterations is currently recommended for certain patients with advanced non-

small cell lung cancer, whereas excision repair cross-complementation group 1 

and ribonucleotide  reductase 1 as markers for outcome after platinum and 

gemcitabine therapy are promising but are currently not recommended outside 

a clinical trial. However, their application to the therapy of locally advanced 

disease is still mostly investigational. Moreover, additional candidate markers 

for response and toxicity for locally advanced lung cancer are under further 

investigation. 
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RESUMEN / SUMMARY:  - BACKGROUND:: Effective pain management is an 

essential component of cancer treatment as approximately 75% of all cancer 

patients experience excruciating nociceptive pain even at maximum safe doses 

of nonsteroidal anti-inflammatory drugs and/or opioids. We report a case where 
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ritodrine hydrochloride effectively  controlled refractory pain due to uterine 

metastases from thymic carcinoma. CASE  PRESENTATION:: A 40-year-old 

woman presented at our hospital with chest discomfort, severe right femoral 

pain, and intermittent hypogastralgia. Computed  tomography, magnetic 

resonance imaging, and positron emission tomography revealed a large mass 

in the anterior mediastinum, multiple nodules in the lungs, and multiple 

metastases on the uterus, lumbar vertebrae, and pelvic bones. Needle biopsies 

of the mediastinal and uterine cervical tumors revealed undifferentiated 

carcinoma of the thymus metastasizing to the uterus. Oxycodone and 

nonsteroidal anti-inflammatory drugs relieved the right femoral pain but not the 

hypogastralgia. We speculated that hypogastralgia did not result from 

somatalgia  but from splanchnodynia. Ritodrine was administered in an effort to 

inhibit uterine contractions and to reduced the refractory pain and improved her 

quality  of life. CONCLUSION:: Ritodrine relieved the pain caused by uterine 

contraction due to metastases and enhanced the quality of life. 
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RESUMEN / SUMMARY:  - Pulmonary adenocarcinoma with a micropapillary 

component (PA-MPC) is known to exhibit biologically aggressive behavior. The 

aim of this study was to evaluate the clinicopathological characteristics of early-

stage PA-MPC and to investigate  the correlation between PA-MPC and 

epidermal growth factor receptor (EGFR) or KRAS mutation status. We 

reviewed 440 PA patients who underwent resection. We defined PA-MPC as 

adenocarcinoma with MPC occupying at least 5% of the entire tumor. EGFR 

and KRAS mutations were detected using established methods. Of the 440 

cases, 256 cases were classified as stage IA, of which 53 cases (20.7%) had 

MPC. The 5-year disease-free survival rates in the MPC-negative and MPC-

positive  groups of patients with stage IA tumors were 92.1% and 77.6%, 

respectively. The difference in these rates was statistically significant (p=0.003), 

whereas the difference in overall survival between the groups was not 
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statistically significant (p=0.973). The mean percentage of MPC was 20.4% in 

the recurrent group and 18.3% in the non-recurrent group, with no significant 

correlation (p=0.996). Of the 10 recurrent cases, 6 cases exhibited EGFR 

mutations; the 5 cases treated with a tyrosine kinase inhibitor (TKI) achieved 

long survival (median, 64.6 months). No KRAS mutations were detected in any 

of the 10 cases. PA-MPCs were strongly associated with recurrence, but were 

not influenced by the  MPC percentage even in early-stage lesions. Moreover, 

PA-MPCs with recurrence were associated with relatively better survival. These 

findings indicate that PA-MPCs were biologically aggressive but could be 

controlled with EGFR-TKIs. 
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RESUMEN / SUMMARY:  - MicroRNAs (miRNAs) play important roles in the 

development of various cancers. MiRNA-497 functions as a tumor-suppressor 

that is downregulated in several malignancies; however, its role in non-small 

cell lung cancer (NSCLC) has not been examined in detail. Here, we showed 

that miR-497 is downregulated in NSCLC tumors and cell lines and its ectopic 

expression significantly inhibits cell proliferation and colony formation. 

Integrated analysis identified HDGF as a downstream target of miR-497, and 

the downregulation of HDGF by miR-497 overexpression confirmed their 

association. Rescue experiments showed that the inhibitory effect of miR-497 

on cell proliferation and colony formation is predominantly mediated by the 

modulation of HDGF levels. Furthermore, tumor samples from NSCLC patients 

showed an inverse relationship between miR-497 and HDGF levels, and ectopic 

expression of miR-497 significantly inhibited tumor growth and angiogenesis in 

a SCID mouse xenograft model. Our results suggest that miR-497 may serve as 

a biomarker in NSCLC, and the modulation of its activity may represent a novel 

therapeutic strategy for the treatment of NSCLC patients. 

 

---------------------------------------------------- 

[361] 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23673296&dopt=Abstract
http://dx.doi.org/10.1016/j.bbrc.2013.05.010


288 

 

TÍTULO / TITLE:  - Shikonin attenuates lung cancer cell adhesion to extracellular 

matrix and metastasis by inhibiting integrin beta1 expression and the ERK1/2 

signaling pathway. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Toxicology. 2013 Apr 4;308C:104-112. doi: 

10.1016/j.tox.2013.03.015. 

 ●●Enlace al texto completo (gratuito o de pago) 1016/j.tox.2013.03.015 

AUTORES / AUTHORS:  - Wang H; Wu C; Wan S; Zhang H; Zhou S; Liu G 

INSTITUCIÓN / INSTITUTION:  - Shanghai Pulmonary Hospital, Tongji University 

School of Medicine, 507 Zhengmin Rd, Shanghai 200433, People’s Republic of 

China. 

RESUMEN / SUMMARY:  - Integrin beta1 facilitates cancer cell adhesion, migration 

and metastasis by activating intracellular signaling pathways including the ERK 

and PI3K signaling  pathways. In previous studies, shikonin, an active 

naphthoquinone isolated from the Chinese medicine Zi Cao (gromwell), showed 

effective anticancer activity both in vivo and in vitro. However, the mechanisms 

underlying shikonin’s anticancer activity are not fully elucidated. Increasing 

evidence indicates that shikonin inhibits tumor metastasis, but little is known 

about the effect of shikonin on lung cancer cells. To better understand the anti-

metastatic role of shikonin in lung cancer, in this study we sought to investigate 

the effect of shikonin on lung cancer cell proliferation, adhesion to extracellular 

matrices (ECM), migration and invasion in non-small cell lung cancer A549 

cells. We also sought to investigate the molecular mechanisms underlying 

shikonin’s anticancer effects. Here we showed that when non-small cell lung 

cancer A549 cells were treated with  shikonin for 24h, 8.0muM shikonin 

significantly inhibited cell proliferation, while cells treated with less than 2.0muM 

shikonin for 24h significantly suppressed cell adhesion to the ECM, invasion 

and migration in a dose-dependent manner. Moreover, real-time PCR and 

Western blot analysis showed that shikonin led to a reduction in the expression 

of integrin beta1 at the mRNA and protein levels. Further elucidation of the 

mechanisms involved revealed that shikonin repressed the phosphorylation of 

extracellular signal-regulated kinase (ERK1/2).  Taken together, our findings 

provide new evidence that shikonin suppresses lung cancer invasion and 

metastasis by inhibiting integrin beta1 expression and the ERK1/2 signaling 

pathway. 
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RESUMEN / SUMMARY:  - The purpose of this study was to quantify and model 

various types of cell death for a small-cell lung cancer (SCLC) cell line (U1690) 

after exposure to a 137Cs source and as well as to compare the linear-

quadratic (LQ) and repairable-conditionally repairable model (RCR). This study 

is based on four different experiments that were taken place at Cancer Centrum 

Karolinska (CCK). A human small-cell lung cancer (SCLC) cell line after the 

exposure to a 137Cs source was used for the extraction of the clonogenic cell 

survival curve. Additionally, for the determination and quantification of various 

modes of cell death the method of fluorescence staining was implemented, 

where the cell deaths  were categorized based on morphological 

characteristics. The percentage of cells  in each phase of the cell cycle was 

investigated with flow cytometry analysis. The quantification of senescent cells 

was performed by staining the samples with  senescence-associated beta-

galactosidase (SA-beta-Gal) solution and then scoring  as senescent cells those 

that had incorporated the substance. These data were introduced into a 

maximum likelihood fitting to calculate the best estimates of the parameters 

used by the examined model. In this model, the modes of cell death are divided 

into three categories: apoptotic, senescent and other types of cell death 

(necrotic/apoptotic, necrotic, micronuclei and giant). In the clonogenic cell 

survival assay, the fitting of the RCR model gives a chi(2)-value of 6.10 

whereas for the LQ model became 9.61. In the fluorescence microscopy and 

senescence assay, the probability of the three different modes of cell death on 

day 2 seems to increases with a dose up to about 10 Gy where there is 
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saturation. On day 7 a significant induction of apoptosis in a dose- and time-

dependent manner was evident, whereas senescence was slightly increased in 

response to dose but not to time. As for the ‘other types of cell death’ mode on 

day 7 showed a higher probability than the one on day 2 and as well as a 

prominent dose-dependence. The RCR model fits better to the experimental 

data than the LQ model. On day 2 there is a slight increase of the apoptotic and 

senescent probability with dose. On the other hand, on day 7 the shape of the 

curve of apoptosis differs and a sigmoidal increase with dose is observed. At 

both time-points, the present model fits the data reasonably well. Due to the fact 

that the clonogenic survival does not coincide with the one extracted from the 

fluorescence microscopy, a more accurate way to quantify cell death needs to 

be used, e.g. computerized video time-lapse (CVTL). 
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RESUMEN / SUMMARY:  - PURPOSE: Vascular endothelial growth factor (VEGF) 

is considered as the best-validated key regulator of angiogenesis, while the 

prognostic role of circulating VEGF in lung cancer remains controversial. We 

conducted a meta-analysis to evaluate the prognostic role of circulating VEGF. 

METHODS: Nineteen studies with a total number of 2,890 patients were 

analyzed in our meta-analysis. Hazard ratios (HRs) and their 95 % confidence 

intervals (CIs) were used to quantify the predictive ability of circulating VEGF on 

survival. RESULTS: The pooled HR of all 17 studies evaluating overall survival 

(OS) was 1.29 (95 % CI 1.19-1.40, p < 0.001), indicating high circulating VEGF 

predicted poor OS. When grouped by disease stages, the pooled HRs were 

0.97 (95 % CI 0.47-1.47, p <  0.001) for operable stage and 1.34 (95 % CI 1.18-

1.49, p < 0.001) for inoperable  stage. The pooled HRs were 1.28 (95 % CI 

1.15-1.42, p < 0.001) for serum and 1.31 (95 % CI 1.13-1.49, p < 0.001) for 

plasma, when categorized by blood sample. Meta-analysis of circulating VEGF 

related to progression-free survival (PFS) was  performed in 7 studies, and the 

pooled HR was 1.03 (95 % CI 0.96-1.09). CONCLUSIONS: Our results indicate 

that high level of circulating VEGF predicts poor OS in lung cancer, yet it does 

not predict poor PFS. 
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RESUMEN / SUMMARY:  - PURPOSE: Due to the complexity of 4D target tracking 

radiotherapy, the accuracy of this treatment strategy should be experimentally 

validated against established standard 3D technique. This work compared the 

accuracy of 3D and 4D dose calculations in respiration tracking stereotactic 

body radiotherapy (SBRT). METHODS: Using the 4D planning module of the 

CyberKnife treatment planning system, treatment plans for a moving target and 

a static off-target cord structure were created on different four-dimensional 

computed tomography (4D-CT)  datasets of a thorax phantom moving in 

different ranges. The 4D planning system used B-splines deformable image 

registrations (DIR) to accumulate dose distributions calculated on different 

breathing geometries, each corresponding to a static 3D-CT image of the 4D-

CT dataset, onto a reference image to compose a 4D dose distribution. For 

each motion, 4D optimization was performed to generate a 4D treatment plan of 

the moving target. For comparison with standard 3D planning, each 4D plan 

was copied to the reference end-exhale images and a standard 3D dose 

calculation was followed. Treatment plans of the off-target structure were first  

obtained by standard 3D optimization on the end-exhale images. Subsequently, 

they were applied to recalculate the 4D dose distributions using DIRs. All dose 

distributions that were initially obtained using the ray-tracing algorithm with 

equivalent path-length heterogeneity correction (3D EPL and 4D EPL) were 

recalculated by a Monte Carlo algorithm (3D MC and 4D MC) to further 

investigate  the effects of dose calculation algorithms. The calculated 3D EPL, 

3D MC, 4D EPL, and 4D MC dose distributions were compared to 

measurements by Gafchromic EBT2 films in the axial and coronal planes of the 

moving target object, and the coronal plane for the static off-target object based 

on the gamma metric at 5%/3mm criteria (gamma5%/3mm). Treatment plans 

were considered acceptable if the  percentage of pixels passing 

gamma5%/3mm (Pgamma<1) >/= 90%. RESULTS: The averaged Pgamma<1 

values of the 3D EPL, 3D MC, 4D EPL, and 4D MC dose calculation methods 

for the moving target plans are 95%, 95%, 94%, and 95% for reproducible 
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motion, and 95%, 96%, 94%, and 93% for nonreproducible motion during actual 

treatment delivery. The overall measured target dose distributions are in better  

agreement with the 3DMC dose distributions than the 4DMC dose distributions. 

Conversely, measured dose distributions agree much better with the 4D 

EPL/MC than the 3D EPL/MC dose distributions in the static off-target structure, 

resulting in higher Pgamma<1 values with 4D EPL/MC (91%) vs 3D EPL (24%) 

and 3D MC (25%). Systematic changes of target motion reduced the averaged 

Pgamma<1 to 47% and 53%  for 4D EPL and 4D MC dose calculations, and 

22% for 3D EPL/MC dose calculations in the off-target films. CONCLUSIONS: 

In robotic tracking SBRT, 4D treatment planning was found to yield better 

prediction of the dose distributions in the off-target structure, but not necessarily 

in the moving target, compared to standard 3D treatment planning, for 

reproducible and nonreproducible target motion. It is important to ensure on a 

patient-by-patient basis that the cumulative uncertainty associated with the 4D-

CT artifacts, deformable image registration, and motion variability is significantly 

smaller than the cumulative uncertainty occurred in standard 3D planning in 

order to make 4D planning a justified option. 
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RESUMEN / SUMMARY:  - Small-sized lung adenocarcinomas often contain a 

lepidic growth component in part. The term lepidic growth has recently been 

used to represent a growth pattern of neoplastic cells along preexisting alveolar 

structures. We reviewed 91 small-sized (</=3 cm) invasive lung 

adenocarcinomas with a lepidic component to study the histopathologic and 

clinicopathologic characteristics. In the lepidic component of invasive 

adenocarcinoma, we have identified a morphologically unique structure 

characterized by proliferation of low papillae, consisting of neoplastic cells piling 

up toward the alveolar space, and we defined this architecture as “low papillary 

structure.” There were 18 cases with the low papillary structure in the lepidic 

components, whereas 73 cases did not have the  structure. In the lepidic 
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component, the cases with the low papillary structure had higher Ki-67 labeling 

index (15.7%) and more frequent p53 overexpression (50.0%) than did those 

without the structure (9.4% and 16.4%, respectively). Based on 

clinicopathologic findings, the presence of low papillary structure was  

significantly associated with lymphatic invasion (P = .023) and lymph node 

metastasis (P = .001). Furthermore, the patients with the low papillary structure 

in the lepidic components demonstrated significantly shorter disease-free and 

overall survival than did those without the structure (P = .001 and P = .010, 

respectively). We conclude that the low papillary structure is a significant 

histologic feature in a lepidic component and is associated with aggressive 

cancer behavior in lung adenocarcinoma. 
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RESUMEN / SUMMARY:  - The aim of this study was to investigate the effect on 

the induction of interleukin-8 of particulate matter (PM) from fir and beech 

pellets burnt in domestic appliances on two human cells lines, namely the lung 

epithelial cell line A549 and the promyelocytic cell line THP-1. The effects of 

PM2.5 obtained from combustion of beech and fir pellets were compared to 

reference diesel exhaust particulates (DEP). In parallel, wood smoke PM-

induced genotoxicity and oxidative stress were also investigated in A549 cells. 

Cells were treated for different times (3-72 h) with increasing concentrations of 

PM2.5 obtained from sequential combustions of fir and beech pellets or 

reference DEP. Cell viability  was assessed by lactate dehydrogenase leakage, 

and the release of interleukin-8 or CXCL8 (IL-8) was measured to evaluate the 

pro-inflammatory effect. Oxidative stress was evaluated by the 5(6)-carboxy-

2’,7’dichlorofluorescein diacetate (DCFH-DA) assay and DNA damage by the 

alkaline comet assay and micronucleus frequency by flow cytometry. Both A549 

and THP-1 cells responded in a dose- and time-related manner to wood smoke 

PM2.5 with IL-8 release, particles obtained from late combustions being the 

most active. THP-1 cells were more sensitive than A549 cells. On a mass base, 
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similar effects were observed for both fir and beech  PM2.5. However, the 

combustion of beech pellets generated approximately three times more PM2.5 

than fir pellets. Regarding the mechanism of PM2.5 uptake, in both THP-1 and 

A549 cells, cytochalasin D prevented PM2.5-induced IL-8 mRNA expression 

and cytokine release, indicating a key role for actin polymerization in particles 

uptake and that the production of IL-8 correlated with particle phagocytosis. As 

signal transduction pathway involvement, in both THP-1 and A549  cells, 

PM2.5-induced IL-8 release could be completely blocked by the selective 

inhibitor SB203580, indicating a role of p38 MAPK activation. PM2.5 from both 

fir and beech pellets also induced modest DNA lesions dose related, measured 

as strand breaks, whereas no increase in the number of micronucleus was 

observed. Similar effects were observed with DEP, arguing against less 

dangerous effects of wood smoke particles than other categories of 

combustion-derived particles in the same size range. Overall, results suggest 

that combustion conditions can significantly affect the characteristics of particles 

and the consequent toxicity, and that different woods can generate different 

amounts of PM2.5. 
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RESUMEN / SUMMARY:  - Tomatidine is an aglycone of glycoalkaloid tomatine in 

tomato. Tomatidine is found to possess anti-inflammatory properties and may 

serve as a chemosensitizer  in multidrug-resistant tumor cells. However, the 

effect of tomatidine on cancer cell metastasis remains unclear. This study 

examines the effect of tomatidine on  the migration and invasion of human lung 

adenocarcinoma A549 cell in vitro. The data demonstrates that tomatidine does 

not effectively inhibit the viability of A549 cells. When treated with non-toxic 

doses of tomatidine, cell invasion is markedly suppressed by Boyden chamber 

invasion assay, while cell migration is not affected. Tomatidine reduces the 

mRNA level of matrix metalloproteinase-2 (MMP-2), MMP-9 and increases the 

expression of reversion-inducing cysteine-rich protein with kazal motifs (RECK), 

as well as tissue inhibitor of metalloproteinase-1 (TIMP-1). The immunoblotting 

assays indicate that tomatidine  is very effective in suppressing the 
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phosphorylation of Akt and extracellular signal regulating kinase (ERK). In 

addition, tomatidine significantly decreases the nuclear level of nuclear factor 

kappa B (NF-kappaB), which suggests that tomatidine inhibits NF-kappaB 

activity. Furthermore, the treatment of inhibitors  specific for PI3K/Akt 

(LY294002), ERK (U0126), or NF-kappaB (pyrrolidine dithiocarbamate) to A549 

cells reduced cell invasion and MMP-2/9 expression. The  results suggest that 

tomatidine inhibits the invasion of A549 cells by reducing the expression of 

MMPs. It also inhibits ERK and Akt signaling pathways and NF-kappaB activity. 

These findings demonstrate a new therapeutic potential for tomatidine in anti-

metastatic therapy. 
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RESUMEN / SUMMARY:  - Oncogenic driver mutations frequently occur in lung 

cancer and play role in carcinogenesis. These mutations are usually associated 

with distinct clinical and histological features and are attractive targets for 

anticancer therapy. Recently, several molecularly distinct phenotypes of NSCLC 

based on specific and  mutually exclusive genetic derangements have been 

described. Few targets like epidermal growth factor receptor (EGFR) mutations 

and anaplastic lymphoma kinase  (ALK) gene rearrangements have 

successfully been targeted with EGFR tyrosine kinase inhibitors (TKIs) and 

crizotinib, respectively. Many more inhibitors of specific driver mutations 

involving genes like ROS, c-MET, FGFR, mTOR, IGFR and RET are currently 

under development. However, efforts to target some mutated genes like K-RAS 

have been unsuccessful. Moreover, the emerging challenge of acquired 

resistance to initially effective therapy is becoming another major concern. In 

this review recent data on novel molecular targets and their future prospects are 

discussed. 
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RESUMEN / SUMMARY:  - BACKGROUND: We compared morbidity, mortality, 

and oncological results of bronchial and/or vascular sleeve lobectomy (SL) with 

those of pneumonectomy (PN)  after induction therapy for lung cancer. 

METHODS: Between 1998 and 2011, 82 patients receiving induction therapy 

(chemo or chemo-radiotherapy) for non-small-cell-lung-cancer underwent 

sleeve lobectomy (n = 39) or pneumonectomy (n= 43). Only patients 

undergoing preoperative chemotherapy (39 in the SL group and 39 in the PN 

group) were included in the study. SL was bronchial in 21, vascular in 12, and 

broncho-vascular in six cases, respectively. Clinical stage before induction 

therapy was IIb in seven patients (1 in PN group; 6 in SL group), IIIa in 66 (36 in 

PN group; 30 in SL group), and IIIb in five patients (2 in PN group; 3 in SL 

group), respectively. N3 patients were not included in this  series. RESULTS: 

The rate of downstaged patients (pathological complete response  and stage I-

II) was 79.5% in the SL group and 53.8% in the PN group (p = 

0.01).Postpneumonectomy mortality rate was 2.6 %. There was no 

postoperative mortality after SL. Complications occurred in 12 patients (30.8%) 

after PN and in 11 patients (28.2%) after SL (p = 0.6). Three-year and 5-year 

survival rates were 68 +/- 3% and 64 +/- 8% in the SL group; and 59.5 +/- 5% 

and 34.5 +/- 8% in the PN group (p = 0.02). The difference in terms of 

recurrence rate (locoregional and distant) between the two groups was not 

significant (p = 0.2). CONCLUSIONS: SL represents a valid therapeutic option 

even after induction chemotherapy, providing better long-term survival than PN, 

with no increase of postoperative complications or recurrence rate. Pathological 

downstaging is a favorable prognostic factor. 
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RESUMEN / SUMMARY:  - INTRODUCTION: Preclinical studies have suggested 

that the oral antifungal agent itraconazole specifically inhibits proliferation, 

migration, and tube formation of endothelial cells. Itraconazole has potent 

antiangiogenic activity and enhances the efficacy of cytotoxic chemotherapy in 

multiple primary xenograft lung cancer models. On the basis of these data, we 

performed an exploratory clinical study, assessing the efficacy of itraconazole 

with cytotoxic chemotherapy in the treatment of patients with advanced lung 

cancer. METHODS: The study enrolled patients with progressive nonsquamous 

non-small-cell lung cancer after one prior cytotoxic therapy for metastatic 

disease, randomized 2:1 to intravenous administration of pemetrexed 500 

mg/m2 on day 1, with or without itraconazole 200 mg orally daily, on a 21-day 

cycle. Outcome measures included percent progression-free at 3 months, 

progression-free survival, overall survival, and observed toxicity. RESULTS: A 

total of 23 patients were enrolled; the study was stopped early because of 

increasing use of pemetrexed in the first-line setting. At 3 months, 67% of the 

patients on itraconazole plus pemetrexed were progression-free versus 29% on 

the control arm of pemetrexed alone (p = 0.11). Median progression-free 

survivals were 5.5 months (itraconazole) versus 2.8 months (control) (hazard 

ratio = 0.399, p = 0.089). Overall survival was longer in patients receiving 

itraconazole (median 32 months) versus control (8 months) (hazard ratio = 

0.194, p = 0.012). There were no evident differences in toxicity between the 

study arms. CONCLUSION: Itraconazole  is well tolerated in combination with 

pemetrexed. Consistent with our preclinical data, daily itraconazole 

administration is associated with trends suggestive of improved disease control 

in patients receiving chemotherapy for advanced lung cancer. 

 

---------------------------------------------------- 

[372] 

TÍTULO / TITLE:  - Markerless EPID image guided dynamic multi-leaf collimator 

tracking for lung tumors. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Phys Med Biol. 2013 May 28;58(12):4195-4204. 

 ●●Enlace al texto completo (gratuito o de pago) 1088/0031-

9155/58/12/4195 

AUTORES / AUTHORS:  - Rottmann J; Keall P; Berbeco R 

INSTITUCIÓN / INSTITUTION:  - Brigham and Women’s Hospital, Dana-Farber 

Cancer Institute and Harvard Medical School, Boston, MA. 

mailto:rudin@jhmi.edu
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23715431&dopt=Abstract
http://dx.doi.org/10.1088/0031-9155/58/12/4195
http://dx.doi.org/10.1088/0031-9155/58/12/4195


298 

 

RESUMEN / SUMMARY:  - Compensation of target motion during the delivery of 

radiotherapy has the potential to improve treatment accuracy, dose conformity 

and sparing of healthy tissue. We implement an online image guided therapy 

system based on soft tissue localization (STiL) of the target from electronic 

portal images and treatment aperture adaptation with a dynamic multi-leaf 

collimator (DMLC). The treatment aperture is moved synchronously and in real 

time with the tumor during the entire breathing cycle. The system is 

implemented and tested on a Varian TX clinical linear accelerator featuring an 

AS-1000 electronic portal imaging device (EPID) acquiring images at a frame 

rate of 12.86 Hz throughout the treatment. A position update cycle for the 

treatment aperture consists of four steps: in the first step at time t = t0 a frame is 

grabbed, in the second step the frame is processed with the STiL algorithm to 

get the tumor position at t = t0, in a third step the tumor position at t = ti + deltat 

is predicted to overcome system latencies and in the  fourth step, the DMLC 

control software calculates the required leaf motions and applies them at time t 

= ti + deltat. The prediction model is trained before the  start of the treatment 

with data representing the tumor motion. We analyze the system latency with a 

dynamic chest phantom (4D motion phantom, Washington University). We 

estimate the average planar position deviation between target and treatment 

aperture in a clinical setting by driving the phantom with several lung tumor 

trajectories (recorded from fiducial tracking during radiotherapy delivery  to the 

lung). DMLC tracking for lung stereotactic body radiation therapy without  

fiducial markers was successfully demonstrated. The inherent system latency is 

found to be deltat = (230 +/- 11) ms for a MV portal image acquisition frame rate 

of 12.86 Hz. The root mean square deviation between tumor and aperture 

position is smaller than 1 mm. We demonstrate the feasibility of real-time 

markerless DMLC tracking with a standard LINAC-mounted (EPID). 
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RESUMEN / SUMMARY:  - BACKGROUND:: EGFR gene mutation is 

independently associated with a favorable response in non-small-cell lung 

cancer (NSCLC) patients receiving epidermal growth factor receptor -tyrosine 

kinase inhibitors (EGFR-TKIs), regardless of sex or smoking history. Squamous 

cell carcinoma patients harboring EGFR mutations show a significantly worse 

response to EGFR-TKIs compared with adenocarcinoma patients. We 

hypothesized that the serum cytokeratin 19 fragment (CYFRA 21-1) is  

associated with the efficacy of EGFR-TKIs in EGFR-mutated NSCLC patients. 

METHODS:: We retrospectively screened 160 NSCLC patients harboring EGFR 

mutations, who had received either gefitinib, or erlotinib between 1992 and 

2011. Patients were screened for clinical characteristics, the efficacy of EGFR-

TKI, and tumor markers (carcinoembryonic antigen [CEA]/CYFRA 21-1) at the 

initial diagnosis. RESULTS:: Of 160 eligible patients treated with EGFR-TKIs, 

77 patients with high CYFRA 21-1 level (>2 ng/ml) showed significantly shorter 

progression-free survival (PFS) than the 83 patients with normal CYFRA 21-1 

level (median PFS, 7.5 versus 13.3 months; p < 0.001). No significant 

difference in PFS was observed between the high-CEA group (>5 ng/ml) and 

the normal-CEA group (median PFS, 8.6 versus 11.2 months; p = 0.242). A 

multivariate analysis revealed that high CYFRA 21-1 level is independently 

associated with PFS (hazard ratio, 1.27; p = 0.002). No significant difference in 

overall survival was observed between the high- and the normal-CYFRA 21-1 

groups (median overall survival, 24.8 versus 39.1 months; p = 0.104). 

CONCLUSIONS:: Patients with a high CYFRA 21-1 level have significantly 

shorter PFS. CYFRA 21-1 is not a prognostic but a predictive marker of EGFR-

TKI treatment in EGFR-mutated NSCLC patients. 
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(NSCLC)-related anorexia/cachexia. It  displays both orexigenic and anabolic 

properties via ghrelin mimetic activity and transient increases in growth 

hormone (GH). However, increasing GH and insulin-like growth factor-1 in 

cancer patients raises concerns of potentially stimulating tumor growth. 

Therefore, we investigated the effect of ghrelin and anamorelin on tumor growth 

in a murine NSCLC xenograft model. METHODS: Female nude mice (15-

21/group) with established A549 tumors were administered ghrelin (2 mg/kg 

i.p.), anamorelin (3, 10, or 30 mg/kg p.o.), or vehicle controls daily for  28 days. 

Tumor growth, food consumption, and body weight were monitored. Murine 

growth hormone (mGH) and murine insulin-like growth factor-1 (mIGF-1) were 

measured in plasma. RESULTS: Tumor growth progressed throughout the 

study, with no significant differences between treatment groups. Daily food 

consumption was also relatively unchanged, while the percentage of mean body 

weight gain at the end of treatment was significantly increased in animals 

administered 10 and 30 mg/kg compared with controls (p < 0.01). Peak mGH 

levels were significantly higher in ghrelin- and anamorelin-treated animals than 

in controls, while peak mIGF-1 levels were slightly elevated but not statistically 

significant. All regimens were well tolerated. CONCLUSIONS: These findings 

demonstrate that neither anamorelin nor ghrelin promoted tumor growth in this 

model, despite increased levels of mGH and a trend of increased mIGF-1. 

Together with anamorelin’s ability to increase body weight, these results 

support the clinical  development of ghrelin receptor agonist treatments for 

managing NSCLC-related anorexia/cachexia. 
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RESUMEN / SUMMARY:  - Purpose: The E3 ubiquitin ligase RNF8 regulates the 

accumulation or removal of a  number of proteins at DNA lesions, thereby 

playing a critically important role in DNA damage response. The present study 

investigated the possibility of using RNF8 as a new target in the radiation 

treatment of human non-small cell lung cancer. Methods and materials: We 

used RNA interference technology to silence the expression of RNF8 in A549 

cells, and then detected the radiation response by colony forming assays. DNA 
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repair was monitored by gamma-H2AX foci formation after RNF8 depletion. 

Expression of Ku70 and Rad51 were assessed by immunofluorescent staining 

and Western blotting. Cell cycle and apoptosis were measured by flow 

cytometry assays. Results: After lentivirus-mediated siRNA transfection, 

expression of RNF8 in A549 cells downregulated which led to an increased 

radiosensitivity and impaired DNA repair. RNF8 knockdown did not affect Ku70 

expression, however, Rad51, a key player in homologous recombination (HR) 

repair, was abrogated at sites of DNA damage. Furthermore, we observed an 

extended G2/M arrest and an increased induction of apoptosis after ionizing 

radiation in the absence of RNF8. Conclusions: RNF8 silencing effectively 

downregulates Rad51 therefore maybe impairing HR repair, and prolongs the 

G2/M accumulation as well as cell apoptosis upon radiation, which all suggest 

an enhanced radiosensitivity on A549 cells. 
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TÍTULO / TITLE:  - Dioscin-induced autophagy mitigates cell apoptosis through 

modulation of PI3K/Akt and ERK and JNK signaling pathways in human lung 

cancer cell lines. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Arch Toxicol. 2013 Apr 4. 

 ●●Enlace al texto completo (gratuito o de pago) 1007/s00204-013-1047-
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AUTORES / AUTHORS:  - Hsieh MJ; Tsai TL; Hsieh YS; Wang CJ; Chiou HL 

INSTITUCIÓN / INSTITUTION:  - School of Medical Laboratory and Biotechnology, 

Chung Shan Medical University, 110, Section 1 Chien-Kuo N. Road, Taichung, 

402, Taiwan, ROC. 

RESUMEN / SUMMARY:  - Our previous study has revealed that dioscin, a 

compound with anti-inflammatory,  lipid-lowering, anticancer and 

hepatoprotective effects, may induce autophagy in  hepatoma cells. Autophagy 

is a lysosomal degradation pathway that is essential for cell survival and tissue 

homeostasis. In this study, the role of autophagy and related signaling 

pathways during dioscin-induced apoptosis in human lung cancer cells was 

investigated. Results from 4’-6-diamidino-2-phenylindole and annexin-V/PI 

double-staining assay showed that caspase-3- and caspase-8-dependent, and 

dose-dependent apoptoses were detected after a 24-h dioscin treatment. 

Meanwhile, autophagy was detected as early as 12 h after an exposure to low-

dose dioscin, as indicated by an up-regulated expression of LC3-II and beclin-1 

proteins. Blockade of autophagy with bafilomycin A1 or 3-methyladenine 

sensitized the A549 and H1299 cells to apoptosis. Treatment of A549 and 

H1299 cells with dioscin caused a dose-dependent increase in ERK1/2 and  

JNK1/2 activity, accompanied with a decreased PI3K expression and decreased 

phosphorylation of Akt and mTOR. Taken together, this study demonstrated for 
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the  first time that autophagy occurred earlier than apoptosis during dioscin-

induced  human lung cancer cell line apoptosis. Dioscin-induced autophagy via 

ERK1/2 and JNK1/2 pathways may provide a protective mechanism for cell 

survival against dioscin-induced apoptosis to act as a cytoprotective reaction. 

 

---------------------------------------------------- 

[377] 

TÍTULO / TITLE:  - Tuberculosis is associated with increased lung cancer 

mortality. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Int J Tuberc Lung Dis. 2013 May;17(5):687-92. doi: 

10.5588/ijtld.12.0816. 

 ●●Enlace al texto completo (gratuito o de pago) 5588/ijtld.12.0816 

AUTORES / AUTHORS:  - Leung CC; Hui L; Lee RS; Lam TH; Yew WW; Hui DS; 

Chan RC; Mok TY; Law WS; Chang KC; Leung EC; Tam CM 

INSTITUCIÓN / INSTITUTION:  - Tuberculosis and Chest Service, Department of 

Health, Hong Kong SAR, China. cc_leung@dh.gov.hk 

RESUMEN / SUMMARY:  - SETTING: Elderly persons living in the community in 

Hong Kong. OBJECTIVE: To examine the association between tuberculosis 

(TB) and lung cancer. DESIGN: Elderly clients enrolled in a health programme 

from 2000 to 2003 were retrospectively cross-matched with the territory-wide 

TB notification registry for TB before enrolment. The cohort was followed up 

prospectively through linkage with the territory-wide death registry for cause of 

death until 31 December 2011. All subjects with suspected malignancy or 

recent weight loss (>/=5%) at enrolment and deaths within the first 2 years of 

follow-up were excluded. RESULTS: Of the 61,239 subjects included, 516 had 

TB before enrolment. After 490,258 person-years of follow-up, respectively 

1344, 910 and 2003 deaths were caused by lung cancer,  other tobacco-related 

malignancies and non-tobacco-related malignancies. TB before enrolment was 

associated with death due to lung cancer (Mantel-Haenszel weighted relative 

risk 2.61, 95%CI 1.82-3.74, P < 0.001) but not other malignancies after 

stratification by sex. TB remained an independent predictor of lung cancer 

death (adjusted hazard ratio 2.01, 95%CI 1.40-2.90; P < 0.001), after 

adjustment for multiple potential confounders. CONCLUSIONS: TB was 

independently  associated with subsequent mortality due to lung cancer. This 

finding calls for intensification of tobacco control and better targeting of lung 

cancer screening  in high TB burden areas. 

 

---------------------------------------------------- 

[378] 

TÍTULO / TITLE:  - Rapid increase of serum neuron specific enolase level and 

tachyphylaxis of EGFR-tyrosine kinase inhibitor indicate small cell lung cancer 
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RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Lung Cancer. 2013 May 14. pii: S0169-5002(13)00152-9. 

doi: 10.1016/j.lungcan.2013.04.005. 

 ●●Enlace al texto completo (gratuito o de pago) 
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AUTORES / AUTHORS:  - Zhang Y; Li XY; Tang Y; Xu Y; Guo WH; Li YC; Liu XK; 

Huang CY; Wang YS; Wei YQ 

INSTITUCIÓN / INSTITUTION:  - Department of Thoracic Oncology, Cancer Center, 

State Key Laboratory of Biotherapy, West China Hospital, West China Medical 

School, Sichuan University, Chengdu, Sichuan, China. 

RESUMEN / SUMMARY:  - We report the case of an 80-year-old male with 

relapsed EGFR exon 19 deletion lung adenocarcinoma treated with EGFR-

tyrosine kinase inhibitor (TKI), but with poor response and rapid increase of 

serum neuron specific enolase (NSE). Repeat biopsy identified pathological 

transformation to small cell lung cancers (SCLC) retaining the same EGFR 

mutation. This case highlights routine serological testing of NSE may benefit for 

the lung adenocarcinoma patients resistant to TKIs. 
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TÍTULO / TITLE:  - Aryl hydrocarbon receptor and lung cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Anticancer Res. 2013 Apr;33(4):1247-56. 

AUTORES / AUTHORS:  - Tsay JJ; Tchou-Wong KM; Greenberg AK; Pass H; Rom 

WN 

INSTITUCIÓN / INSTITUTION:  - Division of Pulmonary, Critical Care, and Sleep 

Medicine, Department of Medicine, New York University School of Medicine, 

New York, NY, USA. tsayj01@nyumc.org 

RESUMEN / SUMMARY:  - The leading cause of lung cancer is exposure to 

cigarette smoke and other environmental pollutants, which include 

formaldehyde, acrolein, benzene, dioxin,  and polycyclic aromatic hydrocarbons 

(PAHs). PAHs and dioxins are exogenous ligands that directly bind to the aryl 

hydrocarbon receptor (AhR), a transcription factor that activates xenobiotic 

metabolism, histone modification (an important step in DNA methylation) and, 

ultimately, tumorigenesis. In this review article we summarize the current 

understanding of AhR and its role in the  development of lung cancer, including 

its influence on cell proliferation, angiogenesis, inflammation, and apoptosis. 
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RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Arch Esp Urol. 2013 May;66(4):384-388. 

AUTORES / AUTHORS:  - Busto Martin L; Portela Pereira P; Sacristan Lista F; 

Busto Castanon L 

INSTITUCIÓN / INSTITUTION:  - Urology Department.Complexo Hospitalario 

Universitario de La Coruña. España. 

RESUMEN / SUMMARY:  - OBJECTIVE: To report a case of a mesothelioma of the 

tunica vaginalis and to review the published literature. METHODS / RESULTS: 

A 61-year-old patient complained of one-month increase of right scrotum size 

with pain. An ultrasound showed a right hydrocele with a mass attached to the 

tunica vaginalis. He didn’t  refer any urological history or known exposure to 

asbestos. Blood levels of tumor markers (alpha-fetoprotein and beta-HCG) were 

within normal limits. We performed  a radical inguinal orchiectomy with an en-

bloc resection of the tunica vaginalis. The pathology described a potentially 

malignant biphasic mesothelioma. The patient has remained asymptomatic with 

negative extension studies after 10 years  of follow up. CONCLUSIONS: 

Paratesticular mesotheliomas are rare tumors (approximately 250 cases 

reported )with uncertain etiology (only 30-40% are associated with asbestos 

exposure). The age range is between 50-70 years. Its presentation is usually as 

a scrotal mass with recurrent reactive hydrocele, which may delay early 

diagnosis. During surgery, intraoperative biopsy is recommended. It is important 

to do a differential diagnosis with other benign diseases. Treatment is only 

curative in early stages with radical orchidectomy and resection in-block of the 

tunica vaginalis. Despite being multidisciplinary,  it is not curative in most cases 

due to rapid local and distant spread. 
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TÍTULO / TITLE:  - Vimentin expression predicts the occurrence of metastases in 

non small cell lung  carcinomas. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Lung Cancer. 2013 Apr 4. pii: S0169-5002(13)00116-5. 

doi: 10.1016/j.lungcan.2013.03.011. 
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INSTITUCIÓN / INSTITUTION:  - INSERM UMR-S 903, SFR CAP-Sante, University 

of Reims-Champagne-Ardenne, 51100 Reims, France; Laboratory of Histology, 

CHU of Reims, 51100 Reims, France. 

RESUMEN / SUMMARY:  - Epithelial-to-mesenchymal transition (EMT) is believed 

to contribute to tumour invasion. Vimentin expression by carcinoma cells is a 

largely recognized marker of EMT. This study aimed at examining vimentin 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23676545&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23562674&dopt=Abstract
http://dx.doi.org/10.1016/j.lungcan.2013.03.011


305 

 

expression in non small cell lung  carcinomas (NSCLC) by 

immunohistochemistry to evaluate potential correlations between vimentin 

expression and the differentiation status, the TNM stage and the outcome of the 

patients. 295 NSCLC including 164 squamous cell carcinomas (SCC),  108 

adenocarcinomas (AC) and 23 other NSCLC carcinomas have been examined 

by immunohistochemistry. Vimentin was indeed detected in 145 cases (49.2%). 

It was principally present in isolated tumour cells and invasive clusters, 

particularly  in cells at the tumour/stroma interface. Vimentin expression was 

significantly more expressed in large cell neuroendocrine, adeno-squamous and 

sarcomatoid carcinomas than in SCC and AC and was significantly associated 

with the differentiation status of carcinomas. The follow-up of 193 patients 

further demonstrated that an extensive expression of vimentin (>50% of tumour 

cells) was  associated with the occurrence of metastases. In conclusion, our 

data demonstrate that vimentin expression is a frequent event in NSCLC and 

that its expression can be associated with a lack of differentiation and the 

occurrence of metastases. 
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TÍTULO / TITLE:  - Prx1 modulates the chemosensitivity of lung cancer to 

docetaxel through suppression of FOXO1-induced apoptosis. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Int J Oncol. 2013 Jul;43(1):72-8. doi: 

10.3892/ijo.2013.1918. Epub 2013 Apr 24. 
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INSTITUCIÓN / INSTITUTION:  - Department of Internal Medicine, Institute of 

Wonkwang Medical Science, Wonkwang  University, School of Medicine, Iksan, 

Jeonbuk 570-749, Republic of Korea. 

RESUMEN / SUMMARY:  - The expression levels of Prx1 are frequently elevated in 

several human cancers, including lung cancer and may confer increased 

resistance to treatment. In this study, we investigated the role of Prx1 in 

docetaxel-induced apoptosis in A549 lung cancer cells. To test whether Prx1 

knockdown affected the sensitivity of A549 cells to docetaxel treatment, we 

generated short hairpin RNA (shRNA) constructs targeting Prx1 and analyzed 

the effect of Prx1 knockdown on growth and apoptosis. Tumor growth was 

evaluated in scrambled shRNA- or shPrx1-infected A549 cell tumors receiving 

docetaxel treatment. In addition, mechanistic information was gathered by 

western blot analysis from cell lysates of scrambled- and shPrx1-infected A549 

cells pretreated with or without LY294002 and subsequently treated with 

docetaxel. We found that Prx1 knockdown resulted in enhanced docetaxel-

induced cytotoxicity in a dose-dependent manner. In vivo, the growth rate of 
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shPrx1-infected A549 tumors was significantly reduced compared to that of 

scrambled shRNA-infected A549 tumors. Prx1 knockdown also augmented the 

inhibitory effects of docetaxel on tumor growth. Prx1 knockdown increased the 

apoptotic potential through activation of the caspase cascade and suppressed 

docetaxel-induced phosphorylation of Akt and its substrate forkhead box O1 

(FOXO1). Moreover, treatment with the phosphatidylinositol 3-kinase (PI3K) 

inhibitor LY294002 reduced the phosphorylation of FOXO1 and increased the 

cytotoxicity of docetaxel in A549 cells. Our findings suggest that Prx1 may 

modulate the chemosensitivity of lung cancer to docetaxel through suppression 

of  FOXO1-induced apoptosis. 
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TÍTULO / TITLE:  - Radical pleurectomy and chemoradiation for malignant pleural 

mesothelioma: The outcome of incomplete resections. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Lung Cancer. 2013 May 17. pii: S0169-5002(13)00169-4. 

doi: 10.1016/j.lungcan.2013.04.019. 
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INSTITUCIÓN / INSTITUTION:  - Department of Thoracic Surgery, Dr.-Horst-

Schmidt-Klinik, Teaching Hospital of Johannes Gutenberg University, Mainz, 

Wiesbaden, Germany. Electronic address: Dr.Bolukbas@gmx.de. 

RESUMEN / SUMMARY:  - BACKGROUND: The type of surgery (radical 

pleurectomy (RP) vs. extrapleural pneumonectomy (EPP)) remains 

controversial for malignant pleural mesothelioma (MPM). Macroscopic complete 

resection (MCR) is a key prognostic factor. It is unclear, if patients undergoing 

incomplete RP within a standardized multimodality treatment protocols have 

any advantage in terms of survival and if EPP could theoretically have avoided 

incomplete resections (R2). METHODS: Eighty-eight patients underwent RP 

followed by chemoradiation from 2002 to 2011 within a prospective 

multimodality treatment study at a single institution. MCR were compared to R2 

within this patient cohort retrospectively. EPP eligibility was assessed 

retrospectively based on preoperative cardiopulmonary testing and theoretical 

feasibility to achieve MCR. Kaplan-Meier analyses, log-rank test and  Cox 

regression analyses were used to estimate survival and to determine predictors 

of survival. RESULTS: For the complete patient cohort, median survival (MS) 

was 26.3 months (mo). MCR could be achieved in 64.8% (57/88). Compared to 

MCR patients, R2-patients (n=31, 35.2%) had an inferior overall survival (MS 13 

vs. 33 mo, P<.0001), shorter progression-free-survival (MS 9 vs. 16 mo, 

P<.0001)  and inferior survival after disease progression (MS 4 vs. 11 mo; 

P<.0001), respectively. R2 was associated with advanced p-T-Status 
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(P<.0001), p-N-Status (P=0.046) and p-IMIG stage (P<.0001). No difference 

could be observed with regard to age, histology, laterality, surgical morbidity 

and mortality, respectively. Only 3 out of 88 patients (3.4%) would have been 

eligible for EPP to achieve MCR. Not resectable T4-disease and impaired 

cardiopulmonary reserves were the main reasons for ineligibility for EPP in 

35.5% (11/31) and 48.4% (15/31), respectively. CONCLUSIONS: R2 in patients 

undergoing RP is associated with inferior outcomes. Only very selected cases 

would have qualified for EPP to achieve MCR. EPP might be an important 

surgical extension in selected patients to achieve MCR. There is a need for 

further investigation of effective intrapleural  additive treatment options for 

patients undergoing R2. 
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TÍTULO / TITLE:  - How and when to use genetic markers for nonsmall cell lung 

cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Curr Opin Pulm Med. 2013 Jul;19(4):331-9. doi: 

10.1097/MCP.0b013e328362075c. 

 ●●Enlace al texto completo (gratuito o de pago) 
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AUTORES / AUTHORS:  - Lazarus DR; Ost DE 

INSTITUCIÓN / INSTITUTION:  - Department of Pulmonary Medicine, The University 

of Texas MD Anderson Cancer Center, Houston, Texas. 

RESUMEN / SUMMARY:  - PURPOSE OF REVIEW: Many driver mutations that 

determine the malignant behavior of lung cancer have been identified in recent 

years. The promise of therapies targeted to the specific molecular pathways 

altered by such mutations has made genetic testing in nonsmall cell lung cancer 

(NSCLC) attractive to clinicians. We reviewed recent research on clinically 

relevant genetic and molecular tests for patients with NSCLC, with an emphasis 

on the tests linked to actionable mutations that influence therapy and improve 

outcomes. RECENT FINDINGS: Mutations in the epidermal growth factor 

receptor gene (EGFR) and translocations involving the anaplastic lymphoma 

kinase (ALK) gene have been shown to be common driver mutations in lung 

adenocarcinoma. The presence or absence of these mutations has  been 

demonstrated to predict response to targeted therapy in many recent studies. 

Targeted therapies for patients with mutations in the EGFR domain or the 

echinoderm microtubule-associated protein-like 4 anaplastic lymphoma kinase 

translocation have been shown to be effective and are approved for use. 

Ongoing studies continue to define the extent of their utility and may continue to 

expand their indications. Sufficient tissue for genetic analysis can be obtained 

from cytologic samples, including those obtained from endobronchial 

ultrasound-guided  transbronchial needle aspiration. SUMMARY: Genetic 
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testing for driver mutations is useful in identifying patients with NSCLC who are 

likely to respond to targeted therapy. These tests are best used in patients with 

adenocarcinoma who have advanced-stage cancer. 
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TÍTULO / TITLE:  - EML4-ALK translocation in both metachronous second primary 

lung sarcomatoid carcinoma and lung adenocarcinoma: A case report. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Lung Cancer. 2013 May 9. pii: S0169-5002(13)00121-9. 
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INSTITUCIÓN / INSTITUTION:  - Unit of Pathological Anatomy, Azienda Ospedaliera 

Universitaria Pisana, Pisa, Italy. 

RESUMEN / SUMMARY:  - The EML4-ALK gene translocation was described in a 

non small cell lung cancer (NSCLC) subset, with a potent oncogenic activity. It 

represents one of the newest molecular targets in NSCLC. We report on the 

case of a metachronous second primary lung sarcomatoid carcinoma after 

resection of lung adenocarcinoma both with ALK translocation, in a non-

smoking patient. EML4-ALK rearrangement was detected with 

immunohistochemistry and confirmed with fluorescent in situ hybridization 

(FISH). To assess the clonal relationship between the two tumors, both 

adenocarcinoma and sarcomatoid carcinoma were analyzed by array 

comparative  genomic hybridization (aCGH). We observed different genomic 

profiles suggesting that the tumors arose independently and were thus multiple 

primaries. To the best of our knowledge, this is the first report concerning the 

presence of the EML4-ALK fusion gene in a sarcomatoid carcinoma of the lung. 

Crizotinib, the ALK  tyrosine kinase inhibitor, is highly effective in ALK-

rearranged NSCLC; therefore, it may be imperative to identify all NSCLC that 

harbor ALK translocations in the near future. Starting from our evidence, tumors 

with sarcomatoid histology may need to be screened for the presence of EML4-

ALK rearrangement. 
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TÍTULO / TITLE:  - Adaptive 4D Volume Perfusion CT of Lung Cancer: Effects of 

Computerized Motion Correction and the Range of Volume Coverage on 

Measurement Reproducibility. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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INSTITUCIÓN / INSTITUTION:  - 1 Department of Radiology, Seoul National 

University Hospital, 101 Daehangno, Jongno-gu, Seoul 110-744, Korea. 

RESUMEN / SUMMARY:  - OBJECTIVE. The purpose of this study was to 

determine whether measurement reproducibility can be improved using 

computerized motion correction and whole-tumor coverage in adaptive 4D 

perfusion CT of lung cancer. SUBJECTS AND METHODS. Perfusion CT 

covering the entire z-axis of a mass was performed of 40 patients with lung 

cancer. Each perfusion CT study was performed in 93.5 seconds  and included 

17 repeated dynamic CT scans obtained using the Adaptive 4D Spiral mode. 

Tumor blood flow (BF), blood volume (BV), and permeability were measured in 

four different manners: in the entire tumor (whole-tumor coverage) without the 

use of motion correction; in the entire tumor with motion correction; in a small  

volume of interest (VOI) of tumor without motion correction; and in a small VOI 

with motion correction. Intra- and interob-server reproducibility were assessed 

through Bland-Altman analyses. RESULTS. The 95% limits of intraobserver 

reproducibility for BF, BV, and permeability were as follows: -52.1% to 48.0%, -

22.4% to 27.8%, and -33.2% to 38.5%, respectively, in the whole tumor without 

motion correction; -53.3% to 45.6%, -17.7% to 20.6%, and -31.5% to 37.0% in 

the whole tumor with motion correction; -107.8% to 97.4%, -98.3% to 93.7%, 

and -132.3% to 100.7% in a small VOI of tumor without motion correction; and -

74.9% to 98.6%, -74.5% to 88.1%, and -109.8% to 114.1% in a small VOI with 

motion correction. The 95% limits of interobserver reproducibility for BF, BV, 

and permeability were as follows: -57.0% to 62.5%, -36.8% to 52.6%, and -

47.7% to 66.0%, respectively, in the whole tumor without motion correction; -

55.7% to 55.8%, -25.8% to 42.0%, and -35.3% to 46.7% in the whole tumor with 

motion correction; -146.6% to 165.1%, -117.1% to 137.7%, and -143.2% to 

149.8% in a small VOI of tumor without motion correction; and -106.2% to 

133.6%, -99.5% to 122.4%, and -108.6% to 170.0% in a small VOI of tumor with 

motion correction. Overall, the best reproducibility was obtained when 

measurements were obtained in the entire tumor (i.e., whole-tumor coverage) 

and when motion correction was used. CONCLUSION. Measurement 

reproducibility of perfusion parameters improved when measurements in the 

entire tumor (i.e., whole-tumor coverage) were obtained  and computerized 

motion correction was used. The best reproducibility in parameter values was 

obtained with motion correction and whole-tumor coverage. 
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TÍTULO / TITLE:  - DEK Depletion Negatively Regulates Rho/ROCK/MLC 

Pathway in Non-Small Cell Lung Cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - J Histochem Cytochem. 2013 May 29. 
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RESUMEN / SUMMARY:  - The human DEK proto-oncogene is a nuclear protein 

with suspected roles in human carcinogenesis. DEK appears to function in 

several nuclear processes, including transcriptional regulation and modulation 

of chromatin structure. To investigate  the clinicopathological significance of 

DEK in patients with non-small cell lung  cancer (NSCLC), we analyzed DEK 

immunohistochemistry in 112 NSCLC cases. The results showed that DEK was 

overexpressed mainly in the nuclear compartment of tumor cells. In squamous 

cell carcinoma, DEK-positive expression occurred in 47.9% (23/48) of cases, 

and in lung adenocarcinoma, DEK-positive expression occurred in 67.2% 

(43/64) of cases and correlated with differentiation, p-TNM stage, and nodal 

status. Moreover, in lung adenocarcinoma, DEK expression was significantly 

higher compared with DEK expression in squamous cell carcinoma. Kaplan-

Meier analysis showed that patients with low DEK expression had higher overall 

survival compared with patients with high DEK expression. Depleting DEK 

expression inhibited cellular proliferation and migration. Furthermore, in DEK-

depleted NSCLC cells, we found that RhoA expression was markedly reduced; 

in  conjunction, active RhoA-GTP levels and the downstream effector 

phosphorylated MLC2 were also reduced. Taken together, DEK depletion 

inhibited cellular migration in lung cancer cell lines possibly through inactivation 

of the RhoA/ROCK/MLC signal transduction pathway. 
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RESUMEN / SUMMARY:  - In 2008, lung cancer replaced liver cancer as the 

number one cause of death among people with malignant tumors in China. The 

registered lung cancer mortality rate  increased by 464.84% in the past 3 

decades, which imposes an enormous burden on patients, health-care 

professionals, and society. We performed a systematic review of the published 

data on lung cancer in China between 1990 and 2011 to analyze the incidence 

and mortality rates, economic burden, and risk factors of cancer and the 

effectiveness of interventions. Lung cancer incidence varies within China. 

People in eastern China, especially women, likely have a higher risk of 

developing lung cancer than those in western China. The crude mortality rates 

from lung cancer in 2008 were 47.51 per 100,000 men and 22.69 per 100,000 

women. The crude mortality rate was highest in Shanghai (76.49 per 100,000 

men and 35.82 per 100,000 women) and lowest in Tibet (25.14 per 100,000 

men) and Ningxia (12.09 per 100,000 women). Smoking and environmental 

pollution are major  risk factors for lung cancer in China. Continuous efforts 

should be concentrated  on education of the general public regarding lung 

cancer to increase prevention and early detection. Specific interventions need 

to be implemented to reduce smoking rates and environmental risk factors. 

Standardized treatment protocols should be adapted in China. 
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Lexington, KY 40536-0596, USA; University of Kentucky, College of 

Engineering, Department of Chemical and Materials Engineering, Lexington, KY 

40506-0046, USA. 

RESUMEN / SUMMARY:  - Pulmonary inhalation chemotherapeutic drug delivery 

offers many advantages for lung cancer patients in comparison to conventional 

systemic chemotherapy. Inhalable particles are advantageous in their ability to 

deliver drug deep in the lung by utilizing optimally sized particles and higher 

local drug dose delivery.  In this work, spray-dried and co-spray dried inhalable 

lung surfactant-mimic PEGylated lipopolymers as 

microparticulate/nanoparticulate dry powders containing paclitaxel were 

rationally designed via organic solution advanced spray drying (no water) in 

closed-mode from dilute concentration feed solution. 

Dipalmitoylphosphatidylcholine (DPPC) and 

dipalmitoylphosphatidylethanolamine poly(ethylene glycol) (DPPE-PEG) with 

varying PEG chain length were mixed with varying amounts of paclitaxel in 

methanol to produce co-spray dried microparticles and nanoparticles. Scanning 

electron microscopy showed the spherical particle morphology of the inhalable 

particles. Thermal analysis and X-ray powder diffraction confirmed the retention 

of the phospholipid bilayer structure in the solid-state following spray drying, the 

degree of solid-state molecular order, and solid-state phase transition behavior. 

The residual water content of the particles was very low as quantified 

analytically Karl Fisher titration. The amount of paclitaxel loaded into the 

particles was quantified which indicated high encapsulation efficiencies (43-

99%). Dry powder aerosol dispersion performance was measure in vitro using 

the Next Generation Impactor (NGI) coupled with the Handihaler® dry powder 

inhaler device and showed mass median aerodynamic diameters in the range of 

3.4-7mum. These results demonstrate  that this novel 

microparticulate/nanoparticulate chemotherapeutic PEGylated phospholipid dry 

powder inhalation aerosol platform has great potential in lung cancer drug 

delivery. 
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RESUMEN / SUMMARY:  - Lung cancer is a leading cause of cancer-related 

mortality across the world and tobacco smoking is the major risk factor. The 

Wnt signaling pathway is known to be involved in smoke-induced tumorigenesis 

in the lung. Promoter hypermethylation of Wnt inhibitory factor 1 (Wif1) has 

become a common event in a number of human  tumors. Using a methylation-

specific PCR, hypermethylation of the Wif1 gene promoter was evaluated in 139 

primary non-small cell lung cancers (NSCLCs) and its correlation with 

clinicopathological and prognostic parameters was evaluated. Methylation of 

Wif1 was observed in 47.5% and 20.9% of neoplastic and adjacent normal lung 

tissues, respectively. Its methylation rate tended to be higher in stage I than 

stages II-IIIA. Results of Kaplan-Meier analysis showed no significant difference 

in overall survival according to Wif1 methylation status.  However, Wif1 

methylation showed an association with unfavorable prognosis of 

adenocarcinoma (AC) patients with EGFR mutation. According to our current 

findings, Wif1 promoter methylation is an early, frequent event as an epigenetic  

field manner and could be considered as a useful prognostic marker for AC 

patients with EGFR mutation. Further investigation into the therapeutic potential 

of this finding is warranted. 
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RESUMEN / SUMMARY:  - Numblike (Numbl), a conserved homolog of Drosophila 

Numb, has been proved to be implicated in early development of the nervous 

system. A recent study also showed that Numbl played an important role in 

tumorigenesis and invasion by suppressing  NF-kappaB activation. However, 

the biological role of Numbl remains unknown in lung cancer up to now. To 

address the expression of Numbl in the lung cancer cell, four lung cancer cell 

lines (metastatic cell lines NCI-H292, 95-D, and non-metastatic cell lines A549, 

HCC827) and non-cancerous human bronchial epithelial cells were used to 

detect the protein expression of Numbl by western blotting. The results in this 

study indicated that the expression of Numbl was downregulated in human lung 

cancer cell lines, especially in metastatic cell lines. To investigate the role of 

Numbl in lung cancer cell proliferation, apoptosis, and invasion, we generated 

human lung cancer 95-D cell lines in which  Numbl was either overexpressed or 

depleted. Subsequently, the effects of Numbl on the cell viability, cycle, 

apoptosis, and invasion properties in 95-D cells were  determined with MTT [3-

(4, 5-dimethylthiazol-2-yl)-2, 5-diphenyltetrazolium bromide] assay, flow 

cytometry analysis, and Transwell invasion assays. The results indicated that 

Numbl could decrease cell viability, suppress cell proliferation and invasion, and 

promote cell apoptosis. In addition, we investigated the effects of Numbl on the 

expression of the following proteins: TRAF6 (tumor necrosis factor receptor-

associated factor 6), p-p65 (phosphor-NF-kappaB), cyclin D1, caspase-3, and 

matrix metalloproteinase 9 (MMP9). Results showed that Numbl could decrease 

the expression of TRAF6, p-p65,  cyclin D1, and MMP9 and increase the 

expression of caspase-3. All these results suggested that Numbl might be 

involved in the inhibition of growth, proliferation, and invasion of 95-D cells, as 

well as the potentiation of apoptosis of 95-D cells by abrogating TRAF6-induced 

activation of NF-kappaB. 
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RESUMEN / SUMMARY:  - OBJECTIVE: To examine the properties of mesothelial 

cells by measuring pleural cancer antigen 125 (CA-125) levels in different types 

of benign and malignant pleural effusions. DESIGN: In this retrospective study, 

pleural fluid was collected from 326 patients; pleural CA-125 levels were 
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measured using radioimmunoassay. Patients were classified into five groups 

according to the aetiology of pleural effusions: I) tuberculosis, II) malignant, III) 

pyogenic, IV) congestive heart failure, and V) hepatic hydrothorax. RESULTS: 

CA-125 levels  were significantly higher in the malignant group than in all 

benign groups. There was no difference in pleural CA-125 levels between 

transudate and exudate benign  aetiologies. Although pleural CA-125 levels 

were significantly higher in malignant than benign effusions, about one third of 

malignant pleural effusions had levels of <600 U/ml. Among malignancies, there 

were no significant differences in pleural CA-125 levels between histological 

types. CONCLUSION: CA-125 levels in benign pleural effusions may not be 

influenced by pleural inflammation or hydrostatic or oncotic pressure changes. 

Pleural CA-125 levels may not be influenced by the histological type of tumour 

in malignant pleural effusions, suggesting that mesothelial cell properties may 

not be altered by these factors in the pleural space. 
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RESUMEN / SUMMARY:  - The overexpression of tetraspanin CD151 - a 

transmembrane protein that promotes tumor invasion and metastasis - is 

associated with poor prognosis in various cancers. However, its clinical 

significance in non-small cell lung cancers (NSCLCs) has not been fully 

elucidated. We investigated CD151 expression status by immunohistochemical 

analysis in paraffin-embedded specimens obtained from 380  patients with 

surgically resected NSCLCs (245 squamous cell carcinomas [SCCs] and 135 

adenocarcinomas [ADCs]) between 1994 and 2001. High CD151 expression 

was detected in 28.7% NSCLCs (20.8% of SCCs and 42.9% of ADCs) and was 

significantly  associated with male gender, smokers, and ADCs. Moreover, 

elevated CD151 levels were correlated with reduced overall (OS) and disease-

free survival (DFS), and were an independent negative prognostic factor for OS 

in NSCLC. According to histological type, high CD151 expression was an 

independent prognostic factor for lower OS in ADC, although not in each 
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subtype, and the elevated CD151 expression  levels were more common in 

solid-predominant tumors (48.3%). In contrast, there was no prognostic 

correlation in SCC. High CD151 expression appeared to correlate with 

aggressive behavior in NSCLC, suggesting that it may be a useful prognostic  

marker for lung ADC patients and a potential molecular target for NSCLC 

treatment. 
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RESUMEN / SUMMARY:  - CD88 (C5aR), a G-protein-coupled receptor, is well 

known as it functions in various inflammatory diseases, however, its role in 

tumorigenesis remains unclear. In this study we investigated the prognostic 

value of CD88 in patients with non-small-cell lung cancer (NSCLC) after 

surgical resection. Five NSCLC cell lines and one normal bronchial epithelial 

cell line were used to analyze the CD88 expression at the mRNA level. Then, 

the expression of CD88 and E-cadherin were further examined by 

immunohistochemistry (IHC) in tissue microarray (TMA) consisting of 208 cases 

of NSCLSs. Data revealed that CD88 expression was significantly higher in 

NSCLC cells than that in normal bronchial epithelial cells, and compared with 

the adjacent non-tumorous lung tissues, the CD88 protein overexpressed in 

NSCLC tissues. Furthermore, high levels of CD88 were found to be correlated 

with lymph node metastasis in NSCLC patients (p=0.012). The 5-year overall 

survival of patients with CD88high was significantly lower than those in  the 

CD88low group (p=0.001), and multivariate analysis revealed that CD88 

expression was an independent prognostic factor in patients’ overall survival 

(HR=1.614, 95% CI 1.082-2.407, p=0.019). Finally, we confirmed the CD88 

expression negatively correlated with E-cadherin expression (p<0.001). 

Interference of CD88 expression impaired the migration of lung cancer cells and 

up-regulated the E-cadherin protein expression. Thus, our results indicate that 

CD88 is overexpressed in NSCLC. High levels of CD88 are associated with 

poor prognosis of NSCLC after resection and promote tumor metastasis via 
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down-regulation of E-cadherin. CD88 can be a potential prognostic marker to 

screen patients for unfavorable prognosis. 
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RESUMEN / SUMMARY:  - Background: Distinction of small cell lung carcinoma 

(SCLC) from non-small cell lung carcinoma (NSCLC) is critical because of the 

differences in prognosis and management. Patients with SCLC usually present 

with distant metastasis, and clinicians demand an accurate diagnosis in order to 

initiate appropriate therapy. Limited cytology material, occasionally with crush 

artifact, is not uncommon. Therefore, robust cytomorphologic features and a 

small immunostaining panel would be ideal to differentiate SCLC from NSCLC 

and other neuroendocrine neoplasms. We  evaluated CD56 and the quantitative 

Ki-67 immunohistochemical panel in comparison to synaptophysin and 

chromogranin, along with cytomorphology to diagnose SCLC. Design: Eighty-

eight cases of SCLC were retrieved from the cytology archives of The Johns 

Hopkins Hospital. Forty neuroendocrine neoplasms were used as control cases. 

Results: SCLCs included 33 lung cases and 55 metastatic lesions. The 

specimens were obtained by fine needle aspiration, thoracocentesis, 

bronchoalveolar lavage and abdominal paracentesis. CD56 was expressed in 

98.9% of SCLCs, which is significantly more sensitive than synaptophysin and 

chromogranin. The Ki-67 labeling index was high (>70%) in all cases, which is a 

reliable marker to differentiate SCLC from other neuroendocrine neoplasms and 

NSCLC. Conclusion:  CD56 and quantitative Ki-67 along with cytomorphology is 

a robust immunohistochemical panel to differentiate SCLC from other 

neuroendocrine neoplasms and NSCLC. 
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RESUMEN / SUMMARY:  - BACKGROUND:: Diffuse malignant peritoneal 

mesothelioma (DMPM) is an aggressive malignant tumor of mesothelial origin 

that shows a limited response to cytoreductive surgery along with 

intraperitoneal chemotherapy. Therefore, early diagnosis of DMPM is very 

important. Some researchers have previously reported that high-mobility group 

box 1 (HMGB1) was correlated with pulmonary fibrosis. DMPM involves the 

malignant transformation of mesothelial cells, which originate  from 

mesenchymal cells, similar to lung fibroblasts. Here, we investigated serum  

levels of HMGB1 in patients with MPM and compared them with those of a 

population that had been exposed to asbestos without developing MPM. 

STUDY:: The serum concentrations of HMGB1 were measured in 13 DMPM 

patients and 45 individuals with benign asbestos-related diseases. RESULT:: 

We demonstrated that the patients with DMPM had significantly higher serum 

levels of HMGB1 compared with the population  who had been exposed to 

asbestos but did not develop DMPM. CONCLUSION:: Our data  suggest that 

serum HMGB1 concentration is a useful serum marker for DMPM. 
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RESUMEN / SUMMARY:  - The present study investigates whether lymphatic 

vessel invasion (LVI) detected by D2-40 staining is a prognostic factor for stage 

I adenocarcinoma of the lung.  We retrospectively reviewed 124 patients who 

underwent complete resection for stage I adenocarcinoma of the lung from 

January 1983 to June 2003. LVI was microscopically evaluated using D2-40 

immunostaining. The median follow-up was 71 months. The LVI positive rate 

was 37%. The 5-year cancer-specific survival rates  of the D2-40 positive LVI 
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and negative groups were 88.8% and 84.3%, respectively  (P = 0.630). The 

stage I lung adenocarcinoma patients who were determined to be LVI positive 

based on D2-40 immunostaining did not have a significantly poorer prognosis 

than the LVI negative cases. Thus, lymphatic microinvasion may not be a 

prognostic indicator in early lung cancer, although advanced LVI does appear to 

correlate with survival. It is therefore unnecessary to use D2-40 immunostaining  

to diagnose LVI in practical settings, and Hematoxylin-Eosin and Elastica van 

Gieson staining should continue to be used to predict the prognosis of patients 

with stage I lung adenocarcinoma. 
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RESUMEN / SUMMARY:  - BACKGROUND: We investigated blood vessel invasion 

(BVI) as a possible negative prognostic factor in patients with stage I non-small 

cell lung cancer (NSCLC) according to the 7th edition of the TNM classification. 

METHODS: Between 1999 and 2007, a total of 694 consecutive patients with 

pathological stage I NSCLC underwent complete resection with systematic 

lymph node dissection at Tokyo Medical University Hospital. All sections of the 

specimens were stained by Elastica van Gieson to visualize elastic fibers and 

were examined to determine the prognostic symptoms of BVI. We statistically 

analyzed the association between BVI and clinicopathologic factors, as well as 

clinical outcomes. RESULTS: BVI was detected in 201 patients with stage I 

NSCLC (29.0%). The 5-year overall survival  (OS) rates of the non-BVI and BVI 

patients were 90.5% and 66.0%, respectively (p<0.0001). BVI was found to be 

a significant independent prognostic factor by multivariate survival analysis in 

stage IA and stage IB NSCLC (HR 2.591, p<0.001; HR 2.347, p=0.009, 

respectively). The 5-year OS rate of patients with BVI was significantly worse 

than that of patients without BVI in the T1a (94.5% vs 87.5%, p<0.0001), T1b 

(82.7% vs 65.9%, p<0.0001), and T2a (90.9% vs 61.8%, p<0.0001) subgroups. 

CONCLUSION: We identified the presence of BVI as an independent poor 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23664031&dopt=Abstract
http://dx.doi.org/10.1016/j.lungcan.2013.04.016
mailto:yjnkudo@gmail.com


320 

 

prognostic factor in patients with stage I NSCLC. In the future revision of the 

TNM staging system, the routine use of elastic fiber stains in pathological 

evaluations of lung cancer for BVI determination might be recommended, and 

tumors with BVI should be upstaged to the higher current T staging. 
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RESUMEN / SUMMARY:  - To discover novel lung adenocarcinoma (AdC) 

biomarkers, isobaric tags for relative and absolute quantitation (iTRAQ)-tagging 

combined with 2D-LC-MS/MS analysis was used to identify differentially 

expressed plasma membrane proteins in lung AdC and paired paraneoplastic 

normal lung tissues (PNLTs) adjacent to tumors. In this study, significant 

caveolin-1 downregulation and integrin beta1 upregulation was observed in 

primary lung AdC vs. PNLT. As there has been no report on the association of 

integrin beta1 with lung AdC, immunohistochemical staining was performed to 

detect the expression of integrin beta1 in an independent set of archival tissue 

specimens including 42 cases of PLNT, 46 cases of without lymph node 

metastasis primary AdC (non-LNM AdC) and 62 cases of LNM AdC; the 

correlation of their expression levels with clinicopathological characteristics and 

clinical outcomes were evaluated. Based on the data, upregulation of integrin 

beta1 was significantly correlated with advanced clinical stage and lymph node 

metastasis. Integrin beta1 overexpression was significantly associated with 

advanced clinical stage (P<0.05), lymph node metastasis (P<0.05), increased 

relapse rate (P<0.05) and decreased overall survival (P<0.05) in AdCs. Cox 

regression analysis indicated that integrin beta1  overexpression is an 

independent prognostic factor. The data suggest that integrin beta1 is a 

potential biomarker for LNM and prognosis of AdC and integrin beta1 

upregulation may play an important role in the pathogenesis of AdC. 
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RESUMEN / SUMMARY:  - Lung cancer, the most prevalent cancer worldwide and 

malignant mesothelioma are highly aggressive tumors that are characterized by 

high levels of matrix metalloproteinase (MMP)-2 and -9 secretion. Proteases 

play a key role in tumor cell invasion and metastasis by digesting the basement 

membrane and ECM components. Strong clinical and experimental evidence 

demonstrates association of elevated levels of u-PA and MMPs with cancer 

progression, metastasis and shortened patient survival. MMP activities are 

regulated by specific tissue inhibitors of metalloproteinases (TIMPS). Our main 

objective was to study the effect of a nutrient mixture (NM) on the activity of u-

PA, MMPs and TIMPs on human lung and malignant mesothelioma (MM) cell 

lines. Human lung cancer (A-549 and Calu-3) and malignant mesothelioma 

(MSTO-211H) cell lines were cultured in their respective media and treated at 

confluence with NM at 0, 50, 100, 250, 500  and 1000 microg/ml. Analysis of u-

PA activity was carried out by fibrin zymography, MMPs by gelatinase 

zymography and TIMPs by reverse zymography. Both lung cancer cell lines 

expressed u-PA, which was inhibited by NM in a dose-dependent manner. 

However, no bands corresponding to u-PA were detected for  the MSTO-211H 

MM cell line. On gelatinase zymography, A-549 cells showed one band 

corresponding to MMP-2 and induction of MMP-9 with PMA (100 ng/ml) 

treatment. MSTO-211H showed two bands, an intense band corresponding to 

MMP-2 and a faint band corresponding to MMP-9; MMP-9 was enhanced 

significantly with PMA treatment. NM inhibited their expression in both cell lines 

in a dose-dependent manner. Calu-3 showed no MMP-2 or MMP-9 expression. 

Activity of TIMPs was upregulated by  NM in all cancer cell lines in a dose-

dependent manner. Analysis revealed a positive correlation between u-PA and 

MMPs and a negative correlation between u-PA/MMPs and TIMPs. These 

findings suggest the therapeutic potential of NM in the treatment of lung and 

mesothelioma cancers. 
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RESUMEN / SUMMARY:  - Mitochondrial dysfunction is an important factor as 

genetic change in controlling the growth of tumors. The current study explored 

whether mitochondrial dysfunction correlated with urethane-induced lung 

carcinogenesis in BALB/c and C57BL/6 mice that were given single- or multi-

dose intraperitoneal injections of  urethane. We found that mice susceptible to 

lung tumor formation displayed a rapid increase in the respiratory control ratio in 

lung mitochondria after urethane exposure, whereas resistant mice that failed to 

develop lung tumors maintained the same respiratory control ratio as normal, 

untreated mice. Furthermore, repeated urethane administration or continuous 

2,4-dinitrophenol (an uncoupling agent of oxidative phosphorylation) treatment, 

following a single urethane exposure, could overcome resistance to 

carcinogenesis. In contrast, multi-dose urethane-treated mice that received 

genipin (a highly selective inhibitor of uncoupling protein 2) following their first 

dose of urethane showed  a lower tumor incidence. In addition, a higher 

uncoupling protein 2 level and a lower complex IV level in the lungs correlated 

with subsequent tumor formation in BALB/c and C57BL/6 mice. In vitro, 

urethane suppressed cell proliferation and induced soft-agar colonies in 

parental L929 cells with complete mitochondrial DNA but not in rho degrees 

L929 cells lacking mitochondrial DNA. These studies suggest that abrogation of 

mitochondrial is essential during urethane induced lung carcinogenesis and that 

uncoupling inhibition can reverse cancer morphogenesis, thus presenting an 

appealing method to prevent lung carcinogenesis. 
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RESUMEN / SUMMARY:  - Since the publication of the Radiologic Diagnostic 

Oncology Group Report in 1991, the clinical application of pulmonary magnetic 

resonance imaging (MRI) in patients with lung cancer has been limited. In 

contrast, MRI for lung cancer has  undergone continuous development, and 

several promising techniques have been introduced to overcome the previously 

suggested limitations. In addition, comparative studies involving multidetector-

row computed tomography and positron  emission tomography or positron 

emission tomography/computed tomography with 2-deoxy-2-[F]fluoro-D-glucose 

have shown useful new clinical applications for MRI in lung cancer. Moreover, 

MRI can provide not only morphologic information based  on various 

parameters such as T1 and T2 relaxation times, tissue diffusion, perfusion, etc. 

but also functional information; it also has a significant role in nuclear medicine 

studies. In this review article, we describe recent advances  made in MRI with 

respect to lung cancer, focusing on (1) detection of solid pulmonary nodules; (2) 

characterization of solid pulmonary nodules; (3) TNM staging assessment using 

chest and whole-body MRI examinations; (4) prediction of postsurgical lung 

function; and (5) prediction of tumor treatment response. We believe that further 

basic studies, as well as studies on clinical applications of new MRI techniques, 

are important for improving the management of lung cancer  patients. 
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RESUMEN / SUMMARY:  - Glycoprotein nonmetastatic melanoma B (GPNMB) is a 

type I transmembrane glycoprotein which is overexpressed in many tumors and 

seems to play a critical role in metastasis of malignant tumors. The purpose of 

this study was to determine GPNMB expression in small cell lung cancer 

(SCLC) and analyze the prognostic value in patients with SCLC. A total of 132 

cases of SCLCs were analyzed immunohistochemically on tissue microarrays 

(TMAs). Patients were divided into weak-positive and strong-positive GPNMB 

groups. In addition, serum GPNMB was evaluated by enzyme-linked 

immunosorbent assay (ELISA). The average serum GPNMB concentration was 

1054.15 +/- 363.71 pg/mL in the weak-positive group, 2611.52 +/- 457.57 pg/mL 

in the strong-positive group, and 427.61 +/- 273.9 pg/mL in the control. The 

strong-positive group showed significantly higher serum GPNMB levels than the 

weak-positive group and healthy control (p < 0.01). Overall survival in the weak-

positive GPNMB group was significantly longer than in the strong-positive group 

(27 months vs 15 months, p < 0.01). These results suggest that the expression 

of GPNMB may be useful as a prognostic indicator in patients with SCLC. 
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RESUMEN / SUMMARY:  - OBJECTIVES: Few studies have focused on pleural 

mesothelioma and environmental exposure in individuals residing around an 

industrial source of asbestos. The aim of this study is to determine whether 

residential distance and wind conditions are related to the risk of developing 

pleural mesothelioma. METHODS: In this retrospective cohort study carried out 

in an area of Barcelona province (Catalonia, España), 24 environmental pleural 

mesothelioma cases were diagnosed between 2000 and 2009. We calculated 

the age-standardised incidence rate ratios of developing this disease in the 

population studied, taking into account the residential distance from the plant. 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23695414&dopt=Abstract
http://dx.doi.org/10.1136/oemed-2012-101198
http://dx.doi.org/10.1136/oemed-2012-101198


325 

 

For cases living within a 500-m radius of the plant, the geographical location in 

relation to the factory was also assessed. RESULTS: The incidence rate of 

environmental pleural mesothelioma was higher in the population living within 

500 m of the plant than in those living in a radius of 500-2000 m and much 

higher than those living at 2000-10 000 m. The highest incidence rate ratio for 

pleural mesothelioma (161.9) was found in the southeast quadrant of the 500-m 

area, coinciding with the predominant wind direction. CONCLUSIONS: 

Residential distance from an industrial source of asbestos and local wind 

conditions have a considerable impact on the risk of developing environmental 

pleural mesothelioma. 
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RESUMEN / SUMMARY:  - BACKGROUND: Chest computed tomography (CT) is 

the mainstay of postoperative surveillance for non-small cell lung cancer 

(NSCLC). However, there is no clear consensus about the optimal management 

of newly detected lesions on follow-up CT. Our goals were (1) to determine the 

eventual outcome of newly detected lesions on follow-up CT in patients with 
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previously resected NSCLC and (2) to determine the  characteristics of the 

detected lesions that suggest recurrence. METHODS: In this retrospective 

study, we investigated 116 patients with NSCLC who underwent operations 

between February 2004 and December 2011 and had newly detected lesions 

on postoperative surveillance CT at least once during the follow-up period 

(median, 29 months). We investigated lesion size, growth, laterality, multiplicity, 

and recurrence patterns, as well as demographic data. RESULTS: One  

hundred fifty-seven new lesions were detected during the follow-up period. Of 

the 157 lesions, 139 were intrathoracic (lung, 83; lymph node, 34; pleura, 14; 

others, 8) and 18 were extrathoracic. Further investigation or follow-up 

confirmed that 78 lesions (49.7% [78 of 157]) were recurrences. Extrathoracic 

lesions showed a higher correlation with recurrence compared with intrathoracic 

ones (83.3% versus 45.3%; p = 0.002). Regarding lung lesions, solid nodules (p 

=  0.003; hazard ratio, 13.190) and lesions in patients with stage III disease (p =  

0.043; hazard ratio, 6.464), were much more likely to reflect recurrence. 

CONCLUSIONS: In patients with newly detected lesions on follow-up chest CT 

after  resection of NSCLC, special attention should be paid to lesions with the 

following characteristics: extrathoracic lesions, solid lung nodules, and lung 

lesions in patients with stage III disease. It is necessary to investigate these  

lesions more aggressively because they suggest the presence of recurrent 

disease. 
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RESUMEN / SUMMARY:  - BACKGROUND: The overexpressed in lung cancer 1 

(OLC1), a novel tumor associated gene, is upregulated in several carcinomas. 

The purpose of this study was to determine whether increased expression of 

OLC1 is associated with epithelial ovarian carcinoma (EOC) that diagnosed in 

patients. METHODS: OLC1 expression was  assayed in 20 normal ovarian and 

139 ovarian cancer’s specimens by Western blotting and immunohistochemical 

staining (IHC). Univariate and multivariate analysis were performed to 

determine the association between OLC1 expression and  prognosis. 

RESULTS: Western blotting analysis demonstrated that OLC1 was 

overexpressed in ovarian cancers, and immunohistochemistry results revealed 
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that  63 patients had increased level of OLC1. The 5-year overall survival (OS) 

rates of patients with high OLC1 expression and low OLC1 expression were 

24.8% and 75.2%, respectively (hazard ratio: 21.43, 95% CI: 2.54, 7.12, P < 

0.0001). The 5-year progression-free survival (PFS) rates were 30.1% for 

patients in the high-expression group and 69.9% for patients in the low OLC1 

expression group (hazard ratio: 17.04, 95% CI: 0.33, 5.96, P < 0.0001). 

CONCLUSIONS: OLC1 over-expression is an important factor in epithelial 

ovarian carcinoma prognosis  and can be a potential biomarker for ovarian 

carcinoma. J. Surg. Oncol. 2013 9999:XX-XX. © 2013 Wiley Periodicals, Inc. J. 

Surg. Oncol. 2013;107:847-852. © 2013 Wiley Periodicals, Inc. 
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RESUMEN / SUMMARY:  - BACKGROUND: Solid tumours have worse prognosis 

when associated with thrombocytosis. Our study assessed the prognostic value 

of thrombocytosis, and its relation with smoking habits in lung cancer. 

PATIENTS AND METHODS: A total of 398 patients were operated on then 

divided into two groups, those with normal platelet counts (n=312), and those 

with thrombocytosis (n=86); 348 out of 398 patients had data for smoking habits 

(99 non-smokers, 249 smokers). RESULTS: The  frequency of thrombocytosis 

was 18.6%, 19.3%, 27.5 and 28.6% in patients with tumor stages I to IV, 

respectively. Thrombocytosis appeared most frequently in patients with 

squamous cell lung cancer, and among smokers. The overall 5-year survival 

was worse in patients with thrombocytosis (p<0.001). By uni- and multivariate 

analyses, platelet count, and T and N status were found to be independent 

prognostic factors. CONCLUSION: Our study indicates that the presence of 

perioperative thrombocytosis in patients undergoing surgery should be 

considered as an independent prognostic factor of poor survival, and should be 

taken into account in regard to therapy. 
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RESUMEN / SUMMARY:  - BACKGROUND: The TP53 codon 72 polymorphism 

has been associated with the individual susceptibility to lung cancer. However, 

the association remains uncertain and varies with ethnicity, smoking status, 

cancer histology, and stage. METHODS: We performed a meta-analysis to 

evaluate the relationship between TP53 Arg72Pro polymorphism and lung 

cancer susceptibility basing on 15,647 lung cancer patients and 14,391 controls 

from 36 published literatures. We also performed stratified analysis in 

populations of different ethnicities, smoking statuses, lung cancer stages, and 

histological types. RESULTS: The analysis showed a significantly increased 

lung cancer susceptibility among Pro allele carriers (P < 0.001, odds ratio (OR) 

= 1.14, 95 % confidence interval (CI) = 1.1-1.19), especially for smokers (P < 

0.001, OR = 1.29, 95 % CI = 1.12-1.47). Stratified analysis indicated that Pro72 

elevates lung cancer susceptibility in Asians, while it has no effect on lung 

cancer risk of Caucasians. Moreover, Pro carriers  present an increased risk of 

developing squamous cell carcinoma and adenocarcinoma, instead of large cell 

carcinoma and small cell carcinoma. Interestingly, patients with the Pro allele 

seemed to be diagnosed with lung cancer at the early stages (stage I-II, P = 

0.008, OR = 1.2, 95 % CI = 1.05-1.37). CONCLUSIONS: Our results suggest 

that the Pro allele acts as a risk factor for development of lung cancer, 

especially for smokers and Asians. 
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REVISTA / JOURNAL:  - Cell Signal. 2013 Apr 28;25(8):1689-1698. doi: 

10.1016/j.cellsig.2013.04.006. 

 ●●Enlace al texto completo (gratuito o de pago) 

1016/j.cellsig.2013.04.006 

AUTORES / AUTHORS:  - Zhao L; Wang DL; Liu Y; Chen S; Sun FL 

INSTITUCIÓN / INSTITUTION:  - Institute of Epigenetics and Cancer Research, 

School of Medicine, Tsinghua University, Medical Science Building C-315, 

Beijing 100084, China. Electronic address: alei831@yahoo.com.cn. 

RESUMEN / SUMMARY:  - hMOF is the major acetyltransferase of histone H4 

lysine 16 (H4K16) in humans, but its biological function is not well understood. 

In this study, hMOF was found to be more frequently highly expressed in non-
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small cell lung cancer (NSCLC) than corresponding normal tissues (P<0.001). 

In addition, up-regulation of H4K16 acetylation was also more frequent in 

NSCLC than normal tissues (P=0.002). Furthermore, hMOF promotes the cell 

proliferation, migration and adhesion of NSCLC cell lines. Microarray analysis 

and chromatin immunoprecipitation (ChIP) assays suggest that hMOF 

modulates proliferation and metastasis by regulating histone H4K16 acetylation 

at the promoter regions of downstream target genes. Moreover, hMOF 

promotes S phase entry via Skp2. These findings suggest that hMOF  

contributes to NSCLC tumorigenesis. 

 

---------------------------------------------------- 

[414] 

TÍTULO / TITLE:  - Ectopic Cushing’s Syndrome Secondary to Pulmonary 

Carcinoid Tumor. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Ann Thorac Surg. 2013 May;95(5):1797-9. doi: 

10.1016/j.athoracsur.2012.09.039. 

 ●●Enlace al texto completo (gratuito o de pago) 

1016/j.athoracsur.2012.09.039 

AUTORES / AUTHORS:  - Hashemzadeh S; Asvadi Kermani A; Ali-Asgharzadeh A; 

Halimi M; Soleimani M; Ladan A 

INSTITUCIÓN / INSTITUTION:  - Tuberculosis and Lung Diseases Research Center, 

Hematology and Oncology Research  Center, Tabriz University of Medical 

Sciences, Tabriz, Iran. 

RESUMEN / SUMMARY:  - Adrenocorticotropic hormone (ACTH) overproduction 

within the pituitary gland or ectopically leads to hypercortisolism. In this study a 

case of Cushing’s syndrome caused by an ectopic ACTH-secreting carcinoid 

tumor in lung is discussed, as are  the available diagnostic procedures. The 

patient was a 28-year-old woman with clinical features starting about 6 months 

previously. The results of her biochemical tests suggested ectopic Cushing’s 

syndrome. Full-body computed tomography revealed a single nodule in the 

inferior lobe of the right lung. After removal of the nodule, the patient’s 

symptoms subsided clinically, and laboratory tests confirmed remission of the 

hypercortisolism. 
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[415] 

TÍTULO / TITLE:  - Oleothorax simulating pulmonary neoplasm. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Ann Thorac Surg. 2013 May;95(5):1807. doi: 

10.1016/j.athoracsur.2012.09.076. 

 ●●Enlace al texto completo (gratuito o de pago) 

1016/j.athoracsur.2012.09.076 
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INSTITUCIÓN / INSTITUTION:  - Department of Radiology, Federal University of Rio 
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[416] 

TÍTULO / TITLE:  - Chemopreventive and anti-cancer efficacy of silibinin against 

growth and progression of lung cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Nutr Cancer. 2013;65 Suppl 1:3-11. doi: 

10.1080/01635581.2013.785004. 

 ●●Enlace al texto completo (gratuito o de pago) 
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AUTORES / AUTHORS:  - Mateen S; Raina K; Agarwal R 

INSTITUCIÓN / INSTITUTION:  - a Department of Pharmaceutical Sciences , 

Skaggs School of Pharmacy and Pharmaceutical Sciences. 

RESUMEN / SUMMARY:  - The use of systemic chemotherapeutic drugs and 

molecular-targeted therapies in the treatment of patients with locally advanced 

or metastatic lung cancer has its limitations due to the associated acute and 

cumulative dose limiting toxicities and acquisition of drug resistance. Prevention 

and therapeutic intervention by dietary agents including nutraceuticals which 

are non-toxic, cost-effective, and  physiologically bioavailable, are emerging 

approaches in lung cancer management.  In this regard, silibinin, a natural 

flavonolignan, has been rigorously evaluated for the prevention and growth 

control of lung cancer through extensive in vitro and in vivo studies. Successful 

studies conducted so far, have established that silibinin is effective both alone 

and in combination with other agents (e.g., chemotherapeutic and epigenetic 

agents) in significantly inhibiting the growth of lung cancer cells. In vivo, its 

effects have been shown to be mediated through inhibition of proliferation, 

angiogenesis and epigenetic—related events. Therefore, the present review 

focuses on encompassing the efficacy and mechanisms of silibinin against lung 

cancer. 
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[417] 

TÍTULO / TITLE:  - Detection of FHIT and p16 mRNA deletion in biopsy 

specimens obtained by bronchoscopy for the diagnosis of lung cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Int J Biol Markers. 2013 May 22:0. doi: 

10.5301/JBM.5000021. 

 ●●Enlace al texto completo (gratuito o de pago) 5301/JBM.5000021 
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INSTITUCIÓN / INSTITUTION:  - Department of Pulmonary Medicine, Affiliated 

Hospital of Jiangsu University, Zhenjiang - China. 

RESUMEN / SUMMARY:  - The purpose of this study was to investigate the 

diagnostic value of the deletion of fragile histidine triad (FHIT) and p16INK4a 

(p16) mRNA in biopsies obtained by bronchoscopy. Biopsies were analyzed 

using RT-PCR in 52 patients with lung cancer and 19 patients with benign lung 

disease. The results showed that the detection rates of FHIT and p16 gene 

transcript deletion were significantly higher in lung  cancer patients than in 

patients with benign lung disease (65.4% versus 10.5%, p=0.001 and 59.6% 

versus 5.3%, p&lt;0.001, respectively). The sensitivities for detecting FHIT and 

p16 transcript deletion in biopsies were 65.4% and 59.6% (combined 80.8%), 

respectively, which were markedly better than those of histology and cytology 

(42.3% and 34.6%, respectively; combined 57.7%). In 22 lung cancer patients 

with negative histology and cytology at initial bronchoscopy, FHIT and p16 

mRNA loss was detected in 40.9% (9/22) and 36.4% (8/22) cases, respectively. 

FHIT mRNA loss was associated with smoking status in  lung cancer patients. 

In conclusion, deletion of FHIT and p16 mRNA can be identified in biopsies 

obtained during bronchoscopic procedures. FHIT and p16 mRNA deletion can 

be used as biomarkers in the clinical diagnosis of lung cancer  and may serve 

as adjuncts to histology and cytology in lung cancer diagnosis. 
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[418] 

TÍTULO / TITLE:  - Inhibition of CK2 enhances UV-triggered apoptotic cell death in 

lung cancer cell  lines. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Oncol Rep. 2013 Jul;30(1):377-84. doi: 

10.3892/or.2013.2407. Epub 2013 Apr 18. 
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AUTORES / AUTHORS:  - Zhao T; Jia H; Li L; Zhang G; Zhao M; Cheng Q; Zheng 
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INSTITUCIÓN / INSTITUTION:  - Jiangsu Key Laboratory of Biological Cancer 

Therapy, Xuzhou Medical College, Xuzhou, Jiangsu 221002, P.R. China. 

RESUMEN / SUMMARY:  - Lung cancer is a high-grade malignancy with poor 5 

year-survival rates that remains incurable with current therapies. Different 

cellular stresses, including  antitumor agents, ionizing radiation and ultraviolet 

(UV) light, can induce apoptosis and activate signaling pathways. UV has 

multiple effects on tumor cells, including DNA damage, and increases the 

expression of some genes involved  in tumor cell apoptosis and DNA repair. It 

has been reported that UV can also activate casein kinase 2 (CK2). CK2, a 

Ser/Thr protein kinase, has been reported  to be frequently overexpressed in 

various types of human cancer, including lung cancer, and is associated with 

tumor development. Thus, combination of UV and CK2 inhibitors may be a new 
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strategy for the treatment of lung cancer. Our results demonstrated that 

inhibition of CK2a through CK2 siRNA or a CK2 inhibitor [(4,5,6,7-

tetrabromobenzotriazole (TBB)] enhances the decrease in cell viability  of lung 

cancer cells (A549 and H2030) induced by UV. Western blot analysis 

demonstrated that the combination increased the expression of apoptotic 

protein markers cytochrome c and the cleavage of poly ADP-ribose polymerase 

(PARP) and caspase-3. Furthermore, our results indicated that UV decreased 

the expression of the tumor suppressor protein PML through activation of CK2. 

Inhibition of CK2 by  CK2 siRNA and TBB can recover the reduction of PML 

induced by UV. Collectively, these results demonstrate the significant apoptosis 

of lung cancer cells induced  by combination treatment of the CK2 inhibitor and 

UV radiation. CK2 enhanced cell apoptosis by UV radiation may due, at least 

partly, to recover the expression of  PML. These findings warrant the clinical 

testing of CK2 inhibitors which, when used in conjunction with DNA-damaging 

agents such as radiation, may be an effective cancer therapeutic strategy. 
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[419] 

TÍTULO / TITLE:  - Mixed Form of Pericardial Mesothelioma with Osseous 

Differentiation in a Dog. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - J Comp Pathol. 2013 Apr 8. pii: S0021-9975(13)00026-1. 

doi: 10.1016/j.jcpa.2013.01.009. 

 ●●Enlace al texto completo (gratuito o de pago) 1016/j.jcpa.2013.01.009 

AUTORES / AUTHORS:  - Yamamoto S; Fukushima R; Kobayashi M; Machida N 

INSTITUCIÓN / INSTITUTION:  - Laboratory of Veterinary Clinical Oncology, Tokyo 

University of Agriculture and Technology, Fuchu, Tokyo 183-8509, Japan. 

RESUMEN / SUMMARY:  - An 8-year-old female Yorkshire terrier was referred for 

evaluation and treatment  of recurrent pericardial effusion. Echocardiographic 

examination revealed a markedly and irregularly thickened pericardial sac with 

frequent hyperechoic areas with acoustic shadows. Pericardiocentesis 

produced only a small amount of thick serosanguineous fluid. The dog 

underwent subtotal pericardiectomy, but died during surgery. At necropsy 

examination, the heart was encased by voluminous, grey-white to red-tan, soft 

to firm proliferative tissue arising from the pericardial sac. The pericardial cavity 

was obliterated. Microscopically, the tissue was predominantly sarcomatoid with 

osseous differentiation and epithelioid elements were admixed with bundles of 

spindle cells. Immunohistochemically, the constituent cells, especially those that 

were epithelioid, co-expressed cytokeratin and vimentin. A diagnosis of mixed 

form pericardial mesothelioma with osseous differentiation was made. This 

appears to be the first report of such a tumour in a dog. 
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[420] 

TÍTULO / TITLE:  - Primary solitary extramedullary plasmacytoma involving the 

true vocal cords in a  pregnant woman. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Tumori. 2013 Jan-Feb;99(1):e14-8. doi: 

10.1700/1248.13805. 
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INSTITUCIÓN / INSTITUTION:  - Department of Otorhinolaryngology and Head-
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RESUMEN / SUMMARY:  - Primary solitary extramedullary plasmacytoma of the 

larynx involving the true vocal cords is an extremely rare entity. Extramedullary 

plasmacytoma has the potential to transform into multiple myeloma and 

mandates strict vigilance and routine follow-up. We describe such a case in a 

29-year-old pregnant woman who presented with progressive hoarseness, 

dysphagia and intermittent respiratory difficulty. Fiberoptic laryngoscopy 

revealed a fleshy mass involving the posterior third of the true vocal cords, 

encroaching on the ventricle and false cords. Histopathology and 

immunohistochemistry revealed extramedullary plasmacytoma of a monoclonal 

nature. In spite of Bence Jones proteinuria and a rising serum beta 2-

microglobulin level, a thorough search for metastasis and subsequent treatment 

with radiotherapy were delayed due to the patient’s pregnancy. She is the 

youngest adult ever reported with primary solitary extramedullary plasmacytoma 

involving the true cords. Described for the first time in pregnancy, the relevant 

issues in management are highlighted. 
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[421] 

TÍTULO / TITLE:  - Cytomorphologic overlap of differentiated thyroid carcinoma 

and lung adenocarcinoma and diagnostic value of TTF-1 and TGB on cytologic 

material. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Diagn Cytopathol. 2013 May 2. doi: 10.1002/dc.22997. 
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INSTITUCIÓN / INSTITUTION:  - Department of Pathology, Division of 

Cytopathology, The Johns Hopkins Hospital, Baltimore, Maryland. 

RESUMEN / SUMMARY:  - Thyroid carcinomas and lung adenocarcinoma share 

cytomorphological features yet have different prognoses. Thyroid Transcription 

Factor-1 (TTF-1) is an immunohistochemical (IHC) marker used to confirm 

pulmonary and thyroid carcinoma, while Thyroglobulin (TGB) is expressed by 

thyroid carcinoma. The cytopathology archive of The Johns Hopkins Hospital 
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was searched for cases of lung adenocarcinoma versus thyroid carcinoma with 

TTF-1 and TGB IHC. Forty-four cases  of lung adenocarcinoma (25) and thyroid 

carcinoma (19) were retrieved. One was metastatic lung adenocarcinoma to the 

thyroid and three were metastatic papillary thyroid carcinoma (PTC) to the lung. 

The initial interpretation of two cases from bony lesions was metastatic lung 

adenocarcinoma. In light of additional clinical  information and TGB 

immunostain, the diagnoses of these two cases changed to metastatic thyroid 

carcinoma. TTF-1 and TGB is a small immunostain panel that can differentiate 

lung adenocarcinoma from thyroid carcinoma and prevent misdiagnosis and its 

consequences. Diagn. Cytopathol. 2013. © 2013 Wiley Periodicals, Inc. 

 

---------------------------------------------------- 

[422] 

TÍTULO / TITLE:  - Angiogenesis of lung cancer utilizes existing blood vessels 

rather than developing new vessels using signals from carcinogenesis. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Anticancer Res. 2013 May;33(5):1913-6. 

AUTORES / AUTHORS:  - Uramoto H; Yamada S; Tanaka F 

INSTITUCIÓN / INSTITUTION:  - Second Department of Surgery, School of 

Medicine, University of Occupational and  Environmental Health, 1-1 Iseigaoka, 

Yahatanishi-ku, Kitakyushu 807-8555, Japan.  hidetaka@med.uoeh-u.ac.jp. 

RESUMEN / SUMMARY:  - Cancer cells metastasize via angiogenesis and are a 

long-standing therapeutic target in malignant tumors. Vascular endothelial 

growth factor (VEGF) antibodies  have been developed for clinical use, with 

limited benefits. Therefore, identifying the underlying mechanisms of 

angiogenesis regarding whether tumor vessels are derived from cancer cells or 

blood vessels in existence, is highly anticipated. Recently, epidermal growth 

factor receptor (EGFR) antibodies were utilized to detect cancer cells with 

somatic mutations of EGFR. The concordance rate is high for detection 

between immunohistochemical staining and polymerase chain reaction (PCR)-

based methods. We hypothesized that endothelial cells exhibiting lymphatic and 

venous tumor invasiveness will be immunoreactive if new  blood vessels are 

derived from the lung cancer itself, because EGFR mutations occur at a 

relatively early phase in carcinogenesis. We examined endothelial cells with 

EGFR mutations exhibiting lymphatic and venous tumor invasiveness using 

these antibodies. Tumor samples were obtained from 848 consecutive patients 

with lung cancer. Among 153 of 595 adenocarcinomas with EGFR-sensitive 

mutations, the number of lymphatic and venous invasive tumors was 35 and 19, 

respectively. Consequently, 12 available tumor specimens (five specimens for 

delE746-A750 and seven specimens for L858R) with both factors were 

evaluated. The main cancer cells were highly immunoreactive; however, no 

obvious lesions were detected with  endothelial cells exhibiting lymphatic or 

venous invasiveness. Therefore, the angiogenesis of lung cancer seems to 
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utilize blood vessels in existence, rather than create new vessels using signals 

from carcinogenesis. 

 

---------------------------------------------------- 

[423] 

TÍTULO / TITLE:  - Intra-abdominal bronchogenic cyst: a challenge in diagnosis 

and management. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Am Surg. 2013 Apr;79(4):E156-7. 

AUTORES / AUTHORS:  - Kfoury E; Moynihan JJ 

INSTITUCIÓN / INSTITUTION:  - Inova Fairfax Hospital, Department of Surgery, 

Falls Church, Virginia 22042, USA. elias.kfoury@hotmail.com 
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[424] 

TÍTULO / TITLE:  - Fengycin inhibits the growth of the human lung cancer cell line 

95D through reactive oxygen species production and mitochondria-dependent 

apoptosis. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Anticancer Drugs. 2013 Jul;24(6):587-98. doi: 

10.1097/CAD.0b013e3283611395. 

 ●●Enlace al texto completo (gratuito o de pago) 

1097/CAD.0b013e3283611395 

AUTORES / AUTHORS:  - Yin H; Guo C; Wang Y; Liu D; Lv Y; Lv F; Lu Z 

INSTITUCIÓN / INSTITUTION:  - aLaboratory of Enzyme Engineering, College of 

Food Science and Technology, Nanjing Agricultural University bState Key 

Laboratory of Natural Medicines, China Pharmaceutical University cDepartment 

of Microbiology, Institute of Life Science  and Technology, China 

Pharmaceutical University, Nanjing, Jiangsu Province, China. 

RESUMEN / SUMMARY:  - To investigate the antitumor activity and action 

mechanism of fengycin using the  human lung cancer cell line 95D. The 

antitumor activity of fengycin was tested in vitro and in vivo. Reactive oxygen 

species production, Ca uptake, and mitochondrial membrane potential loss 

induced by fengycin in 95D cells were measured by flow cytometry and a laser 

confocal microscope. Lactate dehydrogenase release and caspase activity in 

fengycin-treated 95D cells were assayed using cytotoxicity detection kits. 

Apoptosis triggered by fengycin was identified by 4,6-diamidino-2-phenylindole 

(DAPI) staining and flow cytometry. The effects of fengycin on cell-cycle and 

apoptosis-related proteins were evaluated by quantitative reverse-transcription 

PCR and western blot. Treatment with fengycin  not only significantly decreased 

cell proliferation in various cancer cell lines  including 95D but inhibited the 

growth of xenografted 95D cells in nude mice. Fengycin also induced reactive 

oxygen species production and Ca uptake, as well as lactate dehydrogenase 
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release and mitochondrial membrane potential loss. Further experiments 

showed that fengycin could trigger apoptosis in 95D cells and cause cell-cycle 

arrest at the G0/G1 stage by downregulating cyclin D1 and cyclin-dependent 

kinase 4 (CDK4). While investigating caspase activity and the expression of 

apoptosis-related proteins, fengycin was found to induce apoptosis  in 95D cells 

through the mitochondrial pathway, evidenced by increased caspase activity, 

Bax expression, and cytochrome c release into the cytoplasm, as well as 

decreased Bcl-2 levels. Fengycin can inhibit the growth of the cancer cell line 

95D by regulating the cell cycle and promoting apoptosis, suggesting that it may  

have potential as an anticancer treatment. 

 

---------------------------------------------------- 

[425] 

TÍTULO / TITLE:  - The oncological value of video-assisted thoracoscopic 

lobectomy for early-stage non-small cell lung cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Eur J Cardiothorac Surg. 2013 Apr 3. 

 ●●Enlace al texto completo (gratuito o de pago) 1093/ejcts/ezt193 
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TÍTULO / TITLE:  - Phosphorylation of eIF2alpha Suppresses Cisplatin-Induced 

A549 Cell Apoptosis via p38 Inhibition. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Cancer Biother Radiopharm. 2013 Apr 9. 

 ●●Enlace al texto completo (gratuito o de pago) 1089/cbr.2012.1340 
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Ding F; Zhong H 

INSTITUCIÓN / INSTITUTION:  - 1 Department of Cardio-Thoracic Surgery, Xinhua 

Hospital Affiliated to Shanghai Jiao Tong University School of Medicine , 

Shanghai, 200092, P.R. China . 

RESUMEN / SUMMARY:  - Abstract Cisplatin-based chemotherapy is considered a 

golden standard for treatment of advanced non-small cell lung cancer (NSCLC). 

However, drug resistance is one of the major problems in NSCLC 

chemotherapy. The mechanisms and related biological pathways that contribute 

to chemoresistance are relatively poorly understood. Here, we demonstrated 

that the phosphorylation of eukaryotic translation initiation factor 2alpha 

(eIF2alpha) suppresses cisplatin-induced A549 cell apoptosis. Cisplatin induced 

eIF2alpha phosphorylation through protein  kinase RNA. Importantly, phospho-

eIF2alpha inhibited cisplatin-induced A549 cells apoptosis, at least in part, by 
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suppressing the p38 pathway. Moreover, analysis of tissue microarrays 

information demonstrated that phospho-eIF2alpha predicted a poor prognosis in 

patients with NSCLC. Taken together, these results provide a potential 

mechanism that is used for explaining how eIF2alpha promotes cisplatin  

resistance in A549 cells. Therefore, the regulation of eIF2alpha may improve 

treatment outcomes of cisplatin-based chemotherapy for patients with NSCLC. 
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[427] 

TÍTULO / TITLE:  - Potential importance of Maackia amurensis agglutinin in non-

small cell lung cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Biol Chem. 2013 Mar 23. pii: /j/bchm.just-accepted/hsz-

2012-0279/hsz-2012-0279.xml. doi: 10.1515/hsz-2012-0279. 

 ●●Enlace al texto completo (gratuito o de pago) 1515/hsz-2012-0279 

AUTORES / AUTHORS:  - Mehta S; Chhetra R; Srinivasan R; Sharma SC; Behera 

D; Ghosh S 

RESUMEN / SUMMARY:  - Abstract Maackia amurensis agglutinin is a 

NeuNAcalpha (2-3) Galbeta (1-4) GlcNAc/Glc specific lectin, which was shown 

to have diagnostic potential in cancer of different origin. In the previous report, 

we have demonstrated that GM3 specific IgG from bronchoalveolar lavage fluid 

(BALF) of non-small cell lung cancer (NSCLC) patients interacted with ~66kDa 

membrane glycoprotein band of NSCLC cell lines, which was also recognized 

by this lectin. This observation prompted us to assess the potential of Maackia 

amurensis agglutinin in NSCLC. Accordingly, we examined the reactivity of this 

lectin with NSCLC cell lines as well as the tissue biopsies and cells obtained 

from fine needle aspirations of NSCLC patients. Maackiaamurensis agglutinin 

showed strong reactivity specifically with cells and biopsy samples of NSCLC 

origin. Further, this lectin was found to  induce apoptosis in NSCLC cells. The 

mechanism of this lectin induced apoptosis involved downregulation of Bcl-XL, 

upregulation of Bax, release of cytochrome c and activation of procaspase-3. 

Collectively our results have suggested that Maackia amurensis agglutinin may 

have the potential to serve as a unique probe for detection of NSCLC and also 

as a specific apoptosis inducing agent in NSCLC cells. 
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TÍTULO / TITLE:  - Well-differentiated papillary mesothelioma, possibly giving rise 

to diffuse malignant mesothelioma: A case report. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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S; Noda H; Kawachi K; Takasaki H; Akaike M; Kameda Y 

INSTITUCIÓN / INSTITUTION:  - Department of Pathology, Kanagawa Cancer 

Center, Yokohama, Japan. 

RESUMEN / SUMMARY:  - Well-differentiated papillary mesothelioma (WDPM) is a 

distinct subtype of mesothelial tumor from diffuse malignant mesothelioma 

(DMM), with an uncertain malignant potential. The relationship between WDPM 

and DMM, with regard to the ability of the former to develop into the latter, is 

also unknown. A 58-year-old  woman, diagnosed with a rectal carcinoid tumor, 

underwent removal of the lymph nodes via the abdomen in 2004. A large 

number of white miliary nodules were identified on the mesentery and 

peritoneum, which were histologically diagnosed as WDPM. No further therapy 

was administered, but the patient was followed-up using imaging methods. 

Seven years later, an abdominal wall mass was discovered using positron 

emission tomography-computed tomography, and a laparotomy biopsy was 

performed. DMM was diagnosed, because mesothelioma with extended 

invasion had been histologically identified. Mesothelioma similar to papillary 

proliferation was present on the outer layer of the peritoneum, and an infiltrating 

lesion with continuous restiform or solid-like structures was noted. WDPM was 

believed to have undergone malignant transformation. Compared to DMM, 

WDPM has a good prognosis and is considered a benign or borderline 

neoplasm. Our findings suggest that WDPM does have malignant potential, 

however, because histological findings indicated a malignant transformation of 

WDPM to DMM. 
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RESUMEN / SUMMARY:  - Cytologic examination of fine-needle aspiration 

(material is increasingly used in diagnosing lung cancer. High interobserver 

agreement in distinguishing small-cell lung cancer from nonsmall-cell lung 

cancer (NSCLC) on cytologic material has been demonstrated. Because of new 

treatment-modalities, subclassification of NSCLC into squamous cell carcinoma 

(SQC) and non-SQC has clinical impact. Subclassification based on 

morphology alone may be difficult, but applying immunohistochemistry (IHC) to 
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clot-material has proved helpful. When insufficient material is available to make 

a clot from the aspirate, cytoscrape (CS) can convert cytologic material into 

tissue fragments useful for IHC. The purpose of this study was to test the 

reproducibility of pulmonary malignant diagnoses, in particular distinction 

between subgroups of NSCLC, based on smeared material and  IHC on CS. A 

consecutive series of May-Grunwald-Giemsa (MGG) stained smears and CS 

with IHC on material from 79 patients suspected of having lung cancer was 

included. The material was circulated twice to four pathologists. The diagnoses 

were categorized in five groups: SQC, adenocarcinoma of the lung, non-SQC, 

benign lesion and other forms of malignancy, including metastases. 

Reproducibility was analyzed using Kappa statistics. Interobserver 

reproducibility of the diagnoses in round 1 was good to very good (kappa 0.57-

0.71) and very good in round 2 (0.63-0.80). Reproducibility of subclassification 

of NSCLC based on MGG stained smear and IHC on CS, was very good 

among experienced pathologists. With only sparse material available, CS 

should be used to achieve reproducible diagnoses, including subtyping of 

NSCLC. Diagn. Cytopathol. 2013. Esta es una cita bibliográfica que va por 

delante de la publicación en papel. La fecha indicada en la cita provista, NO 

corresponde con la fecha o la cita bibliográfica de la publicación en papel. La 

cita bibliográfica definitiva (con el volumen y su paginación) saldrá en 1 ó 2 

meses a partir de la fecha de la emisión electrónica-online. *** This is a 

bibliographic record ahead of the paper publication. The given date in the 

bibliographic record does not correspond to the date or the bibliographic citation 

on the paper publication. The publisher will provide the final bibliographic 

citation (with the volume, and pagination) within 1 or 2 months from the date the 

record was published online. © 2013 Wiley Periodicals, Inc. 
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Epigenetics and Tumorigenesis, Tianjin Research Center of Basic Medical 

Sciences, Tianjin Medical University, Tianjin 300070, China. 

RESUMEN / SUMMARY:  - p66Shc, one of the SHC1 gene encoding proteins, 

promotes cell death and reports cell anchorage status, mediating anoikis in vitro 

and functioning as a metastasis suppressor in vivo. However, very little is 

known about p66Shc gene regulation in cancer cells. Here, we show that 

methylation of a specific CpG site in the early  post-transcriptional region 

correlates with p66Shc repression in clinical human lung cancer samples and 

cancer cell lines. We also find that the stress related transcription factor Nrf2 

associates with p66Shc gene promoter in the methylated  region, and promotes 

p66Shc transcription. However, p66Shc induction by Nrf2 requires 

demethylation of the Nrf2 binding site in p66Shc promoter. Knock-down of 

p66Shc leads to a positive feedback upregulation of Nrf2 expression and 

accordingly, Nrf2 is found to be highly expressed in tumors with low p66Shc 

expression. Further, Nrf2 expression level positively correlates with tumor grade 

of patients. Thus, we propose that epigenetic repression of p66Shc in cancer 

cells might be a key factor leading to Nrf2 upregulation, increased cell survival, 

and tumor progression. 
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RESUMEN / SUMMARY:  - Notch3 receptor is one of the mammalian Notch family 

receptors (Notch1-4) which plays an important role in the regulation of cellular 

proliferation, differentiation, and apoptosis. Overexpression of Notch3 is 

associated with tumorigenesis. In order to assess the expression of Notch3 in 

Chinese non-small-cell lung cancer (NSCLC) patients and determine its 

association with prognosis, we designed a prospective study with five years of 

follow-up to evaluate Notch3 expression in NSCLC tissues and adjacent non-

cancerous normal lung tissues from 131 patients undergoing surgical treatment 

by immunohistochemistry and western blot analysis. Notch3 had high 

expression in 67  of 131 cases of NSCLC (51.1 %), which was significantly 
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higher than in adjacent noncancerous lung tissues. Moreover, Notch3 

overexpression was significantly correlated with TNM stage (P = 5.41e-07 in 

squamous cell carcinoma, P = 5.338e-07 in adenocarcinoma) and lymph node 

metastasis (P = 0.00764 in squamous cell carcinoma, P = 0.01491 in 

adenocarcinoma). Kaplan-Meier survival analysis showed  that the overall 

survival times in patients expressing Notch3 in NSCLC were shorter. 

Multivariate analysis further demonstrated that Notch3 was an independent 

prognostic factor for patients with NSCLC. Therefore, Notch3 might be a useful 

biomarker to predict the prognosis of patients with NSCLC. 
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RESUMEN / SUMMARY:  - Estrogens and IL-12 play a pivotal role in the 

development and progression of non-small-cell lung cancer (NSCLC); at the 

same time, estrogen receptor beta2 and (interleukin-12 receptor beta2)IL-

12Rbeta2 are their important receptors, respectively. With the functions of 

ERbeta2 and IL-12Rbeta2 explored further in NSCLC, some questions on the 

relation between ERbeta2 and IL-12Rbeta2 expression  need to be solved. In 

this study, our aim is to elucidate relationship and roles  of ERbeta2 and IL-

12Rbeta2 in NSCLC. The expression of estrogen receptors beta2 and IL-

12Rbeta2 was confirmed by Western blot and RT-PCR analysis in frozen 

tissues. The correlation between their expression levels and clinical 

characteristics was evaluated by Mann-Whitney and Kruskal-Wallis test. Using 

Kaplan-Meier plots and Cox proportional hazard models analyses, overall 

survival  (OS) was evaluated. In contrast to benign pulmonary, ERbeta2 and IL-

12Rbeta2 were over-expressed in NSCLC (p = 0.000). IHC results showed 

significant correlation between ERbeta2 and IL-12Rbeta2 (R = 0.382, p = 

0.005). By analyzing the relation between ERbeta2, IL-12Rbeta2 mRNA 

expression levels and clinical characteristics, it was revealed that ERbeta2 and 

IL-12Rbeta2 were significant correlated with regional lymph node metastasis, T 

stage and clinical stage (p = 0.000/0.000; 0.001/0.000; 0.031/0.003 

respectively), and both protein expression levels were lower with TNM stage 

being higher. In a Kaplan-Meier analysis, compared to both ERbeta2 and IL-
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12Rbeta2 or one low expression, high expression levels of ERbeta2  and IL-

12Rbeta2 were identified in a group of patients with the longest overall survival 

(OS). Cox proportional hazard models revealed that ERbeta2 and IL-12Rbeta5 

had longer OS. This is the first study to uncover that both ERbeta2 and IL-

12Rbeta2 were over-expressed and further show that they were co-expressed  

in NSCLC. Moreover, we found that high expression levels of ERbeta2 and IL-

12Rbeta2 may be positively correlated with OS and have prognostic values for 

the progression of NSCLC. 
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RESUMEN / SUMMARY:  - Histone deacetylase inhibitor (HDACi, vorinostat) 

responses were studied in murine and human lung cancer cell lines and 

genetically-engineered mouse lung cancer models. Findings were compared 

with a window of opportunity trial in aerodigestive tract cancers. In human 

(HOP62, H522 and H23) and murine transgenic (ED-1, ED-2, LKR-13, and 

393P, driven respectively by cyclin E, degradation-resistant cyclin E, KRAS, or 

KRAS/p53) lung cancer cell lines vorinostat reduced growth, cyclin D1 and 

cyclin E levels, but induced p27, histone acetylation and apoptosis. Other 

biomarkers also changed. Findings from transgenic murine lung cancer models 

were integrated with those from a window of  opportunity trial that measured 

vorinostat pharmacodynamic responses in pre- versus post-treatment tumor 

biopsies. Vorinostat repressed cyclin D1 and cyclin E expression in murine 

transgenic lung cancers and significantly reduced lung cancers in syngeneic 

mice. Vorinostat also reduced cyclin D1 and cyclin E expression, but increased 

p27 levels in post- versus pre-treatment human lung cancer biopsies. Notably, 

necrotic and inflammatory responses appeared in post-treatment biopsies. 

These depended on intratumoral HDACi levels. Therefore,  HDACi treatments 

of murine genetically-engineered lung cancer models exert similar responses 

(growth inhibition and changes in gene expression) as observed  in lung cancer 
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cell lines. Moreover, enhanced pharmacodynamic responses occurred  in the 

window of opportunity trial, providing additional markers of response that can be 

evaluated in subsequent HDACi trials. Thus, combining murine and human 

HDACi trials is a strategy to translate preclinical HDACi treatment outcomes into 

the clinic. This study uncovered clinically-tractable mechanisms to engage in 

future HDACi trials. 
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RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Anticancer Res. 2013 Apr;33(4):1737-41. 

AUTORES / AUTHORS:  - Maraz A; Furak J; Varga Z; Fodor E; Egyud Z; Borzasi 

E; Kahan Z; Palfoldi R; Tiszlavicz L; Hideghety K 

INSTITUCIÓN / INSTITUTION:  - Department of Oncotherapy, University of Szeged, 

Szeged, Hungary. dr.manna@freemail.hu 

RESUMEN / SUMMARY:  - BACKGROUND: Dosimetric data and acute 

oesophageal toxicity (AET) during chemoradiotherapy (CRT) were evaluated in 

patients with non-small cell lung cancer (NSCLC). PATIENTS AND METHODS: 

Fifty patients were treated with paclitaxel-based conformal CRT with a mean +/- 

SD dose of 60.7 +/- 9.8 Gy. The oesophageal toxicity was prospectively 

registered and evaluated in relation to the maximal dose (Dmax), mean dose 

(D(mean)), length and volume of oesophagus irradiated with 35-60 Gy (V(35-

60Gy)), and according to the seriousness of AET. RESULTS: Dmax and 

D(mean) to the oesophagus were 57.0 +/- 10.8 Gy and 24.9 +/- 9.0 Gy, 

respectively. AET of grade 1, 2 and 3 developed in 16 (32%), 14 (28%) and 

three (6%) cases, respectively. The Dmax, D(mean), length and the V(35-60Gy) 

were all related to dysphagia (p<0.001). V(45Gy) was the most reliable 

predictor of AET of grade 2 or more. CONCLUSION: Our results indicate that 

keeping oesophageal V(45Gy) below 32.5% can prevent severe AET during 

CRT of NSCLC. 
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RESUMEN / SUMMARY:  - OBJECTIVES: The standard surgical treatment for 

patients with non-small-cell lung cancer (NSCLC) is lobectomy with systematic 

nodal dissection (SND). Lobe-specific patterns of nodal metastases have been 

recognized, and lobe-specific SND (L-SND)  has been reported. We performed 

L-SND depending on patient-related factors, such  as age or the presence of 

diabetes or respiratory dysfunction, or in the context  of specific tumour-related 

factors, such as the presence of a tumour with a wide  area of ground-glass 

opacity. METHODS: Between September 2002 and December 2008,  335 

consecutive patients with clinical and intraoperative N0 NSCLC underwent 

curative lobectomies at Shizuoka Cancer Center Hospital. Among these 335 

patients, 206 underwent SND (Group A) and 129 underwent L-SND. Of the 129 

patients undergoing L-SND, 98 underwent L-SND due to patient-related factors 

(Group B) and 31 underwent L-SND due to tumour-related factors (Group C). 

RESULTS: There were no significant differences in morbidity or blood loss 

between patients undergoing SND or L-SND, but there was a significant 

difference in the mean operative times. The 5-year disease-free survival (5-

DFS) and 5-year overall survival (5-OS) of patients in Group C were 100%. 

Although the patients in Group  B showed no significant difference in 5-DFS and 

5-OS compared with Group A, patients in Group B had significantly more initial 

recurrence of mediastinal node cancer than did the Group A patients (P = 

0.0050). CONCLUSIONS: The recurrence of mediastinal node cancer in 

patients undergoing L-SND was significantly greater than that in those 

undergoing SND. 
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RESUMEN / SUMMARY:  - Bronchogenic cysts (BCs) are a rare clinical entity 

because of anomalism of foregut in the embryonic stage. They have been 
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described mostly within the mediastinum and are uncommon reported arising 

from the stomach. In this article,  we report two cases of BC of stomach 

identified by pathological examination after surgical resection. It is extremely 

difficult to make a definitive diagnosis preoperatively just based on imaging 

findings. Surgical resection may be indicated if malignancy is suspected, or the 

cyst is enlarging or infected or causing symptoms. 
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RESUMEN / SUMMARY:  - AIM: To clarify how patients with epidermal growth 

factor receptor (EGFR)-mutant  lung adenocarcinoma with acquired resistance 

to EGFR-tyrosine kinase inhibitors (TKIs) respond to radiotherapy (RT) for brain 

metastases. PATIENTS AND METHODS: Forty-seven patients were divided 

into the following three groups: a TKI-naive group with EGFR mutation (n=11), a 

TKI-resistant group with EGFR mutation (n=10), and an EGFR-wild-type group 

(n=26). Patients received stereotactic RT (n=23) or whole-brain RT (n=24). 

RESULTS: The response rate for patients with TKI-resistant tumor at three 

months after RT tended to be lower (11%) than that of those who were TKI-

naive (82%, p=0.006) and for patients with wild-type EGFR (48%, p=0.10). On 

univariate analysis, central nervous system progression-free and overall 

survival were significantly shorter for patients with TKI-resistant tumors than for 

those who were TKI-naive (p=0.018 and p=0.005, respectively). Multivariate 

analysis showed that TKI resistance was an independent predictor of poorer 

overall survival (p=0.011). CONCLUSION: Acquired resistance to TKIs appears 

to be associated with low efficacy of brain RT. 
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RESUMEN / SUMMARY:  - BACKGROUND: Nestin is a class VI intermediate 

filament protein expressed in stem/progenitor cells during the development of 

the central nervous system. Nestin is detected in various types of tumors and is 

involved in malignant processes. This study investigated the expression and 

function of nestin in small-cell lung cancer (SCLC). METHODS: Expression of 

nestin and achaete-scute homolog 1 (ASH1) was studied in 21 lung cancer cell 

lines. To assess the function of nestin, a short hairpin RNA (shRNA) targeting 

nestin was transfected into two  SCLC cell lines (DMS53 and SBC3), and 

cloned cells that showed apparent down-regulation of nestin were obtained. 

Nestin expression was also studied immunohistochemically in surgically 

resected SCLC primary tumors and metastatic SCLC tumors obtained from 

autopsy cases. RESULT: Nestin was expressed in nine of  10 SCLC cell lines. 

The nestin expression level was significantly higher in SCLC  cell lines than in 

NSCLC cell lines (P<0.01). There was a statistically significant positive 

correlation between the expression levels of nestin and ASH1 in SCLC cell 

lines. Nestin knock-down cells created by transfection with shRNA exhibited 

decreased invasion and cell proliferation capabilities. Furthermore, nestin was 

detected in SCLC tumor cells and tumor vessels in all clinical tumor specimens. 

CONCLUSION: Nestin is expressed in SCLC in association with 

neuroendocrine features and participates in malignant phenotypes, including 

cell  growth. Therefore, nestin may be a novel therapeutic target for SCLC. 
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RESUMEN / SUMMARY:  - The incidence of lung cancer has dramatically 

increased in ten years, being now the most commonly diagnosed cancer in 

males and the fourth most commonly diagnosed cancer in females. Considering 

social and scientific evolution, the aim of the present study conducted by the 

French College of General Hospital Respiratory Physicians (CPHG) was to 

compare patient and lung cancer characteristics at a ten-year interval. Two 

epidemiological studies, KBP-2000-CPHG and KBP-2010-CPHG, were 

conducted at a ten-year interval. These prospective multicentre studies included 

all patients >/=18 years of age with primary lung cancer diagnosed between 1st 

January and 31st December 2000 or 2010, and managed in the respiratory 

departments of one of the participating general hospitals. A standardised form 

was completed for each patient. A steering committee checked recruitment 

exhaustiveness. Respectively, in 2000 and 2010, 137 and 104 centres included 

5667 and 7051 patients. Compared to 2000, patients in 2010 were significantly 

older (65.5+/-11.3 vs. 64.3+/-11.5 years, p<0.0001), more frequently women 

(24.3% vs. 16.0%, p<0.0001) and never-smokers (10.9% vs. 7.2%, p<0.0001). 

In 2010, adenocarcinoma was the most common tumour (45.4%, vs. 29.0% in 

2000, p<0.0001). The adenocarcinoma rate increased irrespective of sex, age, 

or smoking status (relative risk [RR] before and after adjustment, RR=2.07 

[1.92-2.24], p<0.0001 and 2.06 [1.90-2.23], p<0.0001). In ten years, lung cancer  

characteristics have therefore changed: more women, more never-smokers, 

and more  adenocarcinomas. The particular high increase in adenocarcinoma 

rate deserves further analysis. 

 

---------------------------------------------------- 

[440] 

TÍTULO / TITLE:  - A Seldom Case of Non-Small Cell Lung Cancer Metastasizing 

to the Pituitary Gland: Detection With 18F-FDG PET-CT. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Clin Nucl Med. 2013 Apr 18. 

 ●●Enlace al texto completo (gratuito o de pago) 

1097/RLU.0b013e31828da679 

AUTORES / AUTHORS:  - Agarwal KK; Sharma P; Singla S; Suman Kc S; Bal C; 

Kumar R 

INSTITUCIÓN / INSTITUTION:  - From the Department of Nuclear Medicine, All India 

Institute of Medical Sciences, New Delhi, India. 

RESUMEN / SUMMARY:  - Metastases to the pituitary gland are rare. We here 

present a case of a 52-year-old man with non-small cell lung cancer where 

pituitary metastasis was detected on staging F-FDG PET-CT, characterized 

with MRI and confirmed at histopathology. By demonstrating such rare site of 

metastasis, F-FDG PET-CT can have significant impact on management of 

cancer patients. 

 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23603606&dopt=Abstract
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[441] 

TÍTULO / TITLE:  - Different mechanisms for metal-induced adaptation to 

cadmium in the human lung cell lines A549 and H441. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Cell Biol Toxicol. 2013 Jun;29(3):159-73. doi: 

10.1007/s10565-013-9243-4. Epub 2013 Apr 13. 

 ●●Enlace al texto completo (gratuito o de pago) 1007/s10565-013-9243-

4 

AUTORES / AUTHORS:  - Sauvageau JA; Jumarie C 

INSTITUCIÓN / INSTITUTION:  - Departement des sciences biologiques, Centre 

TOXEN, Universite du Quebec a Montreal, C.P. 8888 Succursale Centre-ville, 

Montreal, QC, Canada, H3C 3P8. 

RESUMEN / SUMMARY:  - Sensitivity to Cd and Zn as well as the capacity to 

develop tolerance were characterized in human lung cells A549 and H441. In 

the A549 cells, a 2-fold lower LC50 was obtained for Cd compared to Zn, 

whereas H441 cells were similarly  sensitive to both metals. H441 cells were 

twice as resistant to Cd as the A549 cells. Higher HSP70, but not 

metallothionein (MT) or glutathione (GSH) levels, could contribute to this better 

resistance. A 1.5- and 2-fold increase in the LC50 for Cd was obtained in the 

A549 cells pre-exposed to non-cytotoxic concentrations of Cd (20 muM) or Zn 

(40 muM) for 24 h. On the other hand, only Zn increased H441 cells’ resistance 

to Cd. Maximum Zn- and Cd-induced tolerances were reached as early as 3 

and 12 h, respectively. Increases in MT-IIa and HSP70  messenger RNA levels 

were higher in A549 cells, but cycloheximide eliminated the  induction of 

tolerance only in the H441 cells. Protein synthesis is a prerequisite for metal-

induced tolerance to Cd in the H441 cells but not the A549 cells. Results 

obtained with L-buthionine sulfoximine revealed that GSH synthesis is not 

responsible for the acquired tolerance in both cell lines. However, GSH plays a 

critical role against Cd toxicity, and pro-oxidant conditions sensitized  cells to Cd 

with different impacts on the metal-induced mechanisms of acquired tolerance. 

GSH and catalase both provide antioxidative protection, but only the stress 

related to low GSH content, not that resulting from catalase inhibition, may be 

alleviated with Zn. 

 

---------------------------------------------------- 

[442] 

TÍTULO / TITLE:  - Sensitive detection of EML4-ALK fusion oncoprotein of lung 

cancer by in situ proximity ligation assay. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Clin Chem. Acceso gratuito al texto completo a partir de 1 

año de la fecha de publicación. 

 ●●Enlace a la Editora de la Revista http://www.journals.uchicago.edu/   
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 ●●Cita: Clinical Infectious Diseases: <> Lab Med. 2013 Apr 9:1-6. doi: 

10.1515/cclm-2013-0044. 

 ●●Enlace al texto completo (gratuito o de pago) 1515/cclm-2013-0044 

AUTORES / AUTHORS:  - Rho JK; Lee H; Park CS; Choi CM; Lee JC 

RESUMEN / SUMMARY:  - Abstract Background: EML4-ALK fusion oncogene has 

emerged as a novel molecular target in non-small cell lung cancer (NSCLC). 

Although break-apart fluorescent in situ hybridization (FISH) is the standard 

method for diagnosis, it is expensive,  not readily available and sometimes 

difficult to interpret. In addition, ALK immunohistochemistry (IHC) may miss the 

diagnosis because of relatively low level of ALK transcription. Methods: In situ 

proximity ligation assay (PLA) originally  developed for precise detection and 

quantification of proteins by dual recognition and amplification process was 

used for sensitive detection of EML4-ALK fusion oncoprotein in NSCLC cell 

lines (ALK negative cell: PC-9 and H460, ALK positive cell: H3122 and H2228). 

EML4-ALK oncogene and protein in lung  cancer cells were confirmed by 

multiplex RT-PCR and Western blots. Results: We detected 117 kDa variant 1 

of EML4-ALK in H3122 and 90 kDa variant 3 of EML4-ALK  in H2228. These 

cells were more sensitive to crizotinib, an ALK inhibitor compared with PC-9 and 

H460 cells without EML4-ALK rearrangement. After fixing on glass slides by 

cytospin centrifuge, in situ PLA test was performed. Among four cell lines, 

distinct, tiny spots were visible only in H3122 and H2228 cell lines  with ALK 

rearrangement. The same results were also obtained when paraffin-embedded 

cell blocks were used. Conclusions: Highly specific and sensitive detection of 

EML4-ALK fusion oncoprotein is possible by in situ PLA method suggesting its 

clinical application. 
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[443] 

TÍTULO / TITLE:  - Serendipitous discovery of non-sestamibi-avid squamous cell 

lung cancer invading  the heart during myocardial perfusion imaging. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Clin Nucl Med. 2013 Jun;38(6):443-6. doi: 

10.1097/RLU.0b013e31828e9921. 

 ●●Enlace al texto completo (gratuito o de pago) 

1097/RLU.0b013e31828e9921 

AUTORES / AUTHORS:  - Achong DM 

INSTITUCIÓN / INSTITUTION:  - From the Nuclear Medicine Service, James A. 

Haley Veterans’ Hospital and University of South Florida College of Medicine, 

Tampa, FL. 

RESUMEN / SUMMARY:  - Scintigraphic and radiographic correlation of a non-

sestamibi-avid lung mass invading the left ventricle serendipitously discovered 

during adenosine myocardial perfusion imaging is presented. The only clue to 

the presence of the mass was deformation of the anterior wall on SPECT 

http://dx.doi.org/10.1515/cclm-2013-0044
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myocardial perfusion imaging.  This case serves as a reminder that although 

the appearance of pathology on a nuclear medicine imaging study is typically 

what is seen (specifically, increased radiopharmaceutical uptake), it can just as 

importantly be what is not seen. 

 

---------------------------------------------------- 

[444] 

TÍTULO / TITLE:  - Angiotensin-converting enzyme 2 attenuates the metastasis of 

non-small cell lung  cancer through inhibition of epithelial-mesenchymal 

transition. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Oncol Rep. 2013 Jun;29(6):2408-14. doi: 

10.3892/or.2013.2370. Epub 2013 Mar 29. 

 ●●Enlace al texto completo (gratuito o de pago) 3892/or.2013.2370 

AUTORES / AUTHORS:  - Qian YR; Guo Y; Wan HY; Fan L; Feng Y; Ni L; Xiang Y; 

Li QY 

INSTITUCIÓN / INSTITUTION:  - Respiratory Department, Ruijin Hospital, Shanghai 

Jiaotong University School of Medicine, Shanghai 200025, PR China. 

spriteqian@163.com 

RESUMEN / SUMMARY:  - Angiotensin-converting enzyme 2 (ACE2) is a key 

enzyme of the renin-angiotensin system (RAS). ACE2 plays a critical 

counterbalancing role by degrading angiotensin II (Ang II) to Ang 1-7. Recent 

studies suggest that RAS influences tumor growth and development by its 

paracrine effects on the tumor microenvironment. Epithelialmesenchymal 

transition (EMT) is now thought to be a process that plays a fundamental role in 

tumor progression and metastasis. In the present study, we investigated the 

role of ACE2 in lung cancer metastasis and the mechanism of EMT. This is the 

first study to elucidate the mechanism through which the overexpression of 

ACE2 in the A549 lung cancer cell line decreases metastasis formation in vivo 

and upregulates the expression of E-cadherin both in vitro and in vivo. We also 

observed the downregulation of vimentin, which supports a role of ACE2 in 

influencing EMT in lung cancer. Further analysis indicated that ACE2 abrogated 

the upregulation of TGF-beta1-induced EMT markers,  such as vimentin and 

alpha-smooth muscle actin (alphaSMA) in vitro in A549 cells. Finally, exposing 

A549 cells stably expressing ACE2 to DX600, an inhibitor of ACE2, recovered 

the sensitivity of lung cancer cells to TGF-beta1-mediated induction of EMT. 

Our study demonstrated that ACE2 attenuated the metastasis of lung cancer 

and may serve as a target for new strategies to inhibit EMT in cancer cells. 
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[445] 

TÍTULO / TITLE:  - Crizotinib may be used in lewis lung carcinoma: A novel use 

for crizotinib. 
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RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Oncol Rep. 2013 Jul;30(1):139-48. doi: 

10.3892/or.2013.2424. Epub 2013 Apr 24. 

 ●●Enlace al texto completo (gratuito o de pago) 3892/or.2013.2424 

AUTORES / AUTHORS:  - Xia P; Gou WF; Zhao S; Zheng HC 

INSTITUCIÓN / INSTITUTION:  - Department of Biochemistry and Molecular Biology, 

Institute of Pathology and Pathophysiology, School of Basic Medical Science, 

China Medical University, Shenyang, Liaoning 110001, P.R. China. 

RESUMEN / SUMMARY:  - Lung cancer accounts for 13% (1.6 million) of the total 

cases and 18% (1.4 million) of the deaths in 2008. Crizotinib (PF-02341066) is 

identified as an ATP  competitive small-molecular inhibitor for anaplastic 

lymphoma kinase (ALK). The US Food and Drug Administration (FDA) 

approved crizotinib to be used for the treatment of patients with locally 

advanced or metastatic ALK-positive NSCLC in 2011. In the present study, the 

side population (SP) and main population (MP) cells were obtained from Lewis 

lung carcinoma cells (LLC) and analyzed by DNA dye (Hoechst 33342) and flow 

cytometry. LLC SP and MP cells were confirmed as no ALK  fusion gene by 

fluorescence in situ hybridization. The effects of crizotinib on LLC SP and MP 

cells both in vivo and in vitro were identified. Our results indicate that crizotinib 

can induce apoptosis and G1 phase arrest in LLC MP cells. Crizotinib used in 

combination with verapamil can inhibit proliferation of LLC SP cells. Moreover, 

crizotinib decreased tumor size and weight and inhibited  angiogenesis in 

established xenografted tumors. To analyze the signaling pathway  involved, 

computer simulation, Affymetrix microarray analysis and western blot analysis 

were performed. In these assays, crizotinib was found to dock into Smad3 and 

activate the Smad signaling pathway. Overall, these studies demonstrate the 

antitumor activity of crizotinib in LLC cell line, and provide a novel use for 

crizotinib. 

 

---------------------------------------------------- 

[446] 

TÍTULO / TITLE:  - MAPK inhibitors augment gallic acid-induced A549 lung cancer 

cell death through the enhancement of glutathione depletion. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Oncol Rep. 2013 Jul;30(1):513-9. doi: 

10.3892/or.2013.2447. Epub 2013 May 9. 

 ●●Enlace al texto completo (gratuito o de pago) 3892/or.2013.2447 

AUTORES / AUTHORS:  - Park WH; Kim SH 

INSTITUCIÓN / INSTITUTION:  - Department of Physiology, Medical School, 

Research Institute for Endocrine Sciences, Chonbuk National University, Jeonju 

561-180, Republic of Korea. 

RESUMEN / SUMMARY:  - Gallic acid (GA) is involved in various biological 

processes such as cell growth  inhibition and apoptosis through changes in 
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reactive oxygen species (ROS). In the present study, we investigated the 

effects of MAPK (MEK, JNK or p38) inhibitors on cell death in GA-induced A549 

lung cancer cells in relation to ROS and glutathione (GSH). Treatment with 100 

microM GA inhibited the growth of A549 cells and induced apoptosis and/or 

necrosis, which was accompanied by the loss of mitochondrial membrane 

potential (MMP; Psim). GA increased ROS levels as well as  GSH depletion in 

A549 cells at 24 h. MEK inhibitor seemed to enhance cell growth  inhibition by 

GA. This inhibitor also increased cell death, MMP (Psim) loss and GSH 

depletion in GA-treated A549 cells. Both JNK and p38 inhibitors intensified 

growth inhibition, cell death, MMP (Psim) loss and GSH depletion by GA. 

However,  none of the MAPK inhibitors significantly altered ROS levels in GA-

treated A549 cells. In conclusion, MAPK inhibitors enhanced growth inhibition 

and death in GA-treated A549 cells, which were correlated with GSH depletion 

rather than ROS levels. 

 

---------------------------------------------------- 

[447] 

TÍTULO / TITLE:  - Overexpression of Numb suppresses tumor cell growth and 

enhances sensitivity to cisplatin in epithelioid malignant pleural mesothelioma. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Oncol Rep. 2013 Jul;30(1):313-9. doi: 

10.3892/or.2013.2429. Epub 2013 Apr 26. 

 ●●Enlace al texto completo (gratuito o de pago) 3892/or.2013.2429 

AUTORES / AUTHORS:  - Kang Y; Ding M; Tian G; Guo H; Wan Y; Yao Z; Li B; Lin 

D 

INSTITUCIÓN / INSTITUTION:  - Department of Respiratory Medicine, Shandong 

Provincial Hospital, Shandong University, Jinan, Shandong 250021, P.R. China. 

RESUMEN / SUMMARY:  - Malignant pleural mesothelioma (MPM) is a highly 

aggressive and conventional treatment-resistant tumor with a dismal prognosis. 

Among the three histological subtypes of MPM, the epithelioid is the most 

common type. Numb is considered as a tumor suppressor playing a critical role 

in controlling asymmetric cell division, maintenance of stem cell compartments, 

ubiquitination of specific substrates and  regulating Notch-, Hedgehog- and 

TP53-activated pathways. The present study was designed to analyze the role 

of Numb in epithelioid MPM. We investigated the expression of Numb in 39 

epithelioid MPM and 22 normal pleural tissues by immunohistochemistry. 

Furthermore, we overexpressed Numb in NCI-H2452, an epithelioid human 

MPM cell line, and investigated the effect of Numb overexpression on the 

proliferation, apoptosis and sensitivity to cisplatin in cells. The expression of 

Numb was significantly lower in MPM compared to the control group and Numb 

had an inverse correlation with the ki-67 labeling index.  Loss of Numb 

expression was associated with poor prognosis in epithelioid MPM. 

Overexpression of Numb in NCI-H2452 cells significantly inhibited proliferation,  

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23624653&dopt=Abstract
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promoted apoptosis and enhanced sensitivity to cisplatin. Moreover, Numb 

overexpression activated caspase-9 and caspase-3 through release of 

cytochrome c  as well as downregulation of XIAP and survivin. We speculate 

that cytochrome c/caspase signaling is a possible mechanism through which 

Numb enhances the apoptosis of NCI-H2452 cells. These results suggest that 

Numb may be involved in  epithelioid MPM development, and its upregulation 

may confer sensitivity to cisplatin, suggesting potential therapeutic options for 

MPM. 

 

---------------------------------------------------- 

[448] 

TÍTULO / TITLE:  - Evaluating consistency in the interpretation of NTP rodent 

cancer bioassays: An examination of mouse lung tumor effects in the 4-MEI 

study. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Regul Toxicol Pharmacol. 2013 Jun;66(1):109-15. doi: 

10.1016/j.yrtph.2013.03.009. Epub 2013 Mar 29. 

 ●●Enlace al texto completo (gratuito o de pago) 1016/j.yrtph.2013.03.009 

AUTORES / AUTHORS:  - Haseman JK 

INSTITUCIÓN / INSTITUTION:  - J.K. Haseman Consulting, 1054 Tacketts Pond 

Drive, Raleigh, NC 27614, United States. Electronic address: 

hasemanjk@aol.com. 

RESUMEN / SUMMARY:  - The potential carcinogenicity of 4-methylimidazole (4-

MEI) was evaluated in a National Toxicology Program (NTP) rodent cancer 

bioassay in Fischer 344 rats and  B6C3F1 mice (NTP, 2007; Chan et al., 2008). 

The NTP concluded that there was “clear evidence of carcinogenic activity” in 

male and female mice, based on an increased incidence of lung tumors. The 

“category of evidence” that the NTP assigns to a rodent cancer bioassay 

outcome can have significant regulatory implications. This is especially 

important for 4-MEI, which forms in caramel colorings and other foods during 

cooking, with potential widespread human exposure in a broad spectrum of food 

and beverage products. A detailed analysis of all NTP mouse-lung-tumor-only 

carcinogens reveals that the proper call for lung tumors in the 4-MEI study 

should have been “some evidence” rather than “clear evidence” of carcinogenic 

activity for both male and female mice in order  to be consistent with the NTP’s 

interpretation of other mouse lung carcinogens showing a similar strength of 

response. Suggestions are given as to measures the  NTP should consider in 

the preparation of some or all future Technical Reports in order to enhance 

consistency of interpretation of experimental results. 
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TÍTULO / TITLE:  - Specificities of Lung Adenocarcinoma in Women Who Have 

Never Smoked. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - J Thorac Oncol. 2013 Apr 19. 

 ●●Enlace al texto completo (gratuito o de pago) 

1097/JTO.0b013e3182904dfb 

AUTORES / AUTHORS:  - Mazieres J; Rouquette I; Lepage B; Milia J; Brouchet L; 

Guibert N; Beau-Faller M; Validire P; Hofman P; Fouret P 

INSTITUCIÓN / INSTITUTION:  - *Service de Pneumologie, Hopital Larrey-CHU de 

Toulouse, Universite de Toulouse III (Paul Sabatier), Cedex 9, France; 

daggerService d’anatomopathologie, CHU Rangueil, Faculte de Medecine, 

Toulouse, France; double daggerService d’epidemiologie; section signService 

de chirurgie thoracique, Hopital Larrey, CHU Toulouse, France; ||Laboratoire de 

Biologie Moleculaire, Hopital de Hautepierre,  EA 3430, Universite de 

Strasbourg, Faculte de Medecine, Strasbourg, France; paragraph signService 

d’anatomopathologie, Institut Mutualiste Montsouris; #Laboratoire de Pathologie 

Clinique et Experimentale et Biobanque CRB, CHU de Nice, France; and 

**Universite Pierre et Marie Curie, Paris, France et INSERM 985 Genetique des 

tumeurs, Villejuif, France. 

RESUMEN / SUMMARY:  - INTRODUCTION:: No clear data are available on the 

high rate of tobacco-independent lung cancer in women. We hypothesize that 

genetic events or hormonal factors may be partly involved. METHODS:: We 

aimed to compare clinical,  pathological, and biological characteristics of lung 

cancer in two cohorts of women: smokers and never-smokers. A total of 140 

women (63 never-smokers and 77 former/current smokers) with 

adenocarcinoma, were included in this study. RESULTS:: The never-smokers 

were characterized by a higher age (67 versus 58.7 years; p < 0.0001) and a 

higher frequency of lepidic features (60.3% versus 37.7%; p = 0.008) compared 

with smokers. We observed differential genetic alteration repartition in women 

according to their tobacco status: 50.8% of never-smokers displayed an 

epidermal growth factor receptor (EGFR) mutation versus 10.4% of smokers (p 

< 0.001). In contrast, K-Ras was more frequently mutated in smokers (33.8%) 

than in never-smokers (9.5%; p = 0.001). We also observed a higher 

percentage of estrogen receptors (ER) alpha expression (p = 0.03; and p = 

0.008 with two different antibodies) in patients who never smoked when 

compared with smokers. There was no significant difference in ERbeta and 

progesterone receptors between the groups. Finally, ERalpha expression was 

correlated with the presence of an EGFR mutation. CONCLUSIONS:: This 

study suggests that when lung cancer occurs in women who have never 

smoked, it is more  frequently associated with an EGFR mutation and ERalpha 

expression, with a correlation between both markers. These findings underline 

the possibility of treating women who have never smoked by targeting both 

hormonal factors and genetic abnormalities. 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23608817&dopt=Abstract
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[450] 

TÍTULO / TITLE:  - Small cell carcinoma of the colon arising in a carcinoid tumor. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Anticancer Res. 2013 Apr;33(4):1713-5. 

AUTORES / AUTHORS:  - Saif MW 

INSTITUCIÓN / INSTITUTION:  - Section of GI Cancers and Experimental 

Therapeutics, Tufts University School of Medicine, Boston, MA 02111, USA. 

wsaif@tuftsmedicalcenter.org 

RESUMEN / SUMMARY:  - Small cell carcinomas of the gastrointestinal tract are 

rare and clinically aggressive tumors. A case is presented of a 70 year-old 

woman who presented with  small bowel obstruction and was found to have a 

cecal mass. She underwent right hemicolectomy, and histopathology showed a 

small cell carcinoma arising in the background of a carcinoid tumor. Although 

small cell carcinomas of the colon have frequently been found in association 

with colonic adenomas, this appears to be the first report of a low-grade 

carcinoid tumor in combination with a small cell  carcinoma. 
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[451] 

TÍTULO / TITLE:  - Results of T4 Surgical Cases in the Japanese Lung Cancer 

Registry Study: Should Mediastinal Fat Tissue Invasion Really be Included in 

the T4 Category? 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - J Thorac Oncol. 2013 Jun;8(6):759-765. 

 ●●Enlace al texto completo (gratuito o de pago) 
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INSTITUCIÓN / INSTITUTION:  - *Division of Thoracic Surgery, National Cancer 

Center Hospital, Tokyo; daggerDepartment of Mathematics, Science University 

of Tokyo, Tokyo; double daggerDepartment of General Thoracic Surgery, 

Osaka University Graduate School of Medicine, Osaka; section signDepartment 

of General Thoracic Surgery, Chiba University Graduate School of Medicine, 

Chiba; ||Department of Oncology, Immunology and Surgery, Nagoya City 

University Graduate School of Medical Science and Medical School, Nagoya; 

paragraph signDepartment of Clinical Medicine, Research Institute for Diseases 

of the Chest, Faculty of Medical Sciences, Kyushu University, Fukuoka; 

#Department of Medical Oncology, Teikyo University School of Medicine, 

Tokyo; **Department of Pulmonary Medicine, Sapporo-Kosei General Hospital, 

Hokkaido; and daggerdaggerDepartment of Thoracic Surgery, Nagoya 

University Graduate School of Medicine, Nagoya, Japan. 
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RESUMEN / SUMMARY:  - INTRODUCTION:: T4 lung cancer is a heterogeneous 

group of locally advanced disease. We hypothesized that patients in whom T4 

lung cancer invaded only mediastinal fat tissue would show better prognosis 

after surgery than patients in whom T4 disease invaded other organs. The 

present study aimed to investigate how  different invasive features of T4 

disease impacted prognosis, and what types of patients with T4 disease could 

benefit most from surgical treatment. METHODS:: A  nationwide registry study 

on lung cancer surgical cases during 2004 was conducted by the Japanese 

Joint Committee of Lung Cancer Registry, including registries of  11,663 cases 

within Japan. The present study analyzed 215 of these cases involving T4 

structures or with ipsilateral nonprimary lobe pulmonary metastasis  (PM). 

RESULTS:: Reasons for T4 classification included invasion of only mediastinal 

tissue in 32 cases (15%), invasion of other structures in 96 cases (45%), and 

ipsilateral different lobe PM in 87 cases (40%); among these three groups, there 

were no significant differences in survival, nodal status, and patterns of first 

recurrence. Multivariate analysis showed an age of 70 years or  above (p = 

0.022) and nodal status (p = 0.004) to be significant prognostic factors. T4N0 

patients less than 70 years of age showed significantly better prognosis than 

those who were T4N1-2 and 70 years of age or older (p = 0.0001; 5-year 

survival rate 50.3 versus 19.9%). CONCLUSIONS:: There was no significant 

difference in survival between T4 patients with only mediastinal fat invasion and 

those with other T4 organ invasion and ipsilateral different lobe PM, 

demonstrating appropriateness of the T4 category definition in the current 

tumor, node, metastasis staging system. Age and nodal status were significant 

independent prognostic factors in T4 patients, and the best surgical candidates 

were shown to be T4N0 patients who were less than 70 years of age and had a 

5-year survival rate of more than 50%. 
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TÍTULO / TITLE:  - Basaloid large cell lung carcinoma presenting as cutaneous 

metastasis at the colostomy site after abdominoperineal resection for rectal 
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RESUMEN / SUMMARY:  - The occurrence of a tumor at the colostomy site after 

abdominoperineal resection  for rectal carcinoma is rare and it may be related to 

a previously resected carcinoma or another primary tumor. We report a 61-year-

old man who developed an  ulcerated skin nodule at her colostomy site 6 years 
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after resection of a rectal adenocarcinoma. Histopathologically, the skin nodule 

was composed of atypical large and pleomorphic cells with high mitotic rate and 

they were arranged in nests and within lymphatic channels in the dermis. The 

neoplastic cells were immunoreactive for cytokeratin (CK) AE1/3, CK7, 

CK34ssE12, epithelial membrane antigen and vimentin while detection of 

human papillomavirus and Epstein-Barr virus DNA was negative. A diagnosis of 

basaloid large cell carcinoma of pulmonary origin was suggested and it was 

confirmed by computed tomography-guided fine needle aspiration of a right 

subpleural mass. A metastatic tumor at the colostomy site is an exceptional 

finding and may be the first manifestation of lung cancer, especially if it consist 

of pleomorphic large cells with high mitotic rate and basaloid 

immunophenotype. 
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TÍTULO / TITLE:  - “When roscius was an actor in rome-“ care for the elderly with 

n2-positive non-small-cell lung cancer. 
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TÍTULO / TITLE:  - The apoptosis of non-small cell lung cancer induced by 

cisplatin through modulation of STIM1. 
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RESUMEN / SUMMARY:  - Cis-diamminedichloroplatinum (II) (cisplatin) is one of 

the most active antitumor agents used in human chemotherapy of non-small cell 

lung cancer. Cisplatin forms  crosslinked DNA adducts and its cytotoxicity has 

been shown to be mediated by propagation of DNA damage recognition signals 
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to downstream pathways prompting apoptosis. The steps involved in the 

process include changes in Ca2+ signaling with dysregulated tumor cell turn-

over. Stromal interaction molecules 1 (STIM1),  as one of the most potent tumor 

suppressor genes, are identified as the endoplasmic-reticulum (ER) Ca2+ 

sensor controlling store-operated Ca2+ entry (SOCE) in non-excitable cells, 

which is main pathway to extracellular Ca2+ influx. Its role in STIM1 cisplatin-

induced apoptosis of non-small cell lung cancer was the focus of study with 

focus on SOCE inhibitors 2-APB- and SKF96365-cisplatin-induced apoptosis in 

the non-small cell lung cancer (NSCLC) cell lines A549 and H460. In this 

experimental model, cisplatin-induced apoptosis and decreased concentration 

of intracellular Ca2+ was demonstrated. The expression of STIM1 was 

significantly higher in carcinoma tissue than in the adjacent non-neoplastic lung 

tissue. These findings support the conclusion that STIM1 may play an important 

role in the development of NSCLC which makes drugs that repress the 

expression of STIM1 to be a potential target for lung cancer therapy. 
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Non-Small Cell Lung Cancer? 
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TÍTULO / TITLE:  - Artemisinin induces A549 cell apoptosis dominantly via a 

reactive oxygen species-mediated amplification activation loop among caspase-

9, -8 and -3. 
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RESUMEN / SUMMARY:  - This report is designed to explore the roles of caspase-

8, -9 and -3 in artemisinin (ARTE)-induced apoptosis in non-small cell lung 

cancer cells (A549 cells). ARTE induced reactive oxygen species (ROS)-
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mediated apoptosis in dose- and time-dependent fashion. Although ARTE 

treatment did not induce Bid cleavage and significant loss of mitochondrial 

membrane potential, it induced release of Smac and AIF but not cytochrome c 

from mitochondria, and silencing of Bak but not Bax significantly prevented 

ARTE-induced cytotoxicity. Moreover, ARTE treatment induced ROS-

dependent activation of caspase-9, -8 and -3. Of the utmost importance, 

silencing or inhibiting any one of caspase-8, -9 and -3 almost completely 

prevented ARTE-induced activation of all the three caspases and remarkably 

abrogated the cytotoxicity of ARTE, suggesting that ARTE triggered an  

amplification activation loop among caspase-9, -8 and -3. Collectively, our data  

demonstrate that ARTE induces a ROS-mediated amplification activation loop 

among  caspase-9, -8 and -3 to dominantly mediate the apoptosis of A549 cells. 
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TÍTULO / TITLE:  - Detection of E2A-PBX1 fusion transcripts in human non-small-

cell lung cancer. 
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RESUMEN / SUMMARY:  - BACKGROUND: E2A-PBX1 fusion gene caused by 

t(1;19)(q23;p13), has been well characterized in acute lymphoid leukemia 

(ALL). There is no report on E2A-PBX1 fusion transcripts in non-small-cell lung 

cancer (NSCLC). METHODS: We used polymerase chain reaction (PCR) to 

detect E2A-PBX1 fusion transcripts in human NSCLC tissue specimens and cell 

lines. We analyzed correlation of E2A-PBX1 fusion transcripts with clinical 

outcomes in 76 patients with adenocarcinoma in situ (AIS) and other 

subgroups. We compared mutation status of k-ras, p53 and EGFR in  22 

patients with E2A-PBX1 fusion transcripts. RESULTS: We detected E2A-PBX1 

transcripts in 23 of 184 (12.5%) NSCLC tissue specimens and 3 of 13 (23.1%) 

NSCLC cell lines. Presence of E2A-PBX1 fusion transcripts correlated with 

smoking status in female patients (P = 0.048), AIS histology (P = 0.006) and 

tumor size (P = 0.026). The overall survival was associated with gender among 

AIS patients (P = 0.0378) and AIS patients without E2A-PBX1 fusion transcripts 

(P = 0.0345), but not among AIS patients with E2A-PBX1 fusion transcripts (P = 

0.6401). The overall survival was also associated with status of E2A-PBX1 

fusion transcripts among AIS stage IA patients (P = 0.0363) and AIS stage IA 

female patients (P = 0.0174). In addition, among the 22 patients with E2A-PBX1 
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fusion transcripts, 12  (54.5%) patients including all four non-smokers, showed 

no common mutations in k-ras, p53 and EGFR. CONCLUSIONS: E2A-PBX1 

fusion gene caused by t(1;19)(q23;p13) may be a common genetic change in 

AIS and a survival determinant for female AIS patients at early stage. 
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TÍTULO / TITLE:  - Novel ferrocenyl-containing N-acetyl-2-pyrazolines inhibit in 

vitro angiogenesis  and human lung cancer growth by interfering with F-actin 

stress fiber polimeryzation. 
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RESUMEN / SUMMARY:  - Abstract Cancer is a significant worldwide health 

problem generally because of lack of widespread and comprehensive early 

detection methods. Lung cancer is the  leading cause of cancer deaths in men 

worldwide and the second leading cause of cancer deaths in women. To date, 

the available treatment regimens are not successful. For this reason, new 

targets for prevention and new agents for therapy need to be identified. The 

biological activities of some synthesized ferrocene-containing N-acetylated-2-

pyrazoline compounds were studied for this article. Their cytotoxicity (by methyl 

thiazol tetrazolium assay), as well as apoptotic (by 4’6-diamidino-phenylindole 

and F-actin staining), antitumoral (colony-forming ability assay) and 

antiangiogenic activities (by tube formation), were evaluated for the first time on 

a human non-small-cell lung cancer (A549) cell line and a human umbilicial vein 

endothelial cell line. All compounds were cytotoxic, antitumoral and apoptotic 

against tumor cells in a dose-dependent manner. Compounds 2 and 3, which 

were noncytotoxic, could inhibit capillary vessel formation. Especially, N-acetyl-

5-ferrocenyl-3-(2-thienyl)-2-pyrazoline (2) may be used in the development of 

therapeutic agents for angiogenic diseases  and cancer. 
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RESUMEN / SUMMARY:  - Carcinoid is a rare lung cancer that typically presents 

with a relatively indolent clinical behavior. We present the case of a 32-year-old 

male with progressive respiratory symptoms, which resulted in the diagnosis of 

typical bronchial carcinoid. This case shows a novel imaging technique for 

staging a bronchial carcinoid for determination of optimal management. This 

case also shows the multidisciplinary approach required for management of 

patients with carcinoid tumors. 
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RESUMEN / SUMMARY:  - INTRODUCTION:: The Italian Association of Medical 

Oncology (AIOM) and the Italian Society of Pathology and Cytology organized 

an external quality assessment (EQA)  scheme for EGFR mutation testing in 

non-small-cell lung cancer. METHODS:: Ten specimens, including three small 

biopsies with known epidermal growth factor receptor (EGFR) mutation status, 

were validated in three referral laboratories and provided to 47 participating 

centers. The participants were requested to perform mutational analysis, using 
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their usual method, and to submit results within a 4-week time frame. According 

to a predefined scoring system, two points  were assigned to correct genotype 

and zero points to false-negative or false-positive results. The threshold to pass 

the EQA was set at higher than 18 of 20 points. Two rounds were preplanned. 

RESULTS:: All participating centers submitted the results within the time frame. 

Polymerase chain reaction (PCR)/sequencing was the main methodology used 

(n = 37 laboratories), although a  few centers did use pyrosequencing (n = 8) or 

real-time PCR (n = 2). A significant number of analytical errors were observed 

(n = 20), with a high frequency of false-positive results (n = 16). The lower 

scores were obtained for  the small biopsies. Fourteen of 47 centers (30%) that 

did not pass the first round, having a score less than or equal to 18 points, used 

PCR/sequencing, whereas 10 of 10 laboratories, using pyrosequencing or real-

time PCR, passed the  first round. Eight laboratories passed the second round. 

Overall, 41of 47 centers (87%) passed the EQA. CONCLUSION:: The results of 

the EQA for EGFR testing in non-small-cell lung cancer suggest that good 

quality EGFR mutational analysis is  performed in Italian laboratories, although 

differences between testing methods were observed, especially for small 

biopsies. 
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RESUMEN / SUMMARY:  - OBJECTIVE: Erlotinib has been reported to be useful 

for treatment of non-small-cell lung cancer harboring mutation of the epidermal 

growth factor receptor gene EGFR-mt. However, no prospective trial has yet 

assessed the utility of erlotinib in Japanese patients. METHODS: Patients with 

EGFR-mt (exon 19/21) non-small-cell lung cancer who had previously received 

one to two chemotherapy regimens were enrolled in this trial. Erlotinib was 

initially administered at a dose of 150 mg/day orally until disease progression or 

unacceptable toxicities occurred. The primary endpoint was the objective 
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response rate. RESULTS: Twenty-six patients were enrolled between February 

2009 and January 2011. Objective response was observed in 14 patients 

(53.8%, 95% confidence interval: 33.4-73.4%), and the disease control rate 

reached 80.8% (95% confidence interval: 60.7-93.5%). After a median follow-up 

time of 17.3 months (range: 5.8-29.5 months), the median progression-free 

survival was 9.3 months (95% confidence interval: 7.6-11.6 months). The 

median survival time is yet to be determined. Major toxicities were skin disorder 

and liver dysfunction; most episodes were grade 2 or less, and all were 

tolerable. Only one patient with grade 3 skin rash  discontinued the study. No 

patients developed interstitial lung disease, and there were no treatment-related 

deaths. CONCLUSIONS: This prospective study is the first to have investigated 

the usefulness of erlotinib in Japanese patients with previously treated EGFR-

mt non-small-cell lung cancer. Although this trial could not meet the primary 

endpoint, erlotinib was well tolerated and showed clinical benefit such as 

promising disease control rate or progression-free survival in this population, 

similar to gefitinib. 
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RESUMEN / SUMMARY:  - Ellagic acid (EA) is a natural dietary polyphenol whose 

benefits in a variety of  diseases shown in epidemiological and experimental 

studies involve anti-inflammation, anti-proliferation, anti-angiogenesis, anti-

carcinogenesis and anti-oxidation properties. This study aimed to evaluate the 

effect of EA against  paraquat (PQ)-induced oxidative stress. PQ decreased the 

viability of A549 cells  in dose- and time-dependent manners, which was 

associated with the massive generation of reactive oxygen species (ROS). 

However, cell viability was significantly recovered by the treatment of EA, from 

47.01+/-1.59% to 66.04+/-2.84%. The release of lactate dehydrogenase (LDH) 

was also decreased with the treatment of EA in PQ-treated A549 cells. EA 

induced the level of expression  and activation of nuclear factor-erythroid 2-

related factor (Nrf2) and its target cytoprotective and antioxidant genes, heme 

oxygenase-1 (HO-1) and quinone oxidoreductase 1 (NQO1). The antioxidant 

potential of EA might be directly correlated with the increased expression of 

HO-1 and NQO1, whose expression may have surmounted the oxidative stress 

generated by PQ. Notably, EA treatment significantly reduced the levels of 
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biochemical markers as lipid peroxidation, reduced the intracellular ROS level, 

and surmounted total glutathione level in A549 cells. Data indicate that the 

antioxidant and cytoprotective properties of EA reduce PQ-induced cytotoxicity 

in human alveolar A549 cells. 
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RESUMEN / SUMMARY:  - Pleuropulmonary blastoma (PPB) is a rare, aggressive, 

intrathoracic mesenchymal neoplasm associated with cystic lung lesions. The 

authors describe an 8-month-old male who underwent thoracoscopic left upper 

lobectomy for a cystic lung lesion initially diagnosed as congenital pulmonary 

airway malformation. Pathology revealed type I PPB. 
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RESUMEN / SUMMARY:  - INTRODUCTION:: The use of postoperative 

radiotherapy (PORT) after resection of non-small-cell lung cancer (NSCLC) is 

controversial, with some evidence suggesting a benefit in patients with N2 
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disease. We assessed lymph node ratio (LNR) as a predictor of PORT benefit. 

METHODS:: By using the Surveillance, Epidemiology and End Results 

database, we analyzed resected, node-positive (N1-N2) NSCLC patients 

diagnosed between 1998 and 2009. LNR, (number of positive  nodes/number of 

resected nodes) was categorized into four groups: LNR less than 12.5%, 12.5 

to 24.9%, 25 to 49.9%, and 50% or more. RESULTS:: Of 11,324 node-positive 

NSCLC patients identified, 6551 (57.9%) had N1 disease. The LNR was 

prognostic for survival in the entire cohort and within each nodal stage. The 

median survival in LNR groups 1, 2, 3, and 4 was 43, 40, 30, and 23 months in 

N1  disease and 40, 32, 27, and 22 months in N2 disease, respectively. PORT 

was associated with a worse survival on univariate analysis (hazard ratio [HR] 

=1.09; confidence interval [CI] 1.03-1.15; p = 0.002) but no effect on multivariate 

analysis (HR = 0.96; CI 0.90-1.02; p = 0.201). When analyzed by nodal stage, 

the  benefit of PORT was limited to N2 disease (HR = 0.9; CI 0.84-0.99; p= 

0.026) with no benefit in N1 disease (HR = 1.06; CI 0.97-1.15; p=0.2). After 

stratifying by LNR, the survival benefit of PORT was limited to those with N2 

disease and an LNR of 50% or more. CONCLUSION:: A high LNR is associated 

with a poorer survival in resected, node-positive NSCLC. The survival benefit 

associated with PORT in this  disease seems to be limited to those with an LNR 

of 50% or more. This warrants further investigation in other cohorts and 

prospective studies. 
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RESUMEN / SUMMARY:  - It is well known the useful role of 18F-FDG-PET/CT for 

differential diagnosis between benign and malignant disease, for staging, for 

monitoring response and for prognosis regarding mesothelioma. Recently, 

literature was enriched with new  interesting studies regarding the potential 

applications of 18F-FDG-PET/CT in this field. The purpose of this review is to 

evaluate articles published on line  (PubMed) from January 2011 until October 

2012 in order to obtain an overview of recent progress of molecular imaging in 

malignant mesothelioma. The main topics concern the use of 18F-FDG-PET/CT 
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in radiation therapy planning, monitoring of treatment (surgery/chemotherapy) 

response and prognosis assessment. 
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RESUMEN / SUMMARY:  - Solitary fibrous tumor of the pleura (SFTP) is a rare 

tumor of mesenchymal origin which can grow to a large size and present with 

symptoms of cough and pleuritic chest pain. No specific etiological factors for 

SFTPs are known and they may grow undetected for several years. These 

tumors are usually benign and may mimic a variety of malignancies. SFTPs are 

often detected as peripheral opacities on chest X-ray. Unfortunately, fine needle 

aspiration rarely provides adequate information for a definitive diagnosis. 

Imaging with computed tomography provides details about the size and extent 

of any invasion into adjacent tissues. Surgical resection is the mainstay of 

treatment, and immunohistochemistry of the resected  tumor often provides 

confirmation of the diagnosis. Some SFTPs have been observed to be 

malignant, and surgical intervention is often lifesaving. There is no adequate 

data to support the usage of radiotherapy and chemotherapy in the treatment of 

SFTPs. This tumor exemplifies malignancies which require surgical resection to 

preempt worse outcomes. Awareness of their presentation and clinical course 

may help the clinician provide a prompt referral to the thoracic surgeon for 

resection. 
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---------------------------------------------------- 

[468] 

TÍTULO / TITLE:  - ALK rearrangements in EBUS-derived transbronchial needle 
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RESUMEN / SUMMARY:  - OBJECTIVES: Patients with non-small cell lung cancer 

(NSCLC) positive for anaplastic lymphoma kinase (ALK) gene rearrangements 

may be treated successfully  with the ALK inhibitor crizotinib. ALK copy-number 

abnormalities have also been described. In this study, we evaluated the 

suitability of fluorescence in situ hybridization (FISH) and immunohistochemistry 

(IHC) to determine ALK status in endobronchial ultrasound (EBUS)-derived 

cytology samples. METHODS: Samples were obtained from 55 consecutive 

patients with NSCLC who had undergone EBUS-transbronchial needle 

aspiration (TBNA) according to our standard clinical protocols. All tumours had 

been screened previously for epithelial growth factor  receptor (EGFR) and v-Ki-

ras2 Kirsten rat sarcoma viral oncogene homolog (KRAS) mutations. FISH, 

using commercially available ALK rearrangement-specific probes,  was 

employed to assess ALK status. IHC using the ALK-1 monoclonal antibody 

(DAKO) was also performed. RESULTS: FISH analysis was successful in 52 of 

55 samples (94.5%); ALK rearrangement was demonstrated in 3 of 52 samples 

from patients with NSCLC (5.7%). ALK amplification was observed in 3 of 52 

patient samples (5.7%) and an increase in ALK copy number was found in 28 of 

52 patient samples (53.8%). IHC on cell blocks demonstrated ALK expression 

in one of three samples with ALK rearrangement. One patient sample had 

concomitant ALK rearrangement and KRAS mutation. CONCLUSIONS: We 

found FISH to be superior to IHC using the ALK-1 monoclonal antibody for the 

detection of ALK rearrangement in EBUS-TBNA cytology  specimens in 

NSCLC, and also that ALK rearrangement can co-exist with KRAS mutation in 

the same tumour. 
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RESUMEN / SUMMARY:  - Radiotherapy is a key cancer treatment, which greatly 

modified its practice in recent years thanks to medical imaging and technical 

improvements. The systematic use of computed tomography (CT) for treatment 

planning, the imaging fusion/co-registration between CT/magnetic resonance 

imaging (MRI) or CT/positron emission tomography (PET) improve target 

identification/selection and delineation. New irradiation techniques such as 

image-guided radiotherapy (IGRT), stereotactic radiotherapy or hadron therapy 

offer a more diverse therapeutic armamentarium to patients together with lower 

toxicity. Radiotherapy, as well as  medical oncology, tends to offer a 

personalized treatment to patients thanks to the IGRT, which takes into account 

the inter- or intra-fraction anatomic variations. IGRT leads to adaptive 

radiotherapy (ART) with a new planification in the treatment course in order to 

decrease toxicity and improve tumor control. The use of systemic therapies with 

radiations needs to be studied in order to improve efficiency without increasing 

toxicities from these multimodal approaches. Finally, radiotherapy advances 

were impacted by radiotherapy accidents like Epinal. They led to an increased 

quality control with the intensification of identity control, the emergence of in 

vivo dosimetry or the experience feedback committee in radiotherapy. We will 

illustrate through the example of lung cancer. 
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RESUMEN / SUMMARY:  - This review of lung malignancies in human 

immunodeficiency virus (HIV) briefly highlights key epidemiologic and clinical 

features in the pulmonary involvement of AIDS-defining malignancies of Kaposi 

sarcoma and non-Hodgkin lymphoma. Then, focusing on non-AIDS defining 

lung cancer, the epidemiology and mechanisms, clinical presentation, 

pathology, treatment and outcomes, and prevention of HIV-associated lung 

cancer are discussed. Finally, the important knowledge gaps and future 

directions for research related to HIV-associated lung malignancies are 

highlighted. 
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RESUMEN / SUMMARY:  - Abstract Context: Small cell lung cancers (SCLC) are 

heterogeneous and tumours differ in growth characteristics and treatment 

resistance. Objective: To get insight into the underlying protein profiles 

responsible for this heterogeneity,  two subtypes of SCLC cells mutually 

differing in chemo resistance properties and  growth characteristics are 

analysed. Materials and methods: Two different electrophoresis approaches in 

combination with mass spectrometry were used to detect differences between 

the SCLC cell lines GLC1 and GLC1M13: IEF/SDS-PAGE as  well as 
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cetyltrimethylammonium bromide (CTAB)-SDS-PAGE. Results: Altogether 60 

non redundant differentially expressed proteins were found of which 5 were 

verified by Western Blot analysis. Discussion: Most of these proteins identified  

are involved in processes of tumour progression. Therefore, these proteins are 

interesting candidates for further functional analysis. Conclusion: Additional 

CTAB-SDS page is a complementary method to IEF-SDS page revealing a 

complete new  subset of proteins differentially expressed between GLC1 and 

GLC1 M13 cells SCLC  subtypes. 

 

---------------------------------------------------- 

[473] 

TÍTULO / TITLE:  - SOX7 is down-regulated in lung cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - J Exp Clin Cancer Res. 2013 Apr 4;32(1):17. doi: 

10.1186/1756-9966-32-17. 

 ●●Enlace al texto completo (gratuito o de pago) 1186/1756-9966-32-17 

AUTORES / AUTHORS:  - Hayano T; Garg M; Yin D; Sudo M; Kawamata N; Shi S; 

Chien W; Ding LW; Leong G; Mori S; Xie D; Tan P; Koeffler HP 

INSTITUCIÓN / INSTITUTION:  - Genomic Oncology Programme, Cancer Science 

Institute of Singapore, NUS, Singapore, 14 Medical Drive, #12-01, Singapore 

117599, Singapore. csimg@nus.edu.sg. 

RESUMEN / SUMMARY:  - BACKGROUND: SOX7 is a transcription factor 

belonging to the SOX family. Its role  in lung cancer is unknown. METHODS: In 

this study, whole genomic copy number analysis was performed on a series of 

non-small cell lung cancer (NSCLC) cell lines and samples from individuals with 

epidermal growth factor receptor (EGFR) mutations using a SNP-Chip platform. 

SOX7 was measured in NSCLC samples and cell  lines, and forced expressed 

in one of these lines. RESULTS: A notable surprise was that the numerous 

copy number (CN) changes observed in samples of Asian, non-smoking EGFR 

mutant NSCLC were nearly the same as those CN alterations seen in a large 

collection of NSCLC from The Cancer Genome Atlas which is presumably 

composed of predominantly Caucasians who often smoked. However, four 

regions had  CN changes fairly unique to the Asian EGFR mutant group. We 

also examined CN changes in NSCLC lines. The SOX7 gene was 

homozygously deleted in one (HCC2935) of 10 NSCLC cell lines and 

heterozygously deleted in two other NSCLC lines. Expression of SOX7 was 

significantly downregulated in NSCLC cell lines (8/10, 80%) and a large 

collection of NSCLC samples compared to matched normal lung (57/62, 92%, 

p= 0.0006). Forced-expression of SOX7 in NSCLC cell lines markedly reduced 

their cell growth and enhanced their apoptosis. CONCLUSION: These data 

suggest that SOX7 is a novel tumor suppressor gene silenced in the majority of 

NSCLC samples. 
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RESUMEN / SUMMARY:  - Treatment for locally advanced non-small cell lung 

cancer is complex. It may best be described as chemotherapy-based 

multimodality therapy, but there is little consensus on the optimal approach for 

local therapy. With the integration of the  7th edition of the staging system, the 

role for surgery in stage IIIB is limited  to only biopsies and staging procedures. 

Surgery plays a more important role in stage IIIA disease, when the extent of 

mediastinal lymph node involvement is the  principal factor dictating the benefit 

that can be derived from resection. In N2-negative, stage IIIA patients (T4N0, 

T3N1, T4N1), surgery is the primary therapy. These tend to be large and 

complex resections that include removal of neighboring involved structures. In 

the larger cohort of N2-positive, stage IIIA  patients, surgery is reserved for 

those with occult or resectable N2 involvement  and not used for bulky 

mediastinal disease. Significant controversy exists regarding which patients with 

potentially resectable N2 should receive surgery and how to best integrate a 

resection with chemotherapy and radiation. 
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RESUMEN / SUMMARY:  - ETHNOPHARMACOLOGICAL IMPORTANCE: The 

blister beetles Epicauta hirticornis and Mylabris cichorii are used as a folk 

medicine by the Karbi tribe in Karbi Anglong district of Assam, India for the 
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treatment of different human ailments, including cancer cases. AIM OF THE 

STUDY: It includes field survey related to zoo-therapeutic aspects of two blister 

beetles in Karbi community, isolation of bio-active compound and evaluation of 

its antitumor potential with possible mode  of action against murine Ehrlich 

ascites carcinoma (EAC). MATERIALS AND METHODS:  The main bio-active 

compound of blister beetles was isolated from ethyl acetate extract and the 

structure was confirmed as cantharidin using NMR, IR, Mass and X-ray 

diffractometer. The effect of cantharidin on apoptosis, necrosis, autophagy and 

the apoptosis related signaling pathways were determined using different 

bioassays, including cell cycle analysis, mitochondrial membrane potential, 

western blot analysis of cytochrome c, caspases 9, 3/7 assays, and lactate 

dehydrogenase (LDH) assay. RESULTS: Cantharidin induced apoptosis, 

necrosis and autophagy cell death in EAC cells. The decrease in mitochondrial 

membrane potential was observed, which may help to release cytochrome c 

from mitochondria  to cytosol. Cantharidin treatment caused up-regulation of 

caspases 9 and -3/7 and a decrease in LDH activity in EAC cells. 

CONCLUSION: The major bioactive compound of these blister beetles is 

cantharidin which induces severe apoptosis in EAC cells involving mitochondrial 

intrinsic pathway. Cantharidin-mediated inhibition  of LDH activity may lead to 

short supply of NAD+ and cut off energy and anabolic  supply to cancer cells. 
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RESUMEN / SUMMARY:  - Background: The matrix metalloproteinases (MMPs)-2, 

-9 and -7 are thought to be associated with tumor invasion, metastasis, and 

angiogenesis. However, their possible roles in early-stage lung cancer are not 

clear. We measured the activity of MMP-2, -7 and -9 in early-stage lung cancer 

tissues. Material and Methods: Normal lung tissues and cancer tissues were 

collected from 60 consecutive stage-I non-small cell lung cancer (NSCLC) 

patients. The activities of MMP-2 and MMP-9 were determined by gelatin 

zymography, and the activity of MMP-7 was determined by casein zymography. 

Furthermore, the ratio of the active form of MMP-2 in tumor tissue (T) compared 

with normal tissue (N) was determined, and the survival in the groups with 

different MMP-2 T:N ratio was compared. Results: The activity of  both MMP-2 
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and MMP-9 was detected in all cancer and normal tissues. Interestingly, MMP-9 

activity was significantly reduced, whereas MMP-2 activity was significantly 

increased, in cancer tissues compared to normal tissues. The survival rate of 

the MMP-2 T:N ratio > 2.5 group was 57.45%, which was significantly reduced 

compared with that of the T:N ratio </= 2.5 group (86.78%). Conclusion: Our 

findings suggest that MMP-2, but not MMP-9 and MMP-7, may be implicated in 

early-stage tumor invasion, metastasis, and angiogenesis in NSCLC. 
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RESUMEN / SUMMARY:  - Chronic obstructive pulmonary disease (COPD) affects 

more than 200 million people worldwide and is expected to become the third 

leading cause of death in 2020. COPD is characterized by progressive airflow 

limitation, due to a combination of  chronic inflammation and remodeling of the 

small airways (bronchiolitis) and loss of elastic recoil caused by destruction of 

the alveolar walls (emphysema). Lung cancer is the most important cause of 

cancer-related death in the world. (Cigarette) smoking is the principal culprit 

causing both COPD and lung cancer; in addition, exposure to environmental 

tobacco smoke, biomass fuel smoke, coal smoke and outdoor air pollution have 

also been associated with an increased incidence of both diseases. Importantly, 

smokers with COPD - defined as either not fully reversible airflow limitation or 

emphysema - have a two- to four-fold increased risk to develop lung cancer. In 

this review, we highlight several of the genetic, epigenetic and inflammatory 

mechanisms, which link COPD and carcinogenesis in the lungs. Elucidating the 

biological pathways and networks, which underlie the increased susceptibility of 

lung cancer in patients with COPD, has important implications for screening, 

prevention, diagnosis and treatment of  these two devastating pulmonary 

diseases. 
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RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - J Thorac Oncol. 2013 Jun;8(6):711-8. doi: 
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 ●●Enlace al texto completo (gratuito o de pago) 

1097/JTO.0b013e3182897c14 
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Amsterdam, The Netherlands. 

RESUMEN / SUMMARY:  - INTRODUCTION: : Infection with high-risk types of 

human papillomavirus (hrHPV) is associated with cervical, anogenital, and 

oropharyngeal cancers. Since a causal contribution of hrHPV infection to lung 

cancer (LC) is still a matter of debate,  a comprehensive study was performed 

to delineate hrHPV involvement in LC, using a Dutch study population. 

METHODS: : Archival tissue specimens from 223 patients (145 men, 78 

women, median age 65 years, range 27-87 years), who presented with cancer 

in the lungs, were subjected to GP5+/6+ polymerase chain reaction and p16  

immunohistochemistry. The series included primary lung carcinomas of patients 

without a history of cancer (n = 175), primary lung carcinomas of patients with 

an unrelated cancer in the past (n = 36), and carcinomas with primary 

presentation in the lungs of which the origin (i.e., primary or metastasis) was 

equivocal at the time of diagnosis (n = 12). GP5+/6+ polymerase chain 

reaction/p16 double-positive carcinomas were subjected to HPV genotyping, 

HPVE7 transcript analysis, loss of heterozygosity analysis, and array-

comparative genomic hybridization. RESULTS: : Whereas all primary lung 

carcinomas were hrHPV-negative (211 of 211, 100%), three hrHPV-positive 

equivocal carcinomas (3 of 12, 25%) were identified. These patients (1 male, 2 

females) had a history of  hrHPV-associated disease; one tonsillar and two 

cervical carcinomas. A clonal relationship between individual tumor pairs was 

supported by identical hrHPV genotype, pattern of p16 expression, HPVE7 

mRNA expression, and genomic aberrations. CONCLUSIONS: : hrHPV 

presence in a tumor with primary presentation in the lungs signifies pulmonary 

metastasis from a primary hrHPV-positive cancer  elsewhere in the body. No 

support was found for an attribution of hrHPV infection to the development of 

primary LC. 
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TÍTULO / TITLE:  - From the guest editors: management of locally advanced lung 

cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Cancer J. 2013 May-Jun;19(3):199. doi: 

10.1097/PPO.0b013e318299d234. 

 ●●Enlace al texto completo (gratuito o de pago) 
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Institute, The Ohio State University Medical School, Columbus, Ohio. 
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and other immunotherapies. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Cancer J. 2013 May-Jun;19(3):247-62. doi: 

10.1097/PPO.0b013e318292e51a. 
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INSTITUCIÓN / INSTITUTION:  - From the Departments of *Radiation Oncology and 

daggerInternal Medicine (Hematology-Oncology) and double daggerThe Harold 

C. Simmons Cancer Center; University of Texas Southwestern Medical Center, 

Dallas, TX. 

RESUMEN / SUMMARY:  - Lung cancer has traditionally been considered relatively 

resistant to immunotherapies. However, recent advances in the understanding 

of tumor-associated antigens, anti-tumor immune responses, and tumor 

immunosuppression mechanisms have resulted in a number of promising 

immunomodulatory therapies such as vaccines and checkpoint inhibitors. 

Locally advanced non-small cell lung cancer is an optimal setting for these 

treatments because standard therapies such as surgery, radiation, and 

chemotherapy may enhance anti-tumor immune effects by debulking the tumor, 

increasing tumor antigen presentation, and promoting T-cell response and 

trafficking. Clinical trials incorporating immunomodulatory agents into combined 

modality therapy of locally advanced non-small cell lung cancer have shown 

promising results. Future  challenges include identifying biomarkers to predict 

those patients most likely to benefit from this approach, radiographic 

assessment of treatment effects, the  timing and dosing of combined modality 
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treatment including immunotherapies, and avoidance of potentially overlapping 

toxicities. 
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INSTITUCIÓN / INSTITUTION:  - Department of Thoracic Surgery, Pulmonary 
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RESUMEN / SUMMARY:  - BACKGROUND: To compare the diagnostic yield of 

endobronchial ultrasound (EBUS) and/or endoesophageal ultrasound (EUS) 

with transcervical extended mediastinal lymphadenectomy (TEMLA) for primary 

staging and repeated staging (restaging) of non-small-cell lung cancer 

(NSCLC). METHODS: In this retrospective study, all consecutive patients 

undergoing primary staging and restaging after neoadjuvant chemo- or chemo-

radiotherapy for NSCLC with EBUS, EUS, or EBUS combined with EUS  (CUS) 

with fine needle aspiration biopsy and cytological examination and subsequent 

TEMLA from January 1, 2007 to December 31 2010, were included. RESULTS: 

Primary staging was performed in 623 patients: EBUS in 351, EUS in 72, and 

CUS in 200 patients. TEMLA was performed for primary staging in 276 patients. 

There was no mortality and morbidity after EBUS or EUS. One patient died after 

TEMLA and morbidity rate after TEMLA was 7.2%. There was a significant 

difference between EBUS or EUS and TEMLA for sensitivity (87.8% and 96.2%; 

p < 0.01) and negative predictive value (82.5% and 99.6%; p < 0.01) in favor of 

TEMLA. In the restaging group, endoscopic staging was performed in 88 

patients and TEMLA in 78  patients. There was a significant difference between 

EBUS or EUS and TEMLA for sensitivity (64.3% and 100%; p < 0.01) and 

negative predictive value (82.1% and 100%; p < 0.01) in favor of TEMLA. 

CONCLUSIONS: The results of this largest reported series comparing the 

endoscopic and surgical primary staging and restaging of NSCLC showed a 

significantly higher diagnostic yield of TEMLA when compared with that of 

EBUS or EUS. 
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TÍTULO / TITLE:  - An unusual manifestation of a rare pleuropulmonary blastoma 

presenting with spinal cord compression and its neurosurgical implications. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - J Clin Neurosci. 2013 Apr 29. pii: S0967-5868(12)00616-

9. doi: 10.1016/j.jocn.2012.08.012. 

 ●●Enlace al texto completo (gratuito o de pago) 1016/j.jocn.2012.08.012 
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INSTITUCIÓN / INSTITUTION:  - Department of Paediatric Neurosurgery, 

Department of Paediatric Oncology, Birmingham Children’s Hospital, 

Steelhouse Lane, Birmingham B4 6NH, UK. 

RESUMEN / SUMMARY:  - Pleuropulmonary blastomas (PPB) are rare and 

biologically aggressive paediatric tumours. Although central nervous system 

metastatic dissemination is a recognised complication of PPB, to our 

knowledge, spinal cord compression has been described only in six patients. 

We report a 5-year-old boy with a diagnosis of recurrent type III PPB that was 

initially thought to be an empyema, who developed features  of thoracic spinal 

cord compression secondary to local tumour infiltration. Although PPB 

demonstrate significant biologically aggressive behaviour, aggressive surgical 

resections together with adjuvant chemotherapy can help limit disease 

progression without impacting on the quality of life. Spinal metastatic disease 

should also be treated vigorously. In this paper we discuss the treatment 

strategies available in the management of PPB. 
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TÍTULO / TITLE:  - Sarcomatoid Lung Carcinomas Show High Levels of 

Programmed Death Ligand-1 (PD-L1). 
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INSTITUCIÓN / INSTITUTION:  - Departments of Medical *Oncology and 

daggerPathology, Yale School of Medicine, New Haven, Connecticut. 

RESUMEN / SUMMARY:  - Programmed death-1 (PD-1) is a coinhibitory inducible 

receptor present on T-cells and macrophages. Tumor cells with increased 

programmed death ligand-1 (PD-L1) are believed to escape immunity through 

activation of PD-1/PD-L1 pathway and suppression of effector-immune 

responses. Recent strategies targeting the PD-1/PD-L1 axis have shown 

promising results in patients with several tumors types, including lung 

carcinomas. Preliminary data suggest that PD-L1 protein expression might have 

predictive response to such therapies. Sarcomatoid carcinomas (SCs) of the 
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lung include rare subtypes of poorly differentiated non-small-cell lung 

carcinomas of high grade and aggressive behavior. The biology of these 

neoplasms is poorly understood and they frequently show increased local  

inflammatory and lymphocytic infiltration. Here, we report the expression of PD-

L1 in 13 SCs from two large retrospective lung cancer cohorts. Using 

automated quantitative immunofloresence and a mouse monoclonal antibody 

directed against the extracellular domain of PD-L1, we show that 9 of 13 

patients (69.2%) with SCs are positive for PD-L1 and their levels are higher 

than in conventional non-small-cell lung carcinoma. These results provide 

rationale for the potential  use of targeted immunotherapy in lung SCs. 
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TÍTULO / TITLE:  - Management of malignant pleural mesothelioma: have we 

made any progress? 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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AUTORES / AUTHORS:  - Hiddinga BI; Surmont VF; Van Meerbeeck JP 

INSTITUCIÓN / INSTITUTION:  - Department of Thoracic Oncology, MOCA, 

University Hospital of Antwerp, Antwerp, Belgium:2 Department of Respiratory 
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RESUMEN / SUMMARY:  - As the incidence of malignant pleural mesothelioma 

(MPM) is increasing in the next decades, treatment is a challenge. The past 2 

years have seen a number of promising achievements in the management of 

patients with MPM. Treatment of a symptomatic malignant pleural effusion 

through indwelling pleural catheter (IPC)  may allow for an individualized 

treatment. Advances in the systemic treatment with targeted agents will 

undoubtedly gain by the discovery of a driver mutation  which may be 

selectively targeted. In the meantime, the addition of monoclonal antibodies to a 

standard chemotherapy backbone might result in a modest improvement in 

outcome in patients selected for the presence of the ligand. New techniques in 

radiation therapy, pleural intensity-modulated radiotherapy, helical tomography 

and proton-therapy are exciting advances in multimodality treatment enhancing 

local control and therefore improving overall survival. The role of surgery 

remains controversial and should be further explored. Surgical procedures 

consist of extrapleural pneumonectomy or lung sparing operations like  

debulking of the parietal and visceral pleura by (extended) 

pleurectomy/decortication. Where the treatment in multimodality therapy may 

lead  to improved disease-free survival and overall survival, the type of cyto-

reductive procedure should be selected on institutional and surgeon’s 

experience. The increase in mesothelioma incidence is matched only by the 

increasing number of researchers and studies. It is up to the clinicians to 
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support these efforts by stimulating their patients to participate in this clinical 

research. 
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Cytological Specimens: High Accuracy of Immunocytochemistry with the 5ª4 

Clone. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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 ●●Enlace al texto completo (gratuito o de pago) 
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Switzerland; daggerInstitute  of Surgical Pathology, University Hospital Zurich, 
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Switzerland; and section signInstitute of Pathology, Cantonal Hospital 

Winterthur, Switzerland. 

RESUMEN / SUMMARY:  - INTRODUCTION:: Lung cancer is often diagnosed by 

cytology, necessitating predictive molecular marker analyses on cytological 

specimens. The gold standard  for detection of predictive anaplastic lymphoma 

kinase (ALK)-rearrangements is fluorescence in situ hybridization (FISH), but 

FISH is both expensive and often challenging to interpret. The aim of our study 

was to investigate the accuracy of ALK immunocytochemistry (ICC) on 

cytological specimens of non-small-cell lung cancers (NSCLCs). METHODS:: 

Forty-one cytological specimens with available ALK FISH results were 

retrospectively analyzed with the 5ª4 monoclonal antibody (Novocastra; Leica 

Biosystems) on a fully automated slide stainer. The specimens  were enriched 

for ALK FISH-positive NSCLCs (14 of 41; 34.1%). Evaluation of the ICC 

staining was performed blinded to the FISH results. The staining intensity and 

the percentage of stained cancer cells were recorded. Any ICC staining was 

regarded as a positive result. The ALK ICC results were compared with the 

FISH results. In case of a discrepancy the ICC-stained slide and the FISH 

signals were reviewed. RESULTS:: ICC was evaluable on 40 of 41 specimens. 

Fifteen of 40 NSCLCs (37.5%) were ALK ICC-positive, with staining of the 

majority of cancer cells (median 100%; mean 82.3%). Twelve of the ICC-

positive NSCLCs (80.0%) showed an intense staining (3+). Compared with the 

ALK FISH results, only one NSCLC was false-negative, and one false-positive 

by ICC, respectively. The sensitivity, specificity, and positive and negative 

predictive values for ALK ICC compared with ALK FISH were 93.3%, 96.0%, 

93.3%, and 96%, respectively. CONCLUSION:: ALK ICC is highly accurate for 

detecting ALK-rearranged NSCLCs. 
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RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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Kanagawa, Japan; **Department of Pathology, Osaka Medical Center for 
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daggerdouble daggerThoracic Surgery Divisions, National Cancer Center 
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Institute of Medical Sciences, Kyorin University, Tokyo, Japan. 

RESUMEN / SUMMARY:  - INTRODUCTION:: Nuclear grading involves an 

evaluation of the size and shape of nuclei and the percentage of tumor cells that 

are in the mitotic phase. To estimate the degree of aggressiveness, this 

approach has been applied to various  types of carcinomas, such as breast 

carcinoma and pulmonary adenocarcinoma (Nakazato et al.). In the present 

study, we estimated and evaluated the interobserver variability of nuclear 

grading in primary pulmonary adenocarcinomas. METHODS:: We selected 122 

primary pulmonary adenocarcinomas measuring 2 cm or less in diameter. Eight 

pathologists independently evaluated the nuclear factors, using the nuclear 

grading system reported previously by Nakazato et al. The same pathologists 

also used both the international multidisciplinary classification of pulmonary 

adenocarcinoma (2011 International  Association for the Study of Lung Cancer 

classification) and Noguchi’s classification, and assessed the extent of the 

lepidic pattern in the largest cut surface of the tumor. Interobserver agreement 

was evaluated using the kappa statistic. The disease-free survival curves of the 

patients were obtained using the Kaplan-Meier method and analyzed with the 
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log-rank test. RESULTS:: The mean (+/-SD) kappa values for the two 

histological classifications, the extent of the  lepidic pattern, and nuclear grading 

were 0.46 +/- 0.09, 0.48 +/- 0.09, 0.45 +/-  0.16, and 0.58 +/- 0.09, respectively. 

The cases judged as negative on the basis  of nuclear grading showed a 

significantly better prognosis (5-year disease-free survival rate; 91.8% +/- 2.7) 

than the positive cases did (68.6% +/- 3.1). CONCLUSION:: Nuclear grading is 

practical for prognostic evaluation of pulmonary  adenocarcinoma. The 

interobserver agreement for nuclear grading is significantly  higher than for 

histological classifications and the extent of the lepidic pattern. Nuclear grading 

is a reliable prognostic indicator for small adenocarcinomas. 
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RESUMEN / SUMMARY:  - PURPOSE OF REVIEW: Pancoast tumors, also known 

as superior sulcus tumors, to this day remain a complex and challenging 

condition. This review will explore the evolution of the treatment of these tumors 

over the better part of a century. It  will illustrate how with a multidisciplinary 

approach and the use of trimodality  therapy this entity has evolved from a 

universally fatal disease to one that is treatable with outcomes similar to those 

of other stage-matched nonsmall cell lung cancers. RECENT FINDINGS: The 

Southwest Oncology Group 9416 Intergroup 0160  trial reported in 2007 By 

Rusch et al. culminated years of research showing that  trimodality therapy with 

chemotherapy, radiation and surgery provided optimal outcomes. Since that 

time, there have been studies corroborating these outcomes and utilization of 

novel surgical approaches including Video-assisted thoracoscopic surgery; 

however, no change in survival has been reported. SUMMARY: The treatment 

of tumors of the superior sulcus has evolved over the years, so that outcomes 

approach those of other stage-matched nonsmall cell carcinomas. In  the future, 

new approaches, perhaps the detailed genetic analysis of tumors and guided 

treatments, will have a positive impact on nonsmall cell carcinomas. The tumors 

of the superior sulcus will hopefully follow suit in their improved outcomes. 
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RESUMEN / SUMMARY:  - INTRODUCTION: : Observational studies consistently 

support strategies for early cancer diagnosis and treatment. Owing to its high 

prevalence, mortality rate, and easily identifiable at-risk population groups, lung 

cancer seems ideal for early  detection programs. We present the baseline 

results of the SOS study, a single-arm observational study of digital chest 

tomosynthesis for lung cancer detection in an at-risk population. METHODS: : 

Accrual of study participants started in December 2010 and ended in December 

2011. Participants considered eligible were smokers or former smokers aged 45 

to 75 years, with a smoking history of at least 20 pack-years, without 

malignancy in the 5 years before the start of the study. A tomosynthesis 

examination was performed at baseline and another the year after. RESULTS: : 

Of the 1919 candidates assessed, 1843 (96%) were enrolled into the study: the 

mean age was 61 years (range, 48-73 years); 1419 (77%) were current 

smokers. The most prevalent comorbidities were hypertension, chronic 

obstructive pulmonary disease, and cardiovascular diseases. A total of 1843 

tomosynthesis studies were obtained. Pulmonary abnormalities were detected 

in 268 subjects (14.5%). First-line basal computed tomography (CT) was 

subsequently carried out in 132 subjects (7.2%), 68 (4.9%) of which were 

referred for follow-up CT. Positron-emission tomography/CT was performed on 

27 individuals (1.46%), and lung cancer was detected in 18 (0.98%) of them. 

CONCLUSION: : The detection rate of noncalcified lung nodules for 

tomosynthesis was comparable with rates reported for CT. A small subgroup 

underwent low-dosage CT and entered a follow-up program. Overall, lung 

cancer was detected in approximately 1% of cases. Digital chest tomosynthesis 

holds promise as a first-line lung cancer screening tool. 
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RESUMEN / SUMMARY:  - INTRODUCTION:: The echinoderm microtubule-

associated protein-like 4 anaplastic lymphoma kinase (EML4-ALK) fusion gene 

has been identified as a potent oncogenic  driver in non-small-cell lung cancer, 

in particular adenocarcinoma (ADC). It defines a unique subgroup of lung ADC, 

which may be responsive to ALK inhibitors. Detection of ALK rearrangement by 

fluorescence in situ hybridization (FISH) or reverse transcriptase polymerase 

chain reaction (RT-PCR) is considered to be the  standard procedure, but each 

with its own limitation. We evaluated the practical  usefulness of 

immunohistochemistry (IHC) to detect ALK expression as a reliable detection 

method of ALK rearrangement in lung ADC. METHODS:: We tested 373 lung 

ADCs for ALK rearrangement by IHC and FISH. Multiplex RT-PCR was 

performed to confirm the fusion variants. RESULTS:: Twenty-two of 373 lung 

ACs (5.9%) were positive for ALK immunoreactivity. ALK-positive tumor cells 

demonstrated strong and diffused granular staining in the cytoplasm. All the 

ALK IHC-positive cases were confirmed to harbor ALK rearrangement, either by 

FISH, or RT-PCR. Two cases  with positive ALK protein expression, but 

negative for breakapart FISH signal were shown to harbor EML4-ALK variant 1 

by RT-PCR. None of the ALK IHC-negative cases were FISH-positive. In 

addition, we identified a novel EML4-ALK fusion variant (E3:ins53A20), and its 

potent transformation potential has been confirmed by in vivo tumorigenicity 

assay. CONCLUSION:: IHC can effectively detect ALK rearrangement in lung 

cancer. It might provide a reliable and cost-effective diagnostic approach in 

routine pathologic laboratories for the identification of  suitable candidates for 

ALK-targeted therapy. 

 

---------------------------------------------------- 

[490] 

TÍTULO / TITLE:  - Impact of PET Staging in Limited-Stage Small-Cell Lung 

Cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - J Thorac Oncol. 2013 Apr 19. 

 ●●Enlace al texto completo (gratuito o de pago) 

1097/JTO.0b013e31828e8996 

http://dx.doi.org/10.1097/JTO.0b013e3182904e22
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23608814&dopt=Abstract
http://dx.doi.org/10.1097/JTO.0b013e31828e8996


384 

 

AUTORES / AUTHORS:  - Xanthopoulos EP; Corradetti MN; Mitra N; Fernandes 

AT; Kim M; Grover S; Christodouleas JP; Evans TL; Stevenson JP; Langer CJ; 

Lee TT; Pryma DA; Lin LL; Simone CB 2nd; Apisarnthanarax S; Rengan R 

INSTITUCIÓN / INSTITUTION:  - Departments of *Radiation Oncology, 

daggerBiostatistics and Epidemiology, double  daggerMedical Oncology, 

section signRadiology, Abramson Cancer Center, University of Pennsylvania, 

Philadelphia, Pennsylvania; and ||Department of Radiology, Montefiore Medical 

Center, New York, New York. 

RESUMEN / SUMMARY:  - INTRODUCTION:: Although positron emission 

tomography computed tomography (PET-CT) has been widely used for small-

cell lung cancer (SCLC) staging, no study has examined the clinical impact of 

PET staging in limited-stage (LS) SCLC. METHODS:: We identified patients 

with LS-SCLC treated definitively with concurrent chemoradiation. Outcomes 

were assessed using the Kaplan-Meier approach, Cox regression, and 

competing risks method. RESULTS:: We treated 54 consecutive LS-SCLC 

patients with concurrent chemoradiation from January 2002 to August 2010. 

Forty underwent PET, 14 did not, and all underwent thoracoabdominopelvic CT 

and magnetic resonance imaging neuroimaging. Most patient characteristics 

were balanced between the comparison groups, including age, race, sex, bone 

scanning,  median dosage, and performance status. More number of PET-

staged patients presented with nodal metastases (p = 0.05). Median follow-up 

was similar for PET-staged and non-PET-staged patients (p = 0.59). Median 

overall survival from diagnosis in PET-staged patients was 32 versus 17 months 

in patients staged without PET (p = 0.03), and 3-year survival was 47% versus 

19%. Median time-to-distant failure was 29 versus 12 months (p = 0.04); 

median time-to-local  failure was not reached versus 16 months (p = 0.04). On 

multivariable analysis, PET staging (odds ratio [OR] = 0.24; p = 0.04), 

performance status (OR = 1.89; p  = 0.05), and N-stage (OR = 4.94; p < 0.01) 

were associated with survival. CONCLUSION:: LS-SCLC patients staged with 

PET exhibited improved disease control  and survival when compared with non-

PET-staged LS-SCLC patients. Improved staging accuracy and better 

identification of intrathoracic disease may explain these findings, underscoring 

the value of PET-CT in these patients. 
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RESUMEN / SUMMARY:  - PURPOSE OF REVIEW: Malignant pleural effusion 

(MPE) is common. However, regardless of the differences between patients, 

their underlying cancer type, and pleural fluid characteristics, management 

options are often limited. These have not advanced significantly over the last 80 

years since pleurodesis was first described. Correspondingly, patient-related 

outcome measures have been neglected. The evidence (or lack of) behind the 

current treatment recommendations is reviewed and key research questions are 

described. RECENT FINDINGS: Talc continues to be the most effective 

sclerosant available for pleurodesis in MPE. A recent randomized controlled trial 

comparing talc pleurodesis and indwelling pleural catheter insertion as first-line 

therapy suggests these approaches are equally effective, and utilized a patient-

based symptom score as the primary outcome. The need to acknowledge the 

advances in translational medicine and oncological therapies to measure 

patient-related trial outcomes and to target pleural fluid formation in MPE is 

discussed. SUMMARY: Pulmonologists should be aware of the staggering lack 

of progress in the evidence that supports the current ‘recommended’ 

management of MPE. The need for a re-think about MPE management with a 

focus on alternative therapeutic targets and treatment objectives should be 

appreciated, in order to optimize future patient care. 
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RESUMEN / SUMMARY:  - Available study revealed non-small cell lung cancer 

(NSCLC) patients faced a risk of disease flare after cessation of epidermal 

growth factor receptor (EGFR) tyrosine kinase inhibitor (TKI) treatment. There 

was no data concerning the prognostic value of disease flare. This study aimed 

to investigate the prevalence of disease flare in a Chinese cohort, and analyzed 
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its prediction to survival. A  cohort of 227 NSCLC patients with acquired 

resistance to EGFR TKI was retrospectively analyzed. Prevalence and clinical 

features of disease flare after TKI cessation were reviewed. Survival data were 

analyzed between patients with flare and those without flare. EGFR gene 

mutations in tumors were detected. Twenty of 227 (8.8 %) patients were 

determined with disease flare after TKI cessation. The median interval from TKI 

cessation to disease flare was 7 days (range 3-18). Forty percent of patients 

complained of deteriorated dyspnea attributable to malignant effusion. Thirty 

percent of patients had progressive lesions in the brain. After TKI cessation 35 

% of flare patients died before challenge of subsequent treatment. No response 

was observed in 30 % of flare patients undergoing subsequent chemotherapy. 

When compared with the non-flare group, patients with disease flare 

demonstrated comparable progression-free survival (10.1 vs. 9.9 months; P = 

0.973), shorter post-TKI survival (4.1 vs. 6.1 months; P < 0.001), and a 

significantly poor overall survival (16.6 vs. 21.6 months; P = 0.002). Disease 

flare after cessation of EGFR TKI occurred in Chinese NSCLC population and 

predicted a poor survival. 
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RESUMEN / SUMMARY:  - Platinum-based chemotherapy is a primary treatment 

for patients with advanced non-small cell lung cancer (NSCLC). Considering 

individual differences, an effective and convenient method is urgently needed to 

identify the sensitivity of individual patient to platinum based regimen. Genetic 

variants in DNA repair genes are presumed to represent important determinants 

of drug efficacy. Our previous studies have demonstrated the involvement of 

xeroderma pigmentosum group A (XPA) codon23 and xeroderma pigmentosum 

group D (XPD) codon751 single-nucleotide polymorphisms (SNPs) in clinical 

response to platinum based chemotherapy in advanced NSCLC patients. Thus, 

a follow-up study was carried out  to investigate the relevance of these 

genotypes and survival of the cohort (n = 115). The three-dimensional (3-D), 

polyacrylamide gel-based DNA microarray method was used to assess the 

genotypes of XPA and XPD in peripheral lymphocytes. Log-rank test revealed 
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that the variant genotypes of XPA23 (A/G+G/G) were associated with 

significantly longer progression- free survival (PFS) (6.0 m vs.  10.6 m, log-rank 

P = 0.001) and overall survival (OS) (11.2 m vs. 20.8 m, log-rank P = 0.001). In 

Cox proportional hazards model, the hazard ratio (HR) for death in patients with 

G allele was 0.65 (P = 0.049). While no significant differences were observed in 

PFS or OS according to XPD Lys751Gln genotypes (log-rank P > 0.05). In 

combination with our previous short-term clinical results, this study further 

confirmed that by detecting the SNPs in blood cells,  XPA A23G polymorphic 

variants might be a promising biomarker in predicting a favor prognosis of 

NSCLC patients and be helpful towards designing individualized treatments. 
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RESUMEN / SUMMARY:  - Anti-tumor properties assigned to PEDF, beside its role 

as an inhibitor of angiogenesis, make it a promising candidate in the search of 

new biomarkers for malignancy. In this study levels of PEDF were investigated 

in pleural effusions from lung adenocarcinoma and benign inflammatory disease 

patients. The mean PEDF  concentration in the malignant group was slightly 

superior to that in patients suffering benign diseases (4.59 mu g/mL vs 3.97 

mug/mL), although the difference  did not reach statistical significance (P 

0.166). Pleural effusion PEDF levels were not related to gender, age, smoking 

habit or pleural effusion size. We also  investigated the possible relationship of 

PEDF levels in pleural effusion regarding clinicopathological features. 

Correlations were found for monocytes (P  0.010) and polymorphonuclear 

leukocytes (P 0.023) with PEDF levels in pleural effusion of malignant origin. 
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RESUMEN / SUMMARY:  - Many of the cytotoxic drugs used in the treatment of 

non-small-cell lung carcinoma patients can interfere with DNA activity and the 

definition of an individual DNA repair profile could be a key strategy to achieve 

better response  to chemotherapeutic treatment. Although DNA repair 

mechanisms are important factors in the prevention of carcinogenesis, these 

molecular pathways are also involved in therapy response. RAD51 is a crucial 

element in DNA repair by homologous recombination and has been shown to 

interfere with the prognosis of patients treated with chemoradiotherapy. There is 

increasing evidence that genetic polymorphisms in repair enzymes can 

influence DNA repair capacity and, consequently, affect chemotherapy efficacy. 

We conducted this review to show the  possible influence of the RAD51 genetic 

variants in damage repair capacity and treatment response in non-small-cell 

lung carcinoma patients. 
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RESUMEN / SUMMARY:  - PURPOSE: Among patients with advanced non-small 

cell lung cancer (NSCLC), identification of a subgroup of patients for immediate 

maintenance treatment after first-line chemotherapy has great importance in 

improving survival. The purpose of this study was to investigate whether the 

metabolic responses evaluated by 18F-fluorodeoxyglucose (FDG) positron 

emission tomography (PET) may  be a potential screening tool for identifying 

patients with early disease progression who may benefit from immediate 

maintenance treatment. METHODS: A total of 52 patients with advanced 

NSCLC (36 men and 16 women, mean age 57.2 +/-  10.6 years) who 
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underwent baseline and follow-up 18F-FDG PET/CT after four cycles of first-line 

chemotherapy were enrolled. Maximum standardized uptake value (SUVmax), 

SUVpeak, metabolic tumour volume (MTV) and total lesion glycolysis (TLG) of 

the tumour lesions were measured and percentage decrease of the parameters 

was calculated. The prognostic significance of percentage decrease of  these 

parameters and other clinical variables related to progression-free survival 

(PFS) and overall survival (OS) were assessed by Cox proportional hazards 

regression analysis. Receiver-operating characteristic (ROC) curve analysis 

was used to define the optimal cut-off value of percentage decrease of the 

parameters that could distinguish between early (PFS < 6 months) and late 

(PFS >/= 6 months) disease progression groups. RESULTS: Multivariate 

analysis showed that percentage decrease of TLG [hazard ratio per 10 % 

decrease = 1.030, 95 % confidence interval (CI) = 1.012-1.048, p = 0.001) was 

a significant predictor of PFS and OS. ROC curves identified a 50.0 % decrease 

in TLG as the optimal cut-off value to distinguish disease progression groups. 

Positive and negative predictive values of the optimal TLG value for selecting 

patients with late disease progression were 36.4 and 100.0 %, respectively. 

CONCLUSION: The percentage decrease in TLG of measurable tumour lesions 

may be a potential parameter to appropriately identify a subgroup of patients for 

immediate maintenance treatment after first-line chemotherapy in patients with 

advanced NSCLC. 
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RESUMEN / SUMMARY:  - Non-small cell lung cancer (NSCLC) is one of the 

deadliest types of cancer. One explanation for this poor prognosis is the failure 

of most chemotherapeutic regimens, which prompted the development of new, 

rationally designed, targeted antitumor agents, such as inhibitors of the 

epidermal growth factor receptor (EGFR) and downstream pathways. However, 

most of these targeted therapies also fail, and studies on the mechanisms 

underlying resistance toward targeted agents  might provide critical findings for 

NSCLC research and treatment. Some of these studies showed that drug 

resistance can emerge not only from genetic aberrations, but also from 

epigenetic changes, including regulation of different signaling pathways by 

microRNAs (miRNAs), which act as key post-transcriptional regulators  of gene 
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expression. There is accumulating evidence that specific miRNAs correlated 

with drug sensitivity and can be used as prognostic markers in NSCLC.  

However, a greater knowledge of miRNAs might also provide novel insights in 

several drug-resistance mechanisms; hence, suggesting their potential in novel 

therapeutic interventions, by sensitizing tumor cells to drug-induced apoptosis 

as well as by inhibiting tumor proliferation and invasive capabilities. Therefore, 

this review highlights several recent and clinically relevant aspects  of the 

regulation of drug resistance by miRNAs from the perspective of current anti-

EGFR-targeted therapies in NSCLC. 
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RESUMEN / SUMMARY:  - PURPOSE: To evaluate the diagnostic value of 

positron-emission tomography/computed tomography (PET/CT) in stage I lung 

cancer patients treated with stereotactic body radiation therapy (SBRT), who 

have suspicious or unclear local recurrence findings in CT 1 year after 

treatment. PATIENTS AND METHODS: A group of 29 patients with unclear or 

suspicious CT findings 1 year after SBRT were examined with PET/CT. The 

ability of standard uptake values (SUVmax, SUVmean and posttherapeutic 

reduction in SUV) to detect local failure and identify patients at a high risk of 

disease-specific death was evaluated using logrank statistics. Histology and 

clinical follow-up were the gold standards for local recurrence. RESULTS: 

SUVmean greater than 3.44 (p = 0.001); SUVmax greater than 5.48 (p = 0.009) 

or a relative reduction in SUVmean or SUVmax of less than 43 (p  = 0.030) or 

52 % (p = 0.025), respectively, was indicative of local recurrence. These 

parameters also correlated with an increased risk of disease-specific death: 

SUVmean greater than 2.81 (p = 0.023); SUVmax greater than 3.45 (p = 0.007) 

or a relative reduction in SUVmean or SUVmax of less than 32 (p = 0.015) or 52 
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% (p = 0.013), respectively, was indicative of an increased risk of disease-

specific death. CONCLUSION: PET/CT performed 1 year after SBRT can 

reliably identify local recurrence and therefore help to clarify unclear CT 

findings. As posttherapeutic glucose metabolism also correlates with disease-

specific survival, PET/CT may help to stratify lung cancer patients for additional 

treatment 1 year after SBRT. 
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RESUMEN / SUMMARY:  - BACKGROUND AND OBJECTIVES: Malignant pleural 

mesothelioma (MPM) is a fatal malignancy. Radiological imaging is necessary 

for the diagnosis, staging, and clinical management of patients with MPM. The 

18 fluorodeoxyglucose positron emission tomography (18 FDG-PET) scan has 

proven useful in preoperative staging and as a prognostic tool in MPM. We 

aimed to investigate the relationship between the pre-treatment 18 FDG 

PET/CT results, together with other known clinical parameters, and the survival 

of patients with MPM in our region. PATIENTS AND METHODS: A 

retrospective analysis was performed on the data of 177 patients with  MPM 

between April 2007 and April 2011. Pre-treatment 18 FDG PET/CT scans were 

done on all patients. Survival time was calculated by the Kaplan-Meier method. 

RESULTS: The mean age was 55.40 years. There were 56% male patients and 

44% female patients. The mean survival time was 11 months from time of 

diagnosis. According to multivariate analysis results, being of male gender 

increased the poor prognosis 5.30 times, a Karnofsky performance score (KPS) 

< 60 increased a poor prognosis 2.18 times, being on “best supportive care” 

increased a poor prognosis 25.40 times, the stage III-IV increased a poor 

prognosis 11.13 times, and a level of maximum standardized uptake value 

(SUVmax) > 5 increased a poor prognosis 4.34 times. CONCLUSIONS: MPM 

remains a fatal prognosis. Significant predictors of survival include KPS, stage 

of disease, gender, treatment regimen and level of SUVmax. An understanding 

of the importance of these markers for MPM  prognosis should allow targeted 

treatments to be developed. 
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RESUMEN / SUMMARY:  - BACKGROUND AND PURPOSE: The present analysis 

compares two palliative treatment concepts for lung cancer in terms of overall 

survival. PATIENTS AND METHODS: Survival data from 207 patients were 

used in a retrospective analysis. All patients received palliative treatment 

comprising either 25 Gy applied in 5 fractions or 50 Gy in 20 fractions. A 

subgroup analysis was performed to compare  patients with a good-fair vs. poor 

overall condition. RESULTS: Median survival times were 21 weeks (range 6-26 

weeks) for patients treated with 25 Gy in 5 fractions and 23 weeks (range 14.5-

31.5 weeks) for patients treated with 50 Gy in 20 fractions (95 % confidence 

interval, CI; p = 0.334). For patients with a good-fair overall condition, median 

survival times were 30 weeks (21.8-39.2 weeks) for 25 Gy in 5 fractions and 28 

weeks (14.2-41.8 weeks) for 50 Gy in 20 fractions (CI 95 %, p = 0.694). In 

patients with a poor overall condition, these  values were 18 weeks (14.5-21.5 

weeks) and 21 weeks (13.0-29.0 weeks), respectively (CI 95 %, p = 0.248). 

CONCLUSION: The palliative treatment concept of 25 Gy applied in 5 fractions 

is sufficient for radiation of lung cancer, given that there was no obvious survival 

improvement in patients treated with the higher total dose regimen. 
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TÍTULO / TITLE:  - Differential MicroRNAs Expression in Serum of Patients with 

Lung Cancer, Pulmonary Tuberculosis, and Pneumonia. 
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RESUMEN / SUMMARY:  - MicroRNAs (miRNAs) play critical regulatory roles in the 

physiological and pathological processes. The high stability of miRNAs in 

human serum represents attractive novel diagnostic biomarkers of clinical 

conditions. Several studies have shown that aberrant expression of miRNAs in 

human cancer including lung cancer, but little is known about their effects on 

some infectious lung diseases  such as pulmonary tuberculosis (TB) and 

pneumonia. In this study, we investigated miRNA expression pattern in serum 

of Egyptian patients with lung cancer, TB, and  pneumonia compared with 

matched healthy controls. Using microarray-based expression profiling followed 

by real-time quantitative polymerase chain reaction validation, we compared the 

levels of a series of circulating miRNAs (miR-21, miR-155, miR-182, and miR-

197) in serum from patients with lung cancer (n = 65),  pulmonary tuberculosis 

(n = 29), pneumonia (n = 29), and transudate (n = 16) compared with matched 

healthy controls (n = 37). MiRNA SNORD68 was the housekeeping 

endogenous control. We found that the serum levels of miR-21, miR-155, and 

miR-197 were significantly elevated in the patients with lung cancer and 

pneumonia whereas miR-182 and miR-197 levels were increased only in 

patients  with lung cancer and TB, respectively, compared with controls. 

Receiver operating characteristic analysis revealed that miR-182, miR-155, and 

miR-197 have superior diagnostic potential in discriminating patients with lung 

cancer, pneumonia, and  TB, respectively, from controls. Our results conclude 

that the differential expression of the four studied miRNAs can be potential non-

invasive biomarkers for patients with lung cancer, TB and pneumonia. 
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TÍTULO / TITLE:  - Living with breathlessness: A survey of caregivers of 

breathless patients with lung cancer or heart failure. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Palliat Med. 2013 May 23. 
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AUTORES / AUTHORS:  - Malik FA; Gysels M; Higginson IJ 

INSTITUCIÓN / INSTITUTION:  - The Department of Palliative Care, Policy & 

Rehabilitation, King’s College School of Medicine, Cicely Saunders Institute, 

London, UK. 

RESUMEN / SUMMARY:  - Background:Breathlessness is a common, distressing 

symptom in patients with advanced disease. With increasing focus on home 

death for patients, carers are expected to support breathless people at home. 

Little is known about how carers experience breathlessness and the differences 

in caring for someone with breathlessness and malignant or non-malignant 

disease.Aim:To compare experiences  of caring for a breathless patient with 

lung cancer versus those with heart failure and to examine factors associated 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23703238&dopt=Abstract
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with caregiver burden and positive caring experiences.Design:Cross-sectional 

survey of caregivers of breathless patients.Setting/participants:Participants 

were recruited from two London hospitals. Inclusion criteria: caregivers of 

patients with breathlessness and heart failure or lung cancer. Measures 

included self-completion of Short Form version of Zarit Burden Interview, a 

‘positive caring experiences’ scale and Palliative Care Outcome Scale. We 

compared caregiver reports between heart failure and lung cancer. Multiple 

regression analyses were used to examine factors related to burden and 

positive caring experiences.Results:In total, 51 heart failure and 50 lung cancer 

caregivers were recruited. Most were spouses (72%) and women (80%). 

Severity of patient breathlessness was similar in both groups. Caregiver 

concerns were mostly similar across conditions. Higher burden was associated 

with poorer ‘quality of patient care’ and worse carer psychological health (R2 = 

0.37, F = 12.2, p = 0.01). Caregiver depression and looking after more 

breathless patients were associated with fewer positive caring experiences (R2 

= 0.15, F = 4.4, p = 0.04).Conclusions:Those who care for breathless patients 

report high levels of unmet needs and burden, equally severe  for heart failure 

and lung cancer caregivers. Caregivers of patients with more severe 

breathlessness report fewer positive caring experiences and should be targeted 

by services with increased support in managing this symptom. 
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TÍTULO / TITLE:  - Chemotherapy in the management of brain metastases: the 

emerging role of fotemustine for patients with melanoma and NSCLC. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Expert Opin Drug Saf. 2013 Apr 8. 

 ●●Enlace al texto completo (gratuito o de pago) 

1517/14740338.2013.789017 

AUTORES / AUTHORS:  - Addeo R; Zappavigna S; Luce A; Facchini S; Caraglia M 

INSTITUCIÓN / INSTITUTION:  - “S. Giovanni di Dio” Hospital, ASL Napoli 2Nord, 

Oncology Unit , Frattamaggiore , Italy. 

RESUMEN / SUMMARY:  - Introduction: An estimated 20 - 40% of cancer patients 

will develop brain metastases that are the most common intracranial tumors in 

adults. Patients with  cerebral metastases represent a variegate group where 

selection of the most appropriate treatment depends on many patient- and 

disease-related factors. The impact of therapeutic option on overall survival is 

lacking and it is important to consider quality of life (QOL) when treating patients 

with brain metastases. Areas covered: A considerable proportion of patients are 

treated with palliative  approaches such as whole-brain radiotherapy. The role 

of chemotherapy was limited in the past. Recently, several chemotherapeutic 

agents have been identified as potentially useful. This article examines the 

pharmacokinetics, efficacy and safety and tolerability of fotemustine (FTM) for 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23560594&dopt=Abstract
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the management of patients with  cerebral metastasis from melanoma and non-

small cell lung cancer (NSCLC). Expert  opinion: FTM is a third-generation 

nitrosourea that has proved its efficacy on brain metastases of melanoma and 

showed promising results for the treatment of brain metastasis of NSCLC 

because of its ability to pass the blood-brain barrier. 
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TÍTULO / TITLE:  - Stereotactic Body Radiotherapy: Volumetric Modulated Arc 

Therapy Versus 3D Non-coplanar Conformal Radiotherapy for the Treatment of 

Early Stage Lung Cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Technol Cancer Res Treat. 2013 Apr 24. 

 ●●Enlace al texto completo (gratuito o de pago) 7785/tcrt.2012.500338 

AUTORES / AUTHORS:  - Herbert C; Kwa W; Nakano S; James K; Moiseenko V; 

Wu J; Schellenberg D; Liu M 

INSTITUCIÓN / INSTITUTION:  - Department of Radiation Oncology, British 

Columbia Cancer Agency, 600 West 10th Avenue, Vancouver, BC, V5Z 4E6 

Canada. christopher.herbert@UHBristol.nhs.uk. 

RESUMEN / SUMMARY:  - Stereotactic body radiotherapy (SBRT) is a treatment 

option for patients with early stage lung cancer. Treatment duration can be >30 

minutes per fraction with  non-coplanar 3D-conformal radiotherapy (3D-CRT). 

Whilst this is generally well tolerated, faster delivery techniques are desirable. 

Volumetric modulated arc therapy (VMAT) allows for fast delivery of radiation 

treatment. The purpose of this planning study was to compare SBRT with 3D-

CRT and VMAT, with VMAT plans generated using both single arc and 3 non-

coplanar partial arcs. Ten patients who previously underwent SBRT (48 Gy in 4 

fractions) with 3D-CRT were selected. VMAT  plans were generated to treat the 

PTV while limiting doses to organs at risk. Cumulative dose volume histogram 

(DVH) parameters were compared between the 3 techniques using the 

Wilcoxon matched pairs test. Treatment delivery time was also assessed. Both 

VMAT techniques covered target volumes more conformally than  3D-CRT with 

a mean V48/VPTV of 1.21 for 3D-CRT, 1.03 for 3 arc plans and 1.01 for single 

arc plans (p = 0.005). Dose constraints to organs at risk were met using all 

three techniques. Mean lung doses were 2.93 Gy for 3D-CRT, 2.87 Gy for 

single arc and 2.73 Gy for the 3 arc technique (3-arc vs. 3D-CRT: p = 0.009). 

Lung V20 for 3D-CRT, 1 arc and 3 arcs were 3.24%, 2.89% and 2.73%, 

respectively (3 arc vs. 3D-CRT: p 5 0.028). Mean time to deliver a single 

fraction was 13 minutes for 3D-CRT, 9.2 minutes for 3 arcs and 5.5 minutes for 

1 arc. VMAT resulted in improved conformality compared to 3D-CRT. The 3 arc 

technique appears to have the lowest dose to lung although the magnitude is 

unlikely to be clinically significant. The main advantage of VMAT over 3D-CRT 

is faster treatment delivery  time. Shortened treatment times are anticipated to 
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improve tolerability of this treatment and reduce the chance of error due to intra-

fraction motion. 
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[505] 

TÍTULO / TITLE:  - Diagnosis of chronic obstructive pulmonary disease in lung 

cancer screening Computed Tomography scans: independent contribution of 

emphysema, air trapping and bronchial wall thickening. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Respir Res. 2013 May 27;14(1):59. 

 ●●Enlace al texto completo (gratuito o de pago) 1186/1465-9921-14-59 
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I; Oudkerk M; Vliegenthart R; de Koning HJ; van der Aalst CM; Prokop M; 

Lammers JW; Zanen P; Hoesein FA; Mali WP; van Ginneken B; van Rikxoort 

EM; de Jong PA 

RESUMEN / SUMMARY:  - BACKGROUND: Beyond lung cancer, screening CT 

contains additional information on other smoking related diseases (e.g. chronic 

obstructive pulmonary disease, COPD). Since pulmonary function testing is not 

regularly incorporated in lung cancer screening, imaging biomarkers for COPD 

are likely to provide important surrogate measures for disease evaluation. 

Therefore, this study aims to determine the independent diagnostic value of CT 

emphysema, CT air trapping and CT bronchial wall thickness for COPD in low-

dose screening CT scans. METHODS: Prebronchodilator spirometry and 

volumetric inspiratory and expiratory chest CT were obtained on the same day 

in 1140 male lung cancer screening participants. Emphysema, air trapping and 

bronchial wall thickness were automatically quantified in the CT scans. Logistic 

regression analysis was performed to derivate a model to diagnose COPD. The 

model was internally validated using bootstrapping techniques. RESULTS: 

Each of the three CT biomarkers independently  contributed diagnostic value for 

COPD, additional to age, body mass index, smoking history and smoking 

status. The diagnostic model that included all three  CT biomarkers had a 

sensitivity and specificity of 73.2% and 88.%, respectively.  The positive and 

negative predictive value were 80.2% and 84.2%, respectively. Of all 

participants, 82.8% was assigned the correct status. The C-statistic was 0.87, 

and the Net Reclassification Index compared to a model without any CT 

biomarkers was 44.4%. However, the added value of the expiratory CT data 

was limited, with an increase in Net Reclassification Index of 4.5% compared to 

a model with only inspiratory CT data. CONCLUSION: Quantitatively assessed 

CT emphysema, air trapping and bronchial wall thickness each contain 

independent diagnostic information for COPD, and these imaging biomarkers 

might prove useful  in the absence of lung function testing and may influence 

lung cancer screening strategy. Inspiratory CT biomarkers alone may be 

sufficient to identify patients  with COPD in lung cancer screening setting. 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23711184&dopt=Abstract
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TÍTULO / TITLE:  - Iododerma following serial computed tomography scans in a 

lung cancer patient. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - J Drugs Dermatol. 2013 May 1;12(5):574-6. 

AUTORES / AUTHORS:  - Rothman LR; Levender MM; Scharf MD; Herman SP; 

Jabbari A 

RESUMEN / SUMMARY:  - Iododerma is a rare cutaneous eruption occurring after 

iodine administration. Nine cases of iododerma following intravenous contrast 

have been reported in the  English-language literature, typically in patients with 

renal insufficiency. We report a case of iododerma in a patient with relatively 

unimpaired renal function who underwent serial computer tomography (CT) 

scans with intravenous contrast. An 81-year-old woman with stage IV lung 

cancer developed fever and rash following serial CT scans with iodixanol 

contrast media. On examination, we noted conjunctival injection, enlarged 

glands, oral ulcers, and erythematous papules and plaques on her forehead, 

arms, and legs. Random urine iodine was elevated to  106,767 mug/L (normal 

range, 26-705 mug/L). Skin biopsy revealed diffuse predominantly neutrophilic 

dermal infiltrate. The patient’s clinical presentation, laboratory findings, and 

biopsy results were consistent with iododerma. Iododerma can occur in patients 

with adequate kidney function, and its presentation can include ocular and 

glandular symptoms, as in this case. Withdrawal of the source of iodine typically 

leads to resolution of symptoms.<br><br> <em>J Drugs Dermatol.</em> 

2013;12(5):574-576. 
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TÍTULO / TITLE:  - Therapeutic implications of the warburg effect assessing the 

survival of MRC5 and a549 cell lines upon exposure to honey and d glucose - 

biomed 2013. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Biomed Sci Instrum. 2013;49:101-8. 

AUTORES / AUTHORS:  - Farah IO; Lewis VL; Ayensu WK; Cameron JA 

INSTITUCIÓN / INSTITUTION:  - Jackson State University. 

RESUMEN / SUMMARY:  - Lung cancer is a one of the most prevalent and deadly 

cancers in United States. Experimental evidence support that cancer cells do 

exhibit higher glycolytic rates than normal cells. To exploit this unique cancer-

dependent ATP generation phenomenon, we hypothesize that exposure of 

cancer cells to organic inhibitors of glycolysis would negatively impact their 

survival and alter their growth and viability resulting from the vast decrease in 

their essential glycolytic ATP production; no negative consequences will be 
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seen on normal lung cells. The human lung fibroblast cell line MRC-5 and the 

human lung alveolar epithelial cancer cell line A549 were used in this study as 

models for normal lung and lung cancer  respectively. Using standard methods, 

both cell lines were maintained and exposed to honey and D-glucose reagents 

at concentration levels ranging from 31.3-2,000 microg/ml in 96 well plates in 

quadruplets and experiments repeated at least three times using MTT (3-(4, 5-

dimethylthiazolyl-2)-2, 5-diphenyltetrazolium bromide), and cell counting (T4 

Cellometer; automated cell counting system) assays as well as phase-contrast 

photo-imaging. Our results indicate that exposure of both cell lines to these 

organics lead to concentration dependent cell destruction/cell survival 

depending on the cell line exposed. Honey and D-glucose showed statistically 

significant (p<0.05) differential negative effects on the A549 line in comparison 

to its unexposed control as well as to their effects on the MRC-5 cell line. These 

findings show a promising role for honey and D-glucose as biotherapeutic 

metabolites of interest for selective management  of cancerous cells. 
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[508] 

TÍTULO / TITLE:  - Activation of Akt pathway by transcription-independent 

mechanisms of retinoic acid promotes survival and invasion in lung cancer cells. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Mol Cancer. 2013 May 21;12:44. doi: 10.1186/1476-
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 ●●Enlace al texto completo (gratuito o de pago) 1186/1476-4598-12-44 
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Arechaga-Ocampo E; Gonzalez-De la Rosa CH 
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RESUMEN / SUMMARY:  - BACKGROUND: All-trans retinoic acid (ATRA) is 

currently being used in clinical trials for cancer treatment. The use of ATRA is 

limited because some cancers, such as lung cancer, show resistance to 

treatment. However, little is known about the molecular mechanisms that 

regulate resistance to ATRA treatment. Akt is a kinase that plays a key role in 

cell survival and cell invasion. Akt is often activated in lung cancer, suggesting 

its participation in resistance to chemotherapy. In this study, we explored the 

hypothesis that activation of the Akt pathway promotes resistance to ATRA 

treatment at the inhibition of cell survival and invasion in lung cancer. We aimed 

to provide guidelines for the proper use of ATRA in clinical trials and to 

elucidate basic biological mechanisms of resistance. RESULTS: We performed 

experiments using the A549 human  lung adenocarcinoma cell line. We found 

that ATRA treatment promotes PI3k-Akt pathway activation through 

transcription-independent mechanisms. Interestingly, ATRA treatment induces 
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the translocation of RARalpha to the plasma membrane, where it colocalizes 

with Akt. Immunoprecipitation assays showed that ATRA promotes Akt 

activation mediated by RARalpha-Akt interaction. Activation of the PI3k-Akt 

pathway by ATRA promotes invasion through Rac-GTPase, whereas 

pretreatment with 15e (PI3k inhibitor) or over-expression of the inactive form of 

Akt blocks ATRA-induced invasion. We also found that treatment with ATRA 

induces  cell survival, which is inhibited by 15e or over-expression of an inactive 

form of Akt, through a subsequent increase in the levels of the active form of 

caspase-3. Finally, we showed that over-expression of the active form of Akt 

significantly decreases expression levels of the tumor suppressors RARbeta2 

and p53. In contrast, over-expression of the inactive form of Akt restores 

RARbeta2 expression in cells treated with ATRA, indicating that activation of 

the PI3k-Akt pathway inhibits the expression of ATRA target genes. 

CONCLUSION: Our results demonstrate that rapid activation of Akt blocks 

transcription-dependent mechanism of ATRA, promotes invasion and cell 

survival and confers resistance to retinoic acid treatment in lung cancer cells. 

These findings provide an incentive for the  design and clinical testing of 

treatment regimens that combine ATRA and PI3k inhibitors for lung cancer 

treatment. 
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RESUMEN / SUMMARY:  - BACKGROUND: The extent of the benefit of 

bevacizumab combined with chemotherapy in the treatment of advanced non-

small-cell lung cancer (NSCLC) is still unclear. We performed this meta-analysis 

to compare the efficacy of bevacizumab with other commonly used targeted 

drugs for different patients with advanced NSCLC. METHODS: We searched 

PubMed, Cochrane Library, EMBASE and abstracts from the proceedings of the 

American Society of Clinical Oncology (ASCO), and identified 30 randomized 

controlled clinical trials published within 1999 to 2011 for meta-analysis. 

RESULTS: The outcomes of treatment efficacy included response rate, PFS 
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and OS. Comparing bevacizumab (15 mg/kg) with chemotherapy to standard 

chemotherapy alone, for chemotherapy-naive patients, the pooled OR of 

response rate was 2.741(95%CI: 2.046, 3.672), the pooled HR for disease 

progression was 0.645 (95%CI: 0.561, 0.743), and the pooled HR for death was 

0.790 (95%CI: 0.674, 0.926), respectively. In addition, the adjusted HR for 

previously-treated patients was 0.680 (95%CI: 0.492, 0.942) comparing 

bevacizumab combined with chemotherapy to standard chemotherapy alone. 

CONCLUSIONS: Bevacizumab accompanied by chemotherapy was found to 

significantly improve patients’ response rate, progression free survival (PFS), 

and overall survival (OS) among chemotherapy-naive patients compared to 

other targeted drugs in the treatment of  non-small cell lung carcinoma 

(NSCLC). 
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TÍTULO / TITLE:  - Lung cancer - a comorbidity in chronic obstructive pulmonary 

disease. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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RESUMEN / SUMMARY:  - Chronic Obstructive Pulmonary Disease (COPD) is an 

important public health challenge, representing the fourth leading cause of 

death in the world. A very important characteristic of COPD is represented by 

the coexistence of comorbidities. Lung cancer, a major cause of morbidity and 

mortality throughout the world, is also a frequent comorbidity in COPD. 

Cigarette smoking represents the best-known risk factor in both COPD and lung 

cancer, causing common pathogenic mechanisms like oxidative stress and 

inflammation. However, the etiopathogenic link between COPD and lung cancer 

implies a common underlying genetic susceptibility, acting in addition to 

environmental risk factors. These trigger more complex cellular and molecular 

mechanisms, represented by immune dysfunction, abnormal activation of 

transcription factors, altered signaling pathways, epithelial to mesenchymal 

transition. A better understanding of the etiopathogenic link between COPD and 

lung cancer at the molecular level will allow the discovery of more sensitive 

diagnostic methods and also new molecular targets for an efficient treatment. 
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apoptosis in a subset of cancer cells (lung cancer, colon cancer and 
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mesothelioma) by disrupting Bcl-xL and Mcl-1 protein-protein interactions with 

Bak. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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RESUMEN / SUMMARY:  - BACKGROUND: It has been shown in many solid 

tumors that the overexpression of the pro-survival Bcl-2 family members Bcl-

2/Bcl-xL and Mcl-1 confers resistance to a  variety of chemotherapeutic agents. 

We designed the BH3 alpha-helix mimetic JY-1-106 to engage the hydrophobic 

BH3-binding grooves on the surfaces of both Bcl-xL and Mcl-1. METHODS: JY-

1-106-protein complexes were studied using molecular dynamics (MD) 

simulations and the SILCS methodology. We have evaluated  the in vitro effects 

of JY-1-106 by using a fluorescence polarization (FP) assay, an XTT assay, 

apoptosis assays, and immunoprecipitation and western-blot assays.  A 

preclinical human cancer xenograft model was used to test the efficacy of JY-1-

106 in vivo. RESULTS: MD and SILCS simulations of the JY-1-106-protein 

complexes indicated the importance of the aliphatic side chains of JY-1-106 to 

binding and successfully predicted the improved affinity of the ligand for Bcl-xL 

over Mcl-1. Ligand binding affinities were measured via an FP assay using a 

fluorescently labeled Bak-BH3 peptide in vitro. Apoptosis induction via JY-1-106  

was evidenced by TUNEL assay and PARP cleavage as well as by Bax-Bax 

dimerization. Release of multi-domain Bak from its inhibitory binding to Bcl-

2/Bcl-xL and Mcl-1 using JY-1-106 was detected via immunoprecipitation (IP) 

western blotting.At the cellular level, we compared the growth proliferation 

IC50s of JY-1-106 and ABT-737 in multiple cancer cell lines with various Bcl-xL 

and Mcl-1 expression levels. JY-1-106 effectively induced cell death regardless 

of the Mcl-1 expression level in ABT-737 resistant solid tumor cells, whilst 

toxicity toward normal human endothelial cells was limited. Furthermore, 

synergistic effects were observed in A549 cells using a combination of JY-1-106 

and multiple chemotherapeutic agents. We also observed that JY-1-106 was a 

very effective agent in inducing apoptosis in metabolically stressed tumors. 

Finally,  JY-1-106 was evaluated in a tumor-bearing nude mouse model, and 

was found to effectively repress tumor growth. Strong TUNEL signals in the 

tumor cells demonstrated the effectiveness of JY-1-106 in this animal model. No 

significant side effects were observed in mouse organs after multiple injections. 
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CONCLUSIONS: Taken together, these observations demonstrate that JY-1-

106 is an effective pan-Bcl-2 inhibitor with very promising clinical potential. 
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inhibitor treatment  for non-small cell lung cancer patients with wild-type EGFR. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - J Transl Med. 2013 Apr 4;11(1):90. 
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Xue C; Lin JG; Huang LX; Zhang L; Zhang WM; Shao JY 

RESUMEN / SUMMARY:  - BACKGROUND: This study was designed to determine 

whether advanced non-small-cell  lung cancer (NSCLC) patients with high copy 

number of epidermal growth factor receptor (EGFR) can benefit from treatment 

with EGFR-tyrosine kinase inhibitors (TKIs). METHODS: EGFR gene copy 

number was assessed by fluorescence in situ hybridization (FISH) and EGFR 

mutations was tested using Luminex xTAG technology  in 502 TKI-treated 

NSCLC patients. The association between both biomarkers and clinical benefit 

from EGFR-TKI were analyzed. RESULTS: EGFR FISH + and EGFR mutations 

were significantly associated with higher response rates (37.2% and 43.7%, 

respectively), superior progression-free survival (PFS) (FISH+, 11.2 months; 

hazard ratio [HR], 0.51; 95% CI, 0.42 to 0.62; p < 0.001; mutation+, 11.7 

months; HR, 0.37; 95% CI, 0.31 to 0.45; p < 0.001) and overall survival (OS) 

(FISH+, 30.2 months; HR, 0.51; 95% CI, 0.40 to 0.65; p < 0.001; mutation+, 

30.2 months; HR, 0.45; 95% CI, 0.36 to 0.58; p < 0.001). In patients with wild-

type EGFR, EGFR FISH + correlated with longer PFS than EGFR FISH- status 

(4.4 months vs. 2.0 months; HR, 0.56; 95% CI, 0.41 to 0.75; p < 0.001), so did 

amplification  (5.0 months vs. 2.0 months; HR, 0.43; 95% CI, 0.24 to 0.76; p = 

0.003). However,  FISH + had no association with improved PFS in EGFR-

mutated patients (HR, 0.77; 95% CI, 0.57 to 1.03; p = 0.076). CONCLUSIONS: 

A combined analysis of EGFR FISH and mutation is an effective predictor of 

EGFR-TKI therapy. Specifically, a high  EGFR copy number may predict benefit 

from TKIs treatment for NSCLC patients with  wild-type EGFR. 
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(DR4) Gene Polymorphisms and Lung Cancer in Turkish Population. 
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INSTITUCIÓN / INSTITUTION:  - Vocational School of Health Services, Adiyaman 

University, TR-02040, Adiyaman, Turkey, deniz-tbio@hotmail.com. 

RESUMEN / SUMMARY:  - Death receptor 4 (DR4) gene is a candidate tumor 

supressor gene that has a role in apoptotic pathway. It was reported in literature 

that polymorphisms in DR4 gene lead to susceptibility to many cancers. In 

accordance with this information, we aimed to investigate the association 

between G422A, C626G, A683C and A1322G polymorphisms in DR4 gene and 

lung cancer. We selected 60 patients with lung cancer (LC) and 30 healthy, sex 

and age matched volunteers randomly. Four polymorhisms, G422A, C626G, 

A683C and A1322G, in DR4 gene were analyzed with Polymerase Change 

Reaction (PCR) - Restriction Fragment Lenght Polymorphism (RFLP) and 

Amplification Refractory Mutation System (ARMS) techniques in both groups. 

Our results showed that there are no statistically significances between  the 

patients and controls in terms of the G422A, C626G, A683C and A1322G 

polymorphisms in DR4 gene (p > 0,05). Our findings showed no role of DR4 

gene polymorhisms in susceptibility to LC and provide a plausible explanation 

for DR4  genetic heterogeneity in LC susceptibility. 
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TÍTULO / TITLE:  - Multiple therapeutic peptide vaccines consisting of combined 

novel cancer testis  antigens and anti-angiogenic peptides for patients with non-
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M; Shio Y; Ise K; Takeda K; Gotoh M 

RESUMEN / SUMMARY:  - BACKGROUND: Vaccine treatment using multiple 

peptides derived from multiple proteins is considered to be a promising option 

for cancer immune therapy, but scientific evidence supporting the therapeutic 

efficacy of multiple peptides is limited. METHODS: We conducted phase I trials 

using a mixture of multiple therapeutic peptide vaccines to evaluate their safety, 

immunogenicity and clinical response in patients with advanced/recurrent 

NSCLC. We administered two  different combinations of four HLA-A24-

restricted peptides. Two were peptides derived from vascular endothelial growth 

factor receptor 1 (VEGFR1) and 2 (VEGFR2), and the third was a peptide 

derived from up-regulated lung cancer 10 (URLC10, which is also called 

lymphocyte antigen 6 complex locus K [LY6K]). The fourth peptide used was 

derived from TTK protein kinase (TTK) or cell division associated 1 (CDCA1). 

Vaccines were administered weekly by subcutaneous injection into the axillary 
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region of patients with montanide ISA-51 incomplete Freund’s adjuvant, until the 

disease was judged to have progressed or patients requested to be withdrawn 

from the trial. Immunological responses were primarily evaluated  using an IFN-

gamma ELiSPOT assay. RESULTS: Vaccinations were well tolerated with  no 

severe treatment-associated adverse events except for the reactions that 

occurred at the injection sites. Peptide-specific T cell responses against at least 

one peptide were observed in 13 of the 15 patients enrolled. Although no 

patient exhibited complete or partial responses, seven patients (47%) had 

stable  disease for at least 2 months. The median overall survival time was 398 

days, and the 1- and 2-year survival rates were 58.3% and 32.8%, respectively. 

CONCLUSION:  Peptide vaccine therapy using a mixture of four novel peptides 

was found to be safe, and is expected to induce strong specific T cell 

responses.Trial registration: These studies were registered with 

ClinicalTrials.gov NCT00633724 and NCT00874588. 
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RESUMEN / SUMMARY:  - Rearrangements of the proto-oncogene RET are newly 

identified potential driver mutations in lung adenocarcinoma (LAD). However, 

the absence of cell lines harboring RET fusion genes has hampered the 

investigation of the biological relevance of RET and the development of RET-

targeted therapy. Thus, we aimed to identify a RET fusion positive LAD cell line. 

Eleven LAD cell lines were screened for RET fusion transcripts by reverse 

transcription-polymerase chain reaction. The biological relevance of the 

CCDC6-RET gene products was assessed by cell growth, survival and 

phosphorylation of ERK1/2 and AKT with or without the suppression of RET 

expression using RNA interference. The efficacy of RET inhibitors was 

evaluated in vitro using a culture system and in an in vivo xenograft model. 

Expression of the CCDC6-RET fusion gene in LC-2/ad cells was demonstrated 

by the mRNA and protein levels, and the genomic break-point was confirmed by 

genomic DNA sequencing. Mutations in KRAS and EGFR were not observed in 
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the LC-2/ad cells. CCDC6-RET was constitutively active, and the introduction of 

a siRNA targeting the RET 3’ region decreased cell proliferation by 

downregulating RET and ERK1/2 phosphorylation. Moreover, treatment with 

RET-inhibitors, including vandetanib, reduced cell viability, which was 

accompanied by the downregulation of the AKT and ERK1/2 signaling 

pathways. Vandetanib exhibited anti-tumor effects in the xenograft model. 

Endogenously expressing CCDC6-RET contributed to cell growth. The inhibition 

of kinase activity could be an effective treatment strategy for LAD. LC-2/ad is a 

useful model for developing fusion RET-targeted therapy. 
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RESUMEN / SUMMARY:  - Insulin-like growth factor receptor-1 (IGF-1R) inhibition 

could be a relevant therapeutic approach in small cell lung cancer (SCLC) given 

the importance of an  IGF-1R autocrine loop and its role in DNA damage repair 

processes. We assessed IGF-1R and pAkt protein expression in 83 SCLC 

human specimens. The efficacy of R1507 (a monoclonal antibody directed 

against IGF-1R) alone or combined with cisplatin or ionizing radiation (IR) was 

evaluated in H69, H146 and H526 cells in vitro and in vivo. Innovative genomic 

and functional approaches were conducted to analyze the molecular behavior 

under the different treatment conditions. A total  of 53% and 37% of human 

specimens expressed IGF-1R and pAkt, respectively. R1507  demonstrated 

single agent activity in H146 and H526 cells but not in H69 cells. R1507 

exhibited synergistic effects with both Cisplatin and IR in vitro. The triple 

combination R1507-Cisplatin-IR led to a dramatic delay in tumor growth 

compared to Cisplatin-IR in H526 cells. Analyzing the apparent absence of 

antitumoral effect of R1507 alone in vivo, we observed a transient reduction of 

IGF-1R staining intensity in vivo, concomitant to the activation of multiple cell 

surface receptors and intracellular proteins involved in proliferation, 

angiogenesis and survival. Finally, we identified that the nucleotide excision 

repair pathway (NER) was mediated after exposure to R1507-CDDP and 
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R1507-IR in vitro and in vivo. In conclusion, adding R1507 to the current 

standard Cisplatin-IR doublet reveals remarkable chemo- and radiosensitizing 

effects in selected SCLC models and warrants to be investigated in the clinical 

setting. 
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RESUMEN / SUMMARY:  - The EGF Receptor (EGFR) is a proto-oncogene 

commonly dysregulated in several cancers including non-small cell lung cancer 

(NSCLC) and, thus, is targeted for treatment using tyrosine kinase inhibitors 

(TKIs) such as Erlotinib. However, despite the efficacy observed in NSCLC 

patients harboring oncogenic variants of the EGFR, general ineffectiveness of 

TKIs in NSCLC patients who are current and former smokers necessitates 

identification of novel mechanisms to overcome this phenomenon. Previously, 

we showed that NSCLC cells harboring either wild-type (WT) EGFR or 

oncogenic mutant (MT) L858R EGFR become resistant to the effects of  TKIs 

when exposed to cigarette smoke (CS), evidenced by their auto-

phosphorylation and prolonged downstream signaling. Here, we present Src as  

a target mediating CS-induced resistance to TKIs in both WT EGFR and L858R 

MT EGFR expressing NSCLC cells. First, we show that CS exposure of A549 

cells leads  to time-dependent activation of Src which then abnormally binds to 

the WT EGFR causing TKI resistance, contrasting previous observations of 

constitutive binding between inactive Src and TKI-sensitive L858R MT EGFR. 

Next, we demonstrate that Src inhibition restores TKI sensitivity in CS-exposed 

NSCLC cells, preventing EGFR auto-phosphorylation in the presence of 

Erlotinib. Furthermore, we show that over-expression of a dominant-negative 

Src (Y527F/K295R) restores TKI sensitivity to A549 exposed to CS. Importantly, 

the TKI resistance that emerges even in CS-exposed L858R EGFR expressing 

NSCLC cells could be eliminated with Src inhibition. Together, these findings 

offer new rationale for using Src inhibitors for treating TKI-resistant NSCLC 

commonly observed in smokers. 
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RESUMEN / SUMMARY:  - BACKGROUND: The eukaryotic translation initiation 

factor 5ª1 (eIF5A1) is a highly conserved protein involved in many cellular 

processes including cell division, translation, apoptosis, and inflammation. 

Induction of apoptosis is the only function of eIF5A1 that is known to be 

independent of post-translational hypusine modification. In the present study, 

we investigated the involvement of mitogen- and stress-activated protein 

kinases during apoptosis of A549 lung cancer cells infected with adenovirus 

expressing eIF5A1 or a mutant of eIF5A1 that cannot be hypusinated 

(eIF5A1K50A). METHODS: Using adenoviral-mediated transfection of human 

A549 lung cancer cells to over-express eIF5A1 and eIF5A1K50A, the 

mechanism by which unhypusinated eIF5A1 induces apoptosis was 

investigated by Western blotting, flow cytometry, and use of MAPK and p53 

inhibitors. RESULTS: Phosphorylation of ERK, p38 MAPK, and JNK was 

observed in response to adenovirus-mediated over-expression of eIF5A1 or 

eIF5A1K50A, along with phosphorylation and stabilization of the p53 tumor 

suppressor protein. Synthetic  inhibitors of p38 and JNK kinase activity, but not 

inhibitors of ERK1/2 or p53 activity, significantly inhibited apoptosis induced by 

Ad-eIF5A1. Importantly, normal lung cells were more resistant to apoptosis 

induced by eIF5A1 and eIF5A1K50A than A549 lung cancer cells. 

CONCLUSIONS: Collectively these data indicate that p38 and JNK MAP kinase 

signaling are important for eIF5A1-induced cell death and that induction of 

apoptosis was not dependent on p53 activity. 
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University of Lublin, Poland. rybojad@wp.pl 

RESUMEN / SUMMARY:  - INTRODUCTION: Besides the undoubted influence of 

risk factors on morbidity and survival time, there are also other environmental 

factors, such as awareness of the prevalence of risk factors and the availability 

of modern diagnosis and treatment methods. OBJECTIVE: To evaluate 

differences in lung cancer 5-year overall survival rates between urban and rural 

patients hospitalized in the Department of Thoracic Surgery of the Medical 

University in Lublin, Poland, and possible influence of several risk factors on 

these rates. MATERIALS AND METHODS: The analysis was based on 125 

lung cancer patients who underwent surgical procedures in years 2006-2007 

and who agreed to take part in the survey. The study aimed at recognition of the 

health situation and selected demographic traits of people who had been 

treated surgically for lung cancer. The differences were evaluated between rural 

and urban inhabitants in gender, age, lung function, smoking habits, exposure 

to risk factors at work, family history of cancer, staging of the disease, 

histological type of cancer, post-surgical treatment, and their possible influence 

on overall survival. RESULTS: The results showed that the only noted 

differences between urban and rural population were in tobacco smoking and 

lung function. Survival rates were very similar and did not differ from the 

European average. CONCLUSIONS: The assumption that Polish rural patients 

are presenting with later cancer stages at the time of diagnosis, and have worse  

chances for survival, has become invalid in modern times. 
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RESUMEN / SUMMARY:  - Malignant pleural effusions (MPEs) are a significant 

source of cancer-related morbidity. Over 150,000 patients in the United States 

suffer from breathlessness  and diminished quality of life due to MPE each year. 

Current management strategies are of mostly palliative value and focus on 

symptom control; they do not address the pathobiology of the effusion, nor do 

they improve survival. Further elucidation of the pathophysiological 

mechanisms, coupled with the development of novel treatments such as 
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intrapleural chemotherapeutics targeting  this process, has the potential to 

greatly improve the efficacy of our current management options. Vascular 

endothelial growth factor-A (VEGF-A) has been implicated as a critical cytokine 

in the formation of malignant pleural effusions. Elevated levels of VEGF 

produced by tumor cells, mesothelial cells, and infiltrating immune cells result in 

increased vascular permeability, cancer cell transmigration, and angiogenesis. 

Therefore antiangiogenic therapies such as Bevacizumab, a monoclonal 

antibody targeting VEGF-A, may have a potential role in the management of 

malignant pleural effusions. Herein we review the pathogenesis  and potential 

treatment strategies of malignant pleural effusions, with a focus on 

angiogenesis and antiangiogenic therapeutics. 
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RESUMEN / SUMMARY:  - Lung cancer is among the most prevalent and deadly 

cancers in United States. In general, cancer cells are known to exhibit higher 

rates of glycolysis in comparison to normal cells. In attempting to exploit this 

unique cancer-dependent ATP generation phenomenon, it was our hypothesis 

that upon exposure to organic inhibitors of glycolysis, cancer cells would not 

survive normally and that their  growth and viability would be vastly decreased; 

essential glycolytic ATP production will be exhausted to the point of collapsing 

energy utilization. Furthermore, we hypothesize that no negative effect would be 

seen with exposures  to organic inhibitors for normal lung cells. The human lung 

fibroblast MRC-5 and  the human A549 alveolar epithelial cell lines were used 

as in vitro models of normal lung and lung cancers respectively. Using standard 

methods, both cell lines were maintained and exposed to pyruvic acid, sodium 

citrate and sodium bicarbonate reagents at concentration levels ranging from 

31.3-2,000 microg/ml in 96 well plates in quadruplets and experiments repeated 

at least three times using MTT, and cell counting (T4 Cellometer) assays as 

well as phase-contrast photo-imaging for parallel morphological displays of any 

changes in the course of their vitality and metabolic activities. Our results 

indicate that exposure of both cell lines to these organics resulted in 

concentration dependent cell destruction/cell survival depending on the cell line 

exposed. Pyruvic acid, sodium citrate and sodium bicarbonate showed 

statistically significant (p<0.05) differential negative effects on the A549 cell line 
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in comparison to its unexposed control as well as to their effects on the MRC-5 

cell line, presenting  a potential promise for their use as cancer biotherapeutics. 
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RESUMEN / SUMMARY:  - Aim: Aim of the present study was to investigate the 

clinical and pathological features of surgical treatment for primary bronchogenic 

carcinoma in adolescent patients. Patients: We retrospectively reviewed the 

clinico-pathological records  documenting surgical outcomes and prognostic 

factors in 68 lung cancer patients aged less than 30 years old enrolled in our 

hospital between March 1980 and December 2009. Results: Sixty-eight patients 

were identified (38 male, 30 female) with a mean age of 22+/-5 years (range 8 

to 29 years). Preoperative clinical manifestations were present in 82.4% (56/68) 

of the patients and 26.5% (16/68) of patients were initially misdiagnosed. Fifty-

two patients had undergone radical surgery, 4 palliative surgery, 9 had 

exploratory thoracotomies, and 3 had thoracoscopic lung biopsies. Eight 

patients were classified (TNM) stage Ia, 7 stage Ib, 9 stage IIa, 13 stage IIb, 17 

stage IIIa, 10 stage IIIb, and 4 stage IV. Postoperative atelectasis was observed 

in 4.41% (3/68) of the patients, and 1.47% (1/68) died of respiratory failure 5 

days after exploratory thoracotomy. The overall 5-year survival rate in very 

young people was 31%, while those who underwent radical surgery was slightly 

higher at 36.7%. Five-year survival rates  were correlated with the surgical 

procedures and pTNM stage (P <0.05). Multivariate analysis indicated that the 

TNM stage is the only independent prognostic factor (P=0.000). Conclusion: We 

conclude that radical surgeries, the  predominant comprehensive therapies are 

the best choice for primary lung cancer patients younger than 30 years of age. 
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 ●●Enlace al texto completo (gratuito o de pago) 1586/era.13.18 

AUTORES / AUTHORS:  - Franco R; Rocco G; Marino FZ; Pirozzi G; Normanno N; 

Morabito A; Sperlongano P; Stiuso P; Luce A; Botti G; Caraglia M 

INSTITUCIÓN / INSTITUTION:  - Pathology Unit, National Cancer Institute, Pascale 

Hospital, Naples, Italy. r.franco@istitutotumori.na.it 

RESUMEN / SUMMARY:  - Anaplastic lymphoma kinase (ALK) rearrangements 

(ALK-Rs) have been identified in  3-7% of all non-small-cell lung cancers 

(NSCLCs) and represent an important molecular target for NSCLC treatment. 

The authors discuss the role of ALK-Rs in the prediction of clinical-pathological 

features of NSCLCs and the technical problems related to their determination in 

specimens. The authors also describe the preclinical and clinical results derived 

from the use of ALK inhibitors. ALK-R is generally detected in patients with 

specific clinical-pathological features: never-smokers, young males, 

adenocarcinoma histotype and EGF receptor/KRAS wild-type. The diagnosis of 

ALK-R remains a challenge, implicating  the need of a careful filtering of 

patients. NSCLC patients harboring ALK-R have  shown sensitivity to ALK 

inhibitors even if their activity is limited at the time by the occurrence of 

mechanisms of resistance. The authors summarize the strategies that in the 

future could overcome these mechanisms of escape. 
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predict prognosis of asbestos-induced rat mesothelioma. 
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RESUMEN / SUMMARY:  - Malignant mesothelioma (MM), which is associated with 

asbestos exposure, is one of the most deadly tumors in humans. Early MM is 

concealed in the serosal cavities and lacks specific clinical symptoms. For 

better treatment, early detection and prognostic markers are necessary. 

Recently, CD146 and insulin-like  growth factor 2 mRNA-binding protein 3 

(IMP3) were reported as possible positive  markers of MM to distinguish from 

reactive mesothelia in humans. However, their application on MM of different 

species and its impact on survival remain to be elucidated. To disclose the utility 

of these molecules as early detection and prognostic markers of MM, we 

injected chrysotile or crocidolite intraperitoneally to rats, thus obtaining 26 

peritoneal MM and establishing 11 cell lines. We immunostained CD146 and 

IMP3 using paraffin-embedded tissues and cell blocks and  found CD146 and 
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IMP3 expression in 58% (15/26) and 65% (17/26) of MM, respectively, but not 

in reactive mesothelia. There was no significant difference in both 

immunostainings for overexpression among the three histological subtypes  of 

MM and the expression of CD146 and IMP3 was proportionally associated. 

Furthermore, the overexpression of CD146 and/or IMP3 was proportionally 

correlated with shortened survival. These results suggest that CD146 and IMP3 

are useful diagnostic and prognostic markers of MM. 
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TÍTULO / TITLE:  - Surgical results and survival of older patients with unsuspected 

N2 (stage IIIA)  non-small cell lung cancer. 
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AUTORES / AUTHORS:  - Dell’amore A; Monteverde M; Caroli G; Sanna S; Stella 

F; Bini A 

RESUMEN / SUMMARY:  - Purposes. The optimal treatment of N2 non-small cell 

lung cancer (NSCLC) in older patients is still debate and represent an important 

treatment and ethical problem. Patients and methods. Between January 2000 to 

December 2010, 273 older patients underwent lung resection for (NSCLC). 

Results. The overall-operative mortality was 9.5%. Risk factors for in-hospital 

mortality were pneumonectomy and poli-vasculopathy. One, 3 and 5-year 

survival were 73%, 23% and 16% respectively. Conclusions. In potentially 

operable older patients with NSCLC we need to make every effort to exclude 

N2 involvement because very poor long-term survival. Pneumonectomy in older 

patients gains prohibitive in-hospital mortality. 
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RESUMEN / SUMMARY:  - Radiotherapy (RT) is fundamental to the care of 

patients diagnosed with small-cell lung cancer (SCLC). In the setting of limited 

stage disease (LS-SCLC), the addition of thoracic RT to chemotherapy (CHT) 

improves survival and local control, as demonstrated in decades-worth of 

randomized clinical trials and subsequent meta-analyses. In extensive stage 
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disease (ES-SCLC), thoracic RT is invaluable in the palliation of chest 

symptoms but there are suggestions that its use in selected patients may 

potentially improve overall survival . Prophylactic  cranial irradiation (PCI) also 

improves outcomes in SCLC. For LS-SCLC patients, it reduces brain 

metastases rates by half and improves overall survival with minimal impact on 

quality-of-life. Recently, favorable results for PCI with respect to survival and 

prevention of symptomatic brain disease have been observed for ES-SCLC 

patients with any response to CHT. Current phase III trials  in SCLC RT include 

studies looking at the optimal dose and target for limited disease and the role of 

thoracic RT in extensive disease. 
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(A549) in the Context of Toxicity Effects of Diesel Exhaust Particles. 
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RESUMEN / SUMMARY:  - Diesel exhaust particles (DEP) in urban air are 

associated with numerous respiratory diseases. The role of underlying 

biomechanics in cytotoxicity of individual lung cells relating to DEP exposure is 

unclear. In this study, atomic  force microscopy (AFM), confocal Raman 

microspectroscopy (RM), and fluorescence (FL) microscopy were used to 

monitor alterations of single A549 cells exposed to  DEP. Results revealed a 

significant decrease in membrane surface adhesion force and a significant 

change in cell elasticity as a function of DEP-cell interaction time, and the 

dynamic changes in cellular biocomponents which were reflected by changes of 

characteristic Raman bands: 726 cm-1 (adenine), 782 cm-1 (uracil, cytosine, 

thymine), 788 cm-1 (O-P-O), 1006 cm-1 (phenylalanine), and 1320 cm-1 

(guanine) after DEP exposure. These findings suggest that the combination of 

multi-instruments (e.g., AFM/FL) may offer an exciting platform for investigating 

the roles of biophysical and biochemical responses to particulate matter-

induced  cell toxicity. 
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RESUMEN / SUMMARY:  - Lung cancer histologic diagnosis is clinically relevant 

because there are histology-specific treatment indications and 

contraindications. Histologic diagnosis can be challenging owing to tumor 

characteristics, and it has been shown to have less-than-ideal agreement 

among pathologists reviewing the same specimens. Microarray profiling studies 

using frozen specimens have shown that histologies exhibit different gene 

expression trends; however, frozen specimens are not amenable to routine 

clinical application. Herein, we developed a gene expression-based predictor of 

lung cancer histology for FFPE specimens, which are routinely available in 

clinical settings. Genes predictive of lung cancer histologies were derived from 

published cohorts that had been profiled by microarrays. Expression of these 

genes was measured by quantitative RT-PCR (RT-qPCR) in a cohort of patients 

with FFPE lung cancer. A histology expression predictor (HEP) was developed 

using RT-qPCR expression data for adenocarcinoma, carcinoid, small cell 

carcinoma, and squamous cell carcinoma. In cross-validation, the HEP 

exhibited mean accuracy of 84% and kappa = 0.77. In separate independent 

validation sets, the HEP was compared with pathologist diagnoses on the same 

tumor block specimens, and the HEP yielded similar accuracy and precision as 

the pathologists. The HEP also exhibited good performance in specimens with 

low tumor cellularity. Therefore, RT-qPCR gene expression from FFPE 

specimens can be effectively used to predict lung cancer histology. 
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RESUMEN / SUMMARY:  - Aim:To investigate the effects of 7 novel 1-ferrocenyl-2-

(5-phenyl-1H-1,2,4-triazol-3-ylthio) ethanone derivatives on human lung cancer 

cells in vitro and to determine the mechanisms of action.Methods:A549 human 

lung cancer cells were examined. Cell viability was analyzed with MTT assay. 

Cell apoptosis and senescence were examined using Hoechst 33258 and 

senescence-associated-beta-galactosidase (SA-beta-gal) staining, respectively. 

LDH release was measured using a detection kit. Cell cycle was analyzed using 

a flow cytometer. Intracellular ROS level was measured with the 2’,7’-

dichlorodihydrofluorescein probe. Phosphorylation of p38 was determined using 

Western blot.Results:Compounds 5b, 5d, and 5e (40 and 80 mumol/L) caused 

significant decrease of A549 cell viability, while other 4 compounds had no 

effect on the cells. Compounds 5b, 5d, and 5e (80 mumol/L) induced G1-phase 

arrest (increased the G1 population by 22.6%, 24.23%, and 26.53%, 

respectively),  and markedly increased SA-beta-gal-positive cells. However, the 

compounds did not cause nuclear DNA fragmentation and chromatin 

condensation in A549 cells. Nor did they affect the release of LDH from the 

cells. The compounds significantly elevated the intracellular ROS level, 

decreased the mitochondrial membrane potential, and increased p38 

phosphorylation in the cells. In the presence of the antioxidant and free radical 

scavenger N-acetyl-L-cysteine (10 mmol/L), above effects of compounds 5b, 

5d, and 5e were abolished.Conclusion:The compounds 5b, 5d, and 5e cause 

neither apoptosis nor necrosis of A549 cells, but exert anti-cancer effect via 

inducing G1-phase arrest and senescence through ROS/p38 MAP-kinase 

pathway. 

 

---------------------------------------------------- 

[530] 

TÍTULO / TITLE:  - Pulmonary Artery Reconstruction Using Autologous 
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RESUMEN / SUMMARY:  - We evaluated the clinico-surgical significance of 

pulmonary artery (PA) reconstruction using a patch of autologous 

pericardium/azygos venae substitute to treat central non-small cell lung cancer 
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in 62 patients with pulmonary arteries invaded by tumor. According to TNM-

classification, four patients were stage IIb,  46 were stage IIIa, and 12 were 

stage IIIb. Depending on tumor infiltration, surgical procedures included partial 

PA tangential resections/reconstructions by  a patch of autologous azygos 

venae, a patch of autologous pericardium and complete PA sleeve resection 

and reconstruction by a custom-made autologous pericardial conduit 

interposition. 47 patients received postoperative chemotherapy and 19 received 

radiotherapy. There were 2 (3.2 %) postoperative early deaths due to bronchial 

anastomotic leakage. Postoperative complications occurred in 17.7 % (11/62) 

patients and all recovered uneventfully. Mean follow-up time after surgical 

resection was 49.5 (6-12) months and overall </=1-, 3-, 5-, and >/=10-year 

survival rates were 80.2, 44.7, 31.4, and 23.1 %, respectively. It was concluded 

that autologous pericardial patch and azygos vein  patch reconstruction of PA 

were safe and effective. Regarding extended circumferential defects after 

sleeve resection in which end-to-end anastomosis is not feasible, autologous 

pericardial conduit interposition may be useful for reconstruction when a tumor 

extensively infiltrates full circumference of the PA. 
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RESUMEN / SUMMARY:  - Protein kinase CK2 is frequently elevated in a variety of 

human cancers. The Notch1 signalling pathway has been implicated in stem 

cell maintenance and its aberrant activation has been shown in several types of 

cancer including lung cancer. Here, we show, for the first time, that CK2alpha is 

a positive regulator  of Notch1 signalling in lung cancer cell lines A549 and 

H1299. We found that Notch1 protein level was reduced after CK2alpha 

silencing. Down-regulation of Notch1 transcriptional activity was demonstrated 

after the silencing of CK2alpha  in lung cancer cells. Furthermore, small-

molecule CK2alpha inhibitor CX-4945 led  to a dose-dependent inhibition of 

Notch1 transcriptional activity. Conversely, forced overexpression of CK2alpha 

resulted in an increase in Notch1 transcriptional activity. Finally, the inhibition of 
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CK2alpha led to a reduced proportion of stem-like CD44 + /CD24- cell 

population. Thus, we report that the inhibition of CK2alpha down-regulates 

Notch1 signalling and subsequently reduces  a cancer stem-like cell population 

in human lung cancer cells. Our data suggest that CK2alpha inhibitors may be 

beneficial to the lung cancer patients with activated Notch1 signalling. 
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RESUMEN / SUMMARY:  - The cerium oxide nanoparticles (NPs) have been widely 

used in the fields of fuel  additives, cosmetics, commodities, pharmaceuticals 

and other industries. Exposure of the CeO2 NPs causes a public concern on 

their potential health risk. In this study, the interactions between two commercial 

CeO2 NPs and human bronchoalveolar carcinoma-derived A549 cells were 

investigated to provide a fast and in-depth understanding of the biological 

influences of the NPs. In the culture medium containing 10% fetal bovine 

serum, both of the D-CeO2 and PC-CeO2 NPs had an extremely small solubility 

(< 0.1 ng/mL) and were aggregated from 20 nm and 8 nm  (in a dry state) to 

approximately 190 nm and approximately 60 nm, respectively. Both types of the 

CeO2 NPs showed slightly negative surface charge due to the adsorption of 

serum proteins. They had rather weak cytotoxicity even at the highest 

concentration of 200 microg/mL. Cellular uptake of the CeO2 NPs increased 

along with the increase of concentration and incubation time. The internalized 

CeO2 NPs were dispersed in vacuoles and cytoplasm. Uptake of the particles 

resulted in slight change of the cell cycles, i.e., more cells stayed in the G1 

phase, and could suppress the production of reactive oxygen species but 

brought negligible influence on the mitochondrial membrane potential. However, 

the cytoskeleton organization and the cell adhesion ability were affected to 

some extent. 
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RESUMEN / SUMMARY:  - Proteasome inhibitors have been suggested as 

potential anti-cancer agents in many clinical trials. Recent evidence indicates 

that proteasomal deubiquitinase (DUB)  inhibitors, bearing a different 

mechanism from that of traditional proteasome inhibitors, would be appropriate 

candidates for new anti-cancer drug development. In the present study, we 

describe the DUB inhibition of 19S regulatory particles  (19S RP) by AC17, a 4-

arylidene curcumin analogue synthesized in our laboratory.  Although 4-

arylidene curcumin analogues were reported to act as IkappaB kinase (IKK) 

inhibitors, AC17 instead induced a rapid and marked accumulation of 

ubiquitinated proteins without inhibiting proteasome proteolytic activities. In 

contrast to its parent compound curcumin that is a proteasome proteolytic 

inhibitor, AC17 serves as an irreversible DUB inhibitor of 19S RP, resulting in 

inhibition of NF-kappaB pathway and reactivation of pro-apoptotic protein p53. 

Additionally, in a murine xenograft model of human lung cancer A549, treatment 

with AC17 suppresses tumor growth in a manner associated with proteasome 

inhibition, NF-kappaB blockage, and p53 reactivation. These results suggest 

that  4-arylidene curcumin analogues are novel 19S DUB inhibitors with great 

potential  for anti-cancer drug development. 
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RESUMEN / SUMMARY:  - The cancer stem cell model is based on a myriad of 

experimental and clinical observations suggesting that the malignant phenotype 

is sustained by a subset of  cells characterized by the capacity for self-renewal, 

differentiation and innate  resistance to chemotherapy and radiation. Cancer 

stem cells may be responsible for disease recurrence after definitive therapy 

http://dx.doi.org/10.1158/1535-7163.MCT-12-1057
http://dx.doi.org/10.1158/1535-7163.MCT-12-1057
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23586700&dopt=Abstract
http://dx.doi.org/10.1111/resp.12094


419 

 

and may therefore be functionally synonymous with minimal residual disease. 

Similar to other solid tumours, several putative surface markers for lung cancer 

stem cells have been identified, including CD133 and CD44. In addition, 

expression and/or activity of the cytoplasmic enzyme ALDH, and capacity of 

cells to exclude membrane permeable dyes (known as the “side population”) 

correlate with stem-like function in vitro and in vivo. Embryonic stem cell 

pathways such as Hedgehog, Notch and WNT may also be active in lung 

cancers stem cells, and therefore may be therapeutically targetable for 

maintenance therapy in patients achieving a complete response to surgery, 

radiotherapy or chemotherapy. This paper will review the evidence regarding 

the existence and function of lung cancer stem cells in the context of  the 

experimental and clinical evidence and discuss some ongoing controversies 

regarding this model. 
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RESUMEN / SUMMARY:  - ABSTRACT. The ability to visualize early stage lung 

cancer is important in the study of biomarkers and targeting agents that could 

lead to earlier diagnosis. The recent development of hybrid free-space 360-deg 

fluorescence molecular tomography (FMT) and x-ray computed tomography 

(XCT) imaging yields a superior optical imaging modality for three-dimensional 

small animal fluorescence imaging  over stand-alone optical systems. Imaging 

accuracy was improved by using XCT information in the fluorescence 

reconstruction method. Despite this progress, the detection sensitivity of 

targeted fluorescence agents remains limited by nonspecific background 

accumulation of the fluorochrome employed, which complicates early detection 

of murine cancers. Therefore we examine whether x-ray CT information and 

bulk fluorescence detection can be combined to increase detection sensitivity. 

Correspondingly, we research the performance of a data-driven fluorescence 
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background estimator employed for subtraction of background fluorescence 

from acquisition data. Using mice containing known fluorochromes ex vivo, we 

demonstrate the reduction of background signals from reconstructed images 

and sensitivity improvements. Finally, by applying the method to in vivo data 

from K-ras transgenic mice developing lung cancer, we find small tumors at an 

early stage compared with reconstructions performed using raw  data. We 

conclude with the benefits of employing fluorescence subtraction in hybrid FMT-

XCT for early detection studies. 
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RESUMEN / SUMMARY:  - Non-small-cell lung cancer (NSCLC) is the leading 

cause of cancer-related deaths. In the last decade the EGF receptor (EGFR) 

signaling pathway has emerged as one of the most important molecular 

aberrations in NSCLC. Drugs interfering with the  tyrosine kinase domain of the 

EGFR (EGFR-TKI), such as erlotinib or gefitinib, demonstrated efficacy in 

patients with advanced NSCLC irrespective of therapy line and particularly in 

patients harboring activating mutations of the EGFR gene. Results of large 

Phase III randomized trials clearly demonstrated that an EGFR-TKI is the best 

front-line option for patients with classical EGFR mutations, while in the EGFR 

wild-type or EGFR unknown population platinum-based  chemotherapy remains 

the gold standard. In pretreated patients, EGFR-TKIs are considered more 

effective than standard chemotherapy in the EGFR-mutated population, with no 

difference in EGFR wild-type NSCLC. Although EGFR-TKIs are certainly 

particularly effective in patients with EGFR mutations, at present no biomarker, 

including KRAS mutations, can be recommended in clinical practice for  

precluding the therapy to any pretreated patient. In this article, the authors 

analyzed data of erlotinib in NSCLC, focusing on its role in front-line therapy. 
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RESUMEN / SUMMARY:  - Introduction: Non-small cell lung cancer (NSCLC) is a 

major cause of cancer-related death worldwide. Although advanced NSCLC is 

still incurable, various anti-neoplastic agents have become available for the 

treatment of this disease. Pemetrexed , a multi-target folate antagonist, has 

improved the survival of non-squamous NSCLC patients. Currently, pemetrexed 

is approved for first-line  treatment in combination with a platinum derivate, for 

second-line treatment as a single agent and, more recently, as maintenance 

treatment after first-line chemotherapy. Areas covered: The authors analyzed 

the state of the art of pemetrexed through a review of the literature. Clinical 

trials and meta-analyses  involving pemetrexed in NSCLC were evaluated. 

Pemetrexed improved survival of non-squamous NSCLC in first-line, 

maintenance, and second-line treatments; this benefit is limited to non-

squamous histology. Because pemetrexed has become part  of the standard of 

care, current clinical trials are designed to compare it to other investigational 

combinations. Limited data on resectable disease are available, and additional 

clinical trials are being conducted. Expert opinion: Pemetrexed has shown 

effectiveness and a favorable toxicity profile. Histology-driven indications and 

the relationship of pemetrexed with thymidylate  synthase expression suggest 

that a more precise definition of predictive biomarkers could be further 

investigated. 
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RESUMEN / SUMMARY:  - Metastasis is a major cause of cancer recurrence or 

death. This study attempted to quantitatively identify different proteins in 

metastatic lung adenocarcinoma.  The N/T quotient [number of metastatic 
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lymph nodes (n)/tumor diameter (cm)] was used to select samples with an 

extreme metastatic phenotype. Among the six fresh  frozen lung 

adenocarcinoma specimens, the three showing the highest N/T quotient  

represented the metastatic group, and others with the greatest tumor diameters 

without metastasis represented the non-metastatic group. After 2-dimensional 

electrophoresis, the significantly different protein spots were selected by image 

analysis and analyzed with MALDI-TOF mass spectrometry. Acyl-CoA 

thioesterase 8 isoform c (ACOT8) was one of most overexpressed proteins in 

the metastatic group, and it was validated by Western blot and 

immunohistochemical staining on 108 paraffin-embedded tumor samples. High 

ACOT8 expression was correlated with lymph  node metastasis (p=0.002), 

recurrence (p=0.034), predominant histologic subtypes  (p=0.007), and higher 

stage (p=0.005). In multivariate analysis, high ACOT8 expression was 

significantly associated with increased risks of lymph node metastasis 

(p=0.009) and cancer-related death (p=0.030), independent of clinical  factors. 

ACOT8 may be a candidate prognostic biomarker and therapeutic target of  

lung adenocarcinoma. 
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RESUMEN / SUMMARY:  - Microvesicles (MVs, also known as exosomes, 

ectosomes, microparticles) are released by various cancer cells, including lung, 

colorectal and prostate carcinoma cells. MVs released from tumor cells and 

other sources accumulate in the circulation and in pleural effusion (PE). 

Although recent studies have shown  that MVs play multiple roles in tumor 

progression, the potential pathological roles of MV in pleural effusion, and their 
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protein composition, are still unknown. In this study we report the first global 

proteomic analysis of highly purified MVs derived from human non-small-cell-

lung-cancer (NSCLC) pleural effusion. Using nano-LC-MS/MS following 1-D 

SDS-PAGE separation, we identified a  total of 912 MV proteins with high 

confidence. Three independent experiments on three patients showed that MV 

proteins from PE were distinct from MV obtained from other malignancies. 

Bioinformatics analyses of the MS data identified pathologically relevant 

proteins and potential diagnostic makers for NSCLC, including lung-enriched 

surface antigens and proteins related to EGFR signaling.  These findings 

provide new insight into the diverse functions of MVs in cancer progression and 

will aid in the development of novel diagnostic tools for NSCLC. 
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RESUMEN / SUMMARY:  - BACKGROUND: Ginseng is a traditional Chinese herb 

that has been used for thousands of years. In the present study, effects and 

mechanisms of AD-1 were evaluated for its development as a novel anti-lung 

cancer drug. METHODS: The cytotoxic activity was evaluated by MTT assay. 

Flow cytometry was employed to detect cell cycle, apoptosis and ROS. Western 

blot and immunohistochemistry were  used to analyze signaling pathways. Lung 

cancer xenograft models were established by subcutaneous implantation of 

A549 or H292 cells into nude mice. RESULTS: AD-1  concentration-

dependently reduces lung cancer cell viability without affecting normal human 

lung epithelial cell viability. In A549 and H292 lung cancer cells,  AD-1 induces 

G0/G1 cell cycle arrest, apoptosis and ROS production. The apoptosis can be 

attenuated by a ROS scavenger - N-acetylcysteine (NAC). In addition, AD-1  

up-regulates the expression of p38 and ERK phosphorylation. Addition of a p38 

inhibitor SB203580, suppresses the AD-1-induced decrease in cell viability. 

Furthermore, genetic silencing of p38 attenuates the expression of p38 and 
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decreases the AD-1-induced apoptosis. Treatment with NAC reduces AD-1-

induced p38 phosphorylation, which indicates that ROS generation is involved 

in the AD-1-induced p38 activation. In mice, oral administration of AD-1 (10-

40mg/kg) dose-dependently inhibited the growth of xenograft tumors without 

affecting body  weight and decreases the expression of VEGF, MMP-9 and 

CD34 in tumor tissue. TUNEL staining confirms that the tumors from AD-1 

treated mice exhibit a markedly higher apoptotic index. CONCLUSIONS AND 

GENERAL SIGNIFICANCE: These data support  development of AD-1 as a 

potential agent for lung cancer therapy. 
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RESUMEN / SUMMARY:  - This study was designed to investigate the association 

of HAb18G/CD147 expression and localization with clinicopathological 

parameters and prognosis in NSCLC. Two  hundred and eight (208) specimens 

of surgically resected NSCLC were stained by immunohistochemistry utilizing 

mouse anti-human HAb18G/CD147 monoclonal antibody. High levels of 

HAb18G/CD147 expression were associated with male gender, smoking  

history, tumor position, distant metastasis status, and clinical stage (p<0.05) in 

squamous cell carcinoma. In adenocarcinomas, HAb18G/CD147 expression 

was associated with male gender, tumor diameter, differentiation, lymph node 

status,  distant metastasis status, and clinical stage (p<0.05). HAb18G/CD147 

expression with higher PU was predominantly localized in the tumor cell 

membranes rather than in cytoplasms. In squamous cell carcinomas, 

membranous localization of HAb18G/CD147 was linked to distant metastasis 

status and TNM stage (p<0.05). Cytoplasmic localization of HAb18G/CD147 

was associated with male gender and smoking history. In adenocarcinomas, 

membranous localization of HAb18G/CD147 correlated with tumor diameter, 

differentiation and distant metastasis (p<0.05).  Univariate analysis indicated 

that patients with high HAb18G/CD147 expression and membranous 

localization predicted poor prognosis in both squamous cell carcinomas and 

adenocarcinomas. Multivariate analysis showed that lymph node status 
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(HR=1.762, 95%CI 1.105-2.811, p=0.017), distant metastasis status 

(HR=3.789, 95%CI 2.196-6.539, p=0.000), expression (HR=6.632, 95%CI 

2.457-17.904, p=0.000),  and localization (HR=0.520, 95%CI 0.341-0.794, 

p=0.002) were good or excellent independent predictors of patient survival. 

HAb18G/CD147 is a biomarker characterizing progression and survival of 

NSCLC. More importantly, its cellular  localizations should be considered in the 

analysis of clinicopathological characteristics and prognostic factors in NSCLC. 
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RESUMEN / SUMMARY:  - BACKGROUND: Management of malignant pleural 

effusion typically involves insertion of an indwelling pleural catheter (IPC) or 

chemical pleurodesis with agents such  as talc. OBJECTIVES: To compare 

these management strategies with regard to success of pleural effusion 

management. METHODS: A retrospective cohort study was designed 

comparing patients with malignant and paramalignant pleural effusions and 

Eastern Cooperative Oncology Group performance status <4 managed with IPC 

insertion or talc pleurodesis (TP) through tube thoracostomy during 

noncontemporary three-year periods at a single centre. Results: The IPC and 

TP groups comprised 193 and 167 patients, respectively. The pleural effusion 

control rate at six months was higher in the IPC group (52.7% versus 34.4% in 

the TP group; P<0.01), but the rate of freedom from catheter at 90 days and 

pleural effusion at 180 days was not significantly different (IPC 25.8% versus 

TP 34.4% [P=0.17]). Median effusion-free survival from the date of catheter 

insertion was  significantly longer in the IPC group (101 days versus 58 days in 

the TP group; log-rank P=0.025). Both procedures were safe. DISCUSSION: 

While the results suggest better pleural effusion control and longer effusion-free 

survival with IPC insertion compared with TP, the present study had several 

limitations. Other  recent studies have not shown one strategy to be clearly 

superior to the other. CONCLUSION: Both IPC insertion and TP remain 

acceptable options for the management of malignant pleural effusions. 
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RESUMEN / SUMMARY:  - BACKGROUND: With 4DCT the risk of introducing 

positional systematic errors in lung cancer radiotherapy can be minimised. A 

common approach is to plan on the phase bin of the 4DCT best representing 

the tumour’s time-weighted mean position  also called the midventilation scan. 

However breathing irregularities can introduce uncertainties and potentially 

misrepresent both the tumour trajectory and the determination of the 

midventilation phase. In this study we evaluated the robustness of the 

midventilation approach in the presence of irregular breathing  patterns. 

METHODS: A LEGO Mindstorms® phantom with compact balls simulating lung 

tumours was constructed. The breathing curves loaded in the phantom were 

either acquired from a human volunteer or constructed with various magnitudes 

(ranging from 12 to 29 mm) as well as various irregularities of motion pattern. 

Repeated 4DCT scans were performed while tumour trajectories were recorded 

with two motion tracking systems. RESULTS: The time-weighted mean tumour 

position is accurately represented in 4DCT scans, even for irregular breathing 

patterns: the  position presentation in the midventilation scan was always within 

in one standard deviation of the global position presentation (3 mm and 2 mm 

for regular and irregular breathing patterns, respectively). The displacement 

representation  tended to be underestimated in 4DCT scans. CONCLUSION: 

The midventilation approach is robust even in the presence of breathing 

irregularity. The representation of the tumour trajectory in 4DCT scans is 

affected by breathing irregularity and the extent of tumour motion can be 

underestimated, which will affect the calculation of patient-individualised 

margins based on the 4DCT scan. 
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RESUMEN / SUMMARY:  - The aim of this study was to evaluate the association 

between thymidylate synthase (TS), methylenetetrahydrofolate reductase 

(MTHFR) and reduced folate carrier (SLC19A1) gene polymorphisms and the 

treatment efficacy of pemetrexed-based chemotherapy in advanced non-small 

cell lung cancer (NSCLC). Advanced NSCLC patients received pemetrexed and 

cisplatin every three weeks. Polymorphisms in the TS, MTHFR and SLC19A1 

genes were detected in peripheral blood samples using DNA sequencing and 

Taqman PCR. An analysis of gene polymorphisms was performed with respect 

to the progression-free survival (PFS),  response rate (RR) and overall survival 

(OS) of patients treated with pemetrexed. The median PFS times for patients 

with the TS 2R/2R, 2R/3C or 3C/3C genotypes were significantly longer than 

those of patients with the 2R/3G, 3C/3G or 3G/3G genotypes (P=0.036). 

Patients with the SLC19A1 CC genotype had a significantly longer median OS 

compared with individuals with the homozygous and heterozygous genotypes 

(12.2 vs. 8.9 and 7.3 months, respectively; P=0.022). The PFS and OS did not 

differ for the three genotypes of MTHFR assessed. The RR was higher in 

patients with the TS 2R/2R, 2R/3C or 3C/3C genotypes than in the other groups 

(P=0.044). The polymorphisms of the 5’-UTR of the TS gene and exon 6 (2522) 

C/T of the SLC19A1 gene predict the survival of advanced NSCLC patients 

treated with  pemetrexed. However, a large scale clinical trial is required to 

validate these findings. 
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RESUMEN / SUMMARY:  - BACKGROUND: Alpha B-crystallin (CRYAB) is an 

oncogene that increases tumour survival by promoting angiogenesis and 

preventing apoptosis. CRYAB is an independent prognostic marker in epithelial 

tumours including head and neck squamous cell carcinoma and breast cancer 

where it is predictive of nodal status  and associated with poor outcome. We 

explored the role of CRYAB in non-small-cell lung cancer (NSCLC). METHODS: 
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Immunohistochemical analysis was performed on 50 samples. Following 

staining with anti-alpha-B crystallin antibody, a blinded pathologist scored 

samples for nuclear (N) and cytoplasmic © staining intensity. Analysis was 

performed using Cox’s proportional hazards model. RESULTS: There were 32 

adenocarcinomas and 18 squamous cell carcinomas. The median tumour size 

was T2, grade 2 moderately differentiated, and 10 patients had nodal spread. 

Recurrence was seen in 22 patients (46%). Mortality was 48%, with median 

time to mortality 871 days. N staining was detected in eight samples (16%), and 

C staining in 20 (40%), with both N and C staining positive in five (10%). 

Staining for CRYAB predicted neither recurrence (N stain p=0.78, C stain 

p=0.38) nor mortality (N stain p=0.86, C stain p=0.66). CONCLUSION: CRYAB 

did not predict outcomes in patients treated for NSCLC. Larger studies are 

required to validate this finding. 
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RESUMEN / SUMMARY:  - Disparity exists between patients with lung cancer 

enrolled in clinical trials and patients treated in the community setting. This 

study assessed the real-world effectiveness of cytotoxic agents that became 

available for the treatment of non-small cell lung cancer (NSCLC) in the last 2 

decades. Methods. We employed the linked Surveillance, Epidemiology, and 

End Results (SEER)-Medicare database for patients diagnosed with stage 

IIIB/IV NSCLC between 1988 and 2005 to assess the effectiveness of newly 

approved agents. Effectiveness of specific agents was  assessed at time 

periods immediately following the approval of the agent for NSCLC: baseline, 

1988-1994; platinum, 1995-1999; docetaxel, 1999-2003; pemetrexed and 

bevacizumab, 2004-2005. Significant associations between specific drug 

treatment and survival improvement were determined using the Kaplan-Meier 

method, Cox proportional hazard model, and propensity score analyses. 

Significant differences were established by log-rank test. Results. This analysis 

employed data from 143,548 patients by sex (58% male, 42% female), cancer 

stage (35% stage IIIB, 65% stage IV), and age (12% 20-64 years, 22% 65-69 
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years, 45% 70-79 years,  22% 80 years and older). There was temporal 

improvement in survival for patients  treated with newly approved chemotherapy 

(1-year survival rates: 32.41% in 1988-1994, 32.95% in 1995-1998, 37.40% in 

1999-2003, and 39.55% in 2004-2005). Patients treated with a newly approved 

drug during the relevant treatment era had a significant reduction in the risk of 

death when compared with patients treated  with chemotherapy other than the 

newly approved agent (hazard ratios [95% confidence interval] were 0.76 [0.71-

0.81] for platinum, 0.73 [0.70-0.75] for docetaxel, 0.40 [0.37-0.44] for 

pemetrexed, and 0.33 [0.27-0.40] for bevacizumab; p < .001). Propensity score 

adjustment did not significantly alter these results. Conclusions. Currently 

approved drugs for the treatment of advanced NSCLC are associated with 

improved survival in the U.S. Medicare patient population. Our findings support 

the effectiveness of these agents in the real-world oncology practice. 
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RESUMEN / SUMMARY:  - Cortactin is an F-actin binding protein involved in cell 

migration and tumor metastasis. Recent reports suggest that silent mating-type 

information regulation 2 homologue 1 (sirtuin1; SIRT1) enhances the function of 

cortactin and promotes cell migration. We investigated SIRT1 and cortactin 

expression in 144 invasive non-small cell lung cancers (NSCLC) and 19 

adenocarcinomas in situ (AIS) by immunohistochemistry and evaluated their 

clinicopathological significance in NSCLC. Positive SIRT1 and cortactin 

expression was observed in 67% (96 of 144) and 58% (84 of 144) of patients 

with invasive NSCLC, respectively. SIRT1 and cortactin expression was 

significantly associated with unfavorable clinicopathological factors, including 

high pathological T stage, lymph node metastasis, and advanced tumor 

invasion (AIS vs. invasive adenocarcinoma). Cortactin was significantly 

associated with high pathological T stage and lymph node metastasis in SIRT1-

positive tumors. Cytoplasmic SIRT1 was significantly associated with high 

pathological T stage and large tumor size compared to that of nuclear SIRT1. 

Large tumor size, high pathological T stage, lymph node metastasis, and 
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cytoplasmic SIRT1 expression were significantly associated with shorter overall 

survival in a univariate analysis. Our findings suggest that SIRT1 and cortactin 

may play a role in the progression of NSCLC and may cooperate during tumor 

progression in NSCLC. 
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RESUMEN / SUMMARY:  - Primary small cell carcinoma of esophagus (SCCE) is a 

rare disease with poor prognosis. The aims of this study are to review the 

clinical characteristics, treatment modalities, and outcomes of SCCE and to 

investigate the prognostic factors and optimal treatment options. Sixty-four 

patients diagnosed as SCCE in Sun Yat-sen University Cancer Center from 

1990 to 2011 were retrospectively reviewed. There were 46 patients with limited 

disease (LD) and 18 with extensive  disease. The median survival time (MST) 

and overall survival rate were calculated and compared by the Kaplan-Meier 

method and log-rank test, respectively. The prognostic factors were calculated 

by Cox hazards regression model. With a median follow up of 11.6 months, the 

MST of all the 64 patients was 12.6 months, 16.5 months for LD and 9.0 months 

for extensive disease. The 1-, 3-, and 5-year overall survivals were 52.5%, 

20.9%, and 7.5%, respectively. In univariate analysis, patients with ECOG 

performance score <2 (P = 0.009), lesion length </=5 cm (P = 0.009), T stage 

</=2 (P = 0.004), LD (P = 0.000), and multimodality treatment (P = 0.016) had 

significant associations with MST. Multivariate analysis showed that ECOG 

performance score (P = 0.001), T stage (P = 0.023), limited-extensive stage (P 

= 0.007), and treatment modality (P = 0.008) were independent prognostic 

factors. Locoregional treatment combined with chemotherapy had a trend to 

increase MST from 15.3 to 20.0 months in LD patients (P = 0.126),  while 

combined chemotherapy had a significant impact on MST in extensive disease  

patients (P = 0.000). SCCE is a highly malignant disease with poor prognosis. 

Patients might obtain survival benefit from the combination of locoregional 

treatment and systemic therapy. Prospective studies are needed to validate 

these  factors. 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23639106&dopt=Abstract
http://dx.doi.org/10.1111/dote.12069


431 

 

 

---------------------------------------------------- 

[550] 

TÍTULO / TITLE:  - Control of Alveolar Differentiation by the Lineage Transcription 

Factors GATA6 and HOPX Inhibits Lung Adenocarcinoma Metastasis. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Cancer Cell. 2013 May 21. pii: S1535-6108(13)00178-5. 

doi: 10.1016/j.ccr.2013.04.009. 

 ●●Enlace al texto completo (gratuito o de pago) 1016/j.ccr.2013.04.009 

AUTORES / AUTHORS:  - Cheung WK; Zhao M; Liu Z; Stevens LE; Cao PD; Fang 

JE; Westbrook TF; Nguyen DX 

INSTITUCIÓN / INSTITUTION:  - Department of Pathology, Yale University School of 

Medicine, New Haven, CT 06510, USA. 

RESUMEN / SUMMARY:  - Molecular programs that mediate normal cell 

differentiation are required for oncogenesis and tumor cell survival in certain 

cancers. How cell-lineage-restricted genes specifically influence metastasis is 

poorly defined. In lung cancers, we uncovered a transcriptional program that is 

preferentially associated with distal airway epithelial differentiation and lung  

adenocarcinoma (ADC) progression. This program is regulated in part by the 

lineage transcription factors GATA6 and HOPX. These factors can 

cooperatively limit the metastatic competence of ADC cells, by modulating 

overlapping alveolar  differentiation and invasogenic target genes. Thus, 

GATA6 and HOPX are critical nodes in a lineage-selective pathway that directly 

links effectors of airway epithelial specification to the inhibition of metastasis in 

the lung ADC subtype. 

 

---------------------------------------------------- 

[551] 

- CASTELLANO - 

TÍTULO / TITLE:Rechtsventrikulare Metastase eines Bronchialkarzinoms : 

Persistierende ST-Strecken-Hebung und Zeichen der Konstriktion. 

TÍTULO / TITLE:  - Right ventricular metastasis of lung cancer : Persistent ST-

segment elevation and constrictive physiology. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Herz. 2013 May 17. 

 ●●Enlace al texto completo (gratuito o de pago) 1007/s00059-013-3809-

z 

AUTORES / AUTHORS:  - Cincin A; Samedov F; Sari I; Sunbul M; Tigen K; Mutlu B 

INSTITUCIÓN / INSTITUTION:  - Department of Cardiology, Marmara University 

Faculty of Medicine, Istanbul, Turkey, acincin@yahoo.com. 

 

---------------------------------------------------- 

[552] 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23707782&dopt=Abstract
http://dx.doi.org/10.1016/j.ccr.2013.04.009
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23677521&dopt=Abstract
http://dx.doi.org/10.1007/s00059-013-3809-z
http://dx.doi.org/10.1007/s00059-013-3809-z
mailto:acincin@yahoo.com


432 

 

TÍTULO / TITLE:  - Corticotropin secreting bronchial carcinoid diagnosed after 22 

years. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Tunis Med. 2013 May;91(5):364-5. 

AUTORES / AUTHORS:  - Hadj Ali S; Chihaoui M; Kanoun F; Lamine F; Ayadi A; El 

Mezni F; Kchir MN; Kilani T; Slimane H 

 

---------------------------------------------------- 

[553] 

TÍTULO / TITLE:  - Functional analysis of DNA methylation in lung cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Eur Rev Med Pharmacol Sci. 2013 May;17(9):1191-7. 

AUTORES / AUTHORS:  - Li B; Lu Q; Song ZG; Yang L; Jin H; Li ZG; Zhao TJ; Bai 

YF; Zhu J; Chen HZ; Xu ZY 

INSTITUCIÓN / INSTITUTION:  - Department of Cardiothoracic Surgery, Changhai 

Hospital, Shanghai, China. chenhezhongchh@hotmail.com 

RESUMEN / SUMMARY:  - OBJECTIVES: We aimed to explore the DNA 

methylation difference between lung cancer samples and non-cancer lung 

samples, and to investigate the role of DNA methylation in the mechanism of 

lung cancer development. Besides, we analyzed the transcriptional regulation 

network of DNA methylation and the miRNAs regulated by DNA methylation. 

This study provides a framework for DNA methylation in other tumors or 

diseases. MATERIALS AND METHODS: DNA methylation and gene 

expression profiles used were obtained from Gene Expression Omnibus. Firstly, 

we identified  differentially methylated genes (DMGs) by Student’s t-test. Then 

we detected the  biological processes and pathways changed in lung cancer by 

Gene Ontology (GO) and KEGG pathway enrichment analysis. The 

transcriptional factors in differential genes were identified and the microRNAs 

regulated by them were also obtained in TransmiR. RESULTS: We obtained 

108 DMGs between lung cancer samples and non-cancer samples. Besides 

development related biological processes and pathways were dramatically 

disordered. For the DMGs, we identified 11 transcriptional factors regulating 

them. Moreover, we screened out 21 relationships between DMGs  and their 

transcriptional targets. Five microRNAs are reported to be regulated by DNA 

methylation genes. Finally a regulation network of DNA methylation was 

constructed. CONCLUSIONS: DNA methylation participates in carcinogenesis 

at the transcriptional and post-transcriptional level. Aberrant DNA methylation 

will prevent its binding with the upstream regulatory proteins, inhibit the function 

of downstream target genes and regulate the expression of downstream 

miRNA, and consequently affect cell development, immuneresponse and 

apoptosis. 
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RESUMEN / SUMMARY:  - Phospho-sulindac (PS) is a sulindac derivative with 

promising anticancer activity in lung cancer, but its limited metabolic stability 

presents a major challenge for systemic therapy. We reasoned that inhalation 

delivery of PS might overcome first-pass metabolism and produce high levels of 

intact drug in lung tumors. Here, we developed a system for aerosolization of 

PS and evaluated the antitumor  efficacy of inhaled PS in an orthotopic model of 

human non-small cell lung cancer (A549 cells). We found that administration by 

inhalation delivered high levels of PS to the lungs and minimized its hydrolysis 

to less active metabolites. Consequently, inhaled PS (6.5mg/kg) was highly 

effective in inhibiting lung tumorigenesis (75%, p<0.01) and significantly 

improved the survival of mice bearing orthotopic A549 xenografts. 

Mechanistically, PS suppressed lung tumorigenesis by 1) inhibiting EGFR 

activation, leading to profound inhibition of Raf/MEK/ERK and PI3K/AKT/mTOR 

survival cascades; 2) inducing oxidative stress, which provokes the collapse of 

mitochondrial membrane potential and mitochondria-dependent cell death; and 

3) inducing autophagic cell death. Our data establish that inhalation delivery of 

PS is an efficacious approach to the prevention of lung cancer, which merits 

further evaluation. 
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RESUMEN / SUMMARY:  - Inactivation of the M2 form of pyruvate kinase (PKM2) 

in cancer cells is associated with increased tumorigenicity. To test the 

hypothesis that tumor growth may be inhibited through the PKM2 pathway, we 

generated a series of small  molecule PKM2 activators. The compounds 

exhibited low nM activity in both biochemical and cell-based PKM2 activity 

assays. These compounds did not affect the growth of cancer cell lines under 

normal conditions in vitro, but strongly inhibited the proliferation of multiple lung 

cancer cell lines when serine was absent from the cell culture media. In 

addition, PKM2 activators inhibited the growth of an aggressive lung 

adenocarcinoma xenograft. These findings demonstrate that PKM2 activation 

by small molecules influences the growth of cancer cells in  vitro and in vivo, 

and suggest that such compounds may augment cancer therapies. 
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RESUMEN / SUMMARY:  - OBJECTIVE: Lung cancer is one of the leading causes 

of cancer-related deaths worldwide, including Japan. Although computed 

tomography (CT) can detect small lung lesions such as those appearing as 

ground glass opacity, it cannot differentiate between malignant and non-

malignant lesions. Previously, we have shown that single photon emission 

computed tomography (SPECT) imaging using 111In-1,4,7,10-

tetraazacyclododecane-N,N’,N”,N””-tetraacetic acid-cyclo-(Arg-Gly-Asp-D-Phe-

Lys) (DOTA-c(RGDfK)), an imaging probe of alphavbeta3 integrin, is useful for 

the early detection of pancreatic cancer in a hamster pancreatic carcinogenesis 

model. In this study, we aimed to assess the usefulness of SPECT/CT with 

111In-DOTA-c(RGDfK) for the evaluation of the malignancy of lung cancer. 

METHODS: Lung tumors were induced by a single intraperitoneal injection (250 

mg/kg) of urethane in male A/J mice. Twenty-six weeks after the urethane 

treatment, SPECT was performed an hour after injection of 111In-DOTA-

c(RGDfK). Following this, the radioactivity ratios of tumor to normal lung tissue 

were measured by autoradiography (ARG) in the excised lung samples. We 

also examined the expression of alphavbeta3 integrin in mouse and human lung 

samples. RESULTS: Urethane treatment induced 5 hyperplasias, 41 adenomas 
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and 12 adenocarcinomas in the lungs of 8 A/J mice. SPECT with 111In-DOTA-

c(RGDfK) could clearly visualize lung nodules, though we failed to detect small 

lung nodules like adenoma and hyperplasias (adenocarcinoma: 66.7 %,  

adenoma: 33.6 %, hyperplasia: 0.0 %). ARG analysis revealed significant 

uptake of 111In-DOTA-c(RGDfK) in all the lesions. Moreover, tumor to normal 

lung tissue ratios increased along with the progression of carcinogenesis. 

Histopathological  examination using human lung tissue samples revealed clear 

up-regulation of alphavbeta3 integrin in well-differentiated adenocarcinoma 

(Noguchi type B and C) rather than atypical adenomatous hyperplasia. 

CONCLUSION: Although there are some limitations in evaluating the 

malignancy of small lung tumors using 111In-DOTA-c(RGDfK), SPECT with 

111In-DOTA-c(RGDfK) might be a useful non-invasive imaging approach for 

evaluating the characteristics of lung tumors in mice, thus showing potential for 

use in humans. 
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RESUMEN / SUMMARY:  - BACKGROUND: The decline in asbestos use in the 

United States may impact mesothelioma incidence. OBJECTIVE: This report 

provides national and state-specific estimates of mesothelioma incidence in the 

United States using cancer surveillance data for the entire US population. 

METHODS: Data from the National Program for Cancer Registries and the 

Surveillance, Epidemiology, and End Results program were used to calculate 

incidence rates and annual percent change. RESULTS: During 2003-2008, an 

average of 1.05 mesothelioma cases per 100  000 persons were diagnosed 

annually in the United States; the number of cases diagnosed each year 

remained level, whereas rates decreased among men and were stable among 

women. CONCLUSION: US population-based cancer registry data can be used 

to determine the burden of mesothelioma and track its decline. Even 30 years 

after peak asbestos use in the United States, 3200 mesothelioma cases are 

diagnosed annually, showing that the US population is still at risk. 
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RESUMEN / SUMMARY:  - Abstract Purpose: The aim of this prospective 

randomized trial was to assess the  influence of the sequence of pulmonary 

vessel ligation, during anatomic resection, on long term survival in patients with 

NSCLC. Material/Methods: This prospective randomized study included 385 

patients treated surgically with lobectomy or pneumonectomy and standard 

lymphadenectomy between 1999 and 2003. Patients were randomly assigned 

to either primary ligation of the pulmonary artery or arteries (group A - 215 

patients) or of the pulmonary vein or veins (group V - 170 patients). Patients 

were excluded if the sequence of vessel ligation was affected by technical 

difficulties or anatomic limitations. Univariate and multivariate analyses 

included: the sequence of vessel ligation, age, gender, tumor histology, stage 

(TNM), and cause of death (cancer related or  non-cancer related). Results: 

Median follow-up was 63 months. The groups were comparable regarding 

gender, histology, type of resection, and T, N, and overall  stage. Overall, 5-

year survival reached 50% in group A and 54% in group V (p = 0.82) and did 

not differ significantly in cancer related and non-cancer related deaths (p = 0.67 

and p = 0.26, respectively). Univariate analysis identified higher T and N 

factors, advanced stage, pneumonectomy, male sex, and older age as negative 

prognostic factors. Multivariate analysis demonstrated that age, T3-4 disease, 

and nodal involvement were associated with inferior survival. Conclusions: The 

sequence of pulmonary vessel ligation during anatomic resection  for non-small 

cell lung cancer does not significantly affect long-term survival. 
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RESUMEN / SUMMARY:  - PURPOSE: The objective of the study was to validate 

an adaptive, contrast-oriented thresholding algorithm (COA) for tumour 

delineation in 18F-fluorodeoxyglucose (FDG) positron emission tomography 

(PET) for non-small cell lung cancer (NSCLC) in comparison with pathological 

findings. The impact of  tumour localization, tumour size and uptake 

heterogeneity on PET delineation results was also investigated. METHODS: 

PET tumour delineation by COA was compared with both CT delineation and 

pathological findings in 15 patients to investigate its validity. Correlations 

between anatomical volume, metabolic volume and the pathology reference as 

well as between the corresponding maximal diameters were determined. 

Differences between PET delineations and pathological  results were 

investigated with respect to tumour localization and uptake heterogeneity. 

RESULTS: The delineated volumes and maximal diameters measured on  PET 

and CT images significantly correlated with the pathology reference (both r > 

0.95, p < 0.0001). Both PET and CT contours resulted in overestimation of the 

pathological volume (PET 32.5 +/- 26.5 %, CT 46.6 +/- 27.4 %). CT volumes 

were larger than those delineated on PET images (CT 60.6 +/- 86.3 ml, PET 

48.3 +/- 61.7 ml). Maximal tumour diameters were similar for PET and CT (51.4 

+/- 19.8 mm  for CT versus 53.4 +/- 19.1 mm for PET), slightly overestimating 

the pathological reference (mean difference CT 4.3 +/- 3.2 mm, PET 6.2 +/- 5.1 

mm). PET volumes of lung tumours located in the lower lobe were significantly 

different from those determined from pathology (p = 0.037), whereas no 

significant differences were observed for tumours located in the upper lobe (p = 

0.066). Only minor correlation was found between pathological tumour size and 

PET heterogeneity (r = -0.24). CONCLUSION: PET tumour delineation by COA 

showed a good correlation with  pathological findings. Tumour localization had 

an influence on PET delineation results. The impact of tracer uptake 

heterogeneity on PET delineation should be considered carefully and 

individually in each patient. Altogether, PET tumour delineation by COA for 

NSCLC patients is feasible and reliable with the potential for routine clinical 

application. 
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RESUMEN / SUMMARY:  - Two cats had chronic respiratory signs associated with 

pulmonary carcinoma. In each case, computed tomography demonstrated 

similar pulmonary masses, pleural fluid and osteolytic expansile rib lesions as a 

result of local costal spread. This is the first report of feline primary pulmonary 

adenocarcinoma with local spread to the ribs, causing osteolysis. Although 

pleural involvement is common with this neoplasm, local spread to ribs is rarely 

reported. 
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INSTITUCIÓN / INSTITUTION:  - Department of Oncology, First Affiliated Hospital of 

Nanjing Medical University,  300 Guangzhou Road, Nanjing, 210029, China. 

RESUMEN / SUMMARY:  - microRNAs (miRNAs) are short non-coding RNA 

molecules, which post-transcriptionally regulate genes expression and play 

crucial roles in diverse biological processes, such as development, 

differentiation, apoptosis, and proliferation. Here, we investigated the possible 

role of miRNAs in the development of drug resistance in human lung cancer cell 

line. We found that miR-135ª/b were downregulated while MCL1 was 

upregulated in A549/CDDP (cisplatin) cells, compared with the parental A549 

cells. In vitro drug sensitivity assay demonstrated that overexpression of miR-

135ª/b sensitized A549/CDDP cells to cisplatin. The luciferase activity of MCL1 

3’-untranslated region-based reporter  constructed in A549/CDDP cells 

suggested that MCL1 was the direct target gene of  miR-135ª/b. Enforced miR-

135ª/b expression reduced MCL1 protein level and sensitized A549/CDDP cells 

to CDDP-induced apoptosis. Taken together, our findings first suggested that 

hsa-miR-135ª/b could play a role in the development of CDDP resistance in 

lung cancer cell line at least in part by modulation of apoptosis via targeting 

MCL1. 
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TÍTULO / TITLE:  - Strengthening Context-Dependent Anti-Cancer Effects on Non-

Small Cell Lung Carcinoma by Inhibition of Both MET and EGFR. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Mol Cancer Ther. 2013 May 29. 
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RESUMEN / SUMMARY:  - The MET and EGFR receptor tyrosine kinases (RTKs) 

are often coexpressed and may cross-talk in driving the development and 

progression of non-small cell lung carcinoma (NSCLC). In addition, MET 

amplification is an alternative resistance mechanism for escaping EGFR-

targeted therapy. To assess the benefits of combined  targeting of MET and 

EGFR for treating NSCLC, we investigated the activities of these two RTK 

pathways in NSCLC cell lines and evaluated their responses to SGX523 and 

erlotinib, the small-molecule kinase inhibitors of MET and EGFR, respectively. 

We showed that MET interacts with and cross-activates EGFR in MET-amplified 

or -overexpressed cells. The inhibition of both MET and EGFR results in 

maximal suppression of downstream signaling and of cell proliferation  when 

their ligands are present. Furthermore, we demonstrated that SGX523 plus 

erlotinib strengthens anti-cancer activity in vivo in a cellular context-dependent 

manner. The combination led to the regression of H1993 tumors by enhancing 

the suppression of proliferation and inducing apoptosis, whereas H1373 tumor 

growth was significantly reduced by the combination via suppression of 

proliferation without inducing apoptosis. SGX523 alone was sufficient to achieve 

near-complete regression of EBC-1 tumors; its combination with erlotinib  

strongly inhibited the viability of a population of insensitive cells emerging from 

an SGX523-treated EBC-1 tumor recurrence. Our data suggest that inhibition of 

both MET and EGFR can enhance anti-cancer effects against NSCLC in a 

context-dependent manner and thus provide a strong rationale for combining 

MET and EGFR inhibitors in treating NSCLC. 
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TÍTULO / TITLE:  - The pivotal role of IKKalpha in the development of 

spontaneous lung squamous cell carcinomas. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Cancer Cell. 2013 Apr 15;23(4):527-40. doi: 
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RESUMEN / SUMMARY:  - Here, we report that kinase-dead IKKalpha knockin 

mice develop spontaneous lung squamous cell carcinomas (SCCs) associated 

with IKKalpha downregulation and marked pulmonary inflammation. IKKalpha 

reduction upregulated the expression of p63, Trim29, and keratin 5 (K5), which 

serve as diagnostic markers for human lung SCCs. IKKalpha(low)K5(+)p63(hi) 

cell expansion and SCC formation were accompanied by inflammation-

associated deregulation of oncogenes, tumor suppressors, and stem cell 

regulators. Reintroducing transgenic K5.IKKalpha, depleting macrophages, and 

reconstituting irradiated mutant animals with wild-type bone marrow (BM) 

prevented SCC development, suggesting that BM-derived IKKalpha mutant 

macrophages promote the transition of IKKalpha(low)K5(+)p63(hi) cells to 

tumor cells. This mouse model resembles human lung SCCs, sheds light on the 

mechanisms underlying lung malignancy development, and identifies targets for 

therapy of lung SCCs. 
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TÍTULO / TITLE:  - Interplay between heme oxygenase-1 and miR-378 affects 

non-small cell lung carcinoma growth, vascularization and metastasis. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Antioxid Redox Signal. 2013 Apr 25. 

 ●●Enlace al texto completo (gratuito o de pago) 1089/ars.2013.5184 
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INSTITUCIÓN / INSTITUTION:  - Jagiellonian University, Faculty of Biochemistry, 

Biophysics and Biotechnology, Department of Medical Biotechnology, Krakow, 

Poland ; klaudia.skrzypek@uj.edu.pl. 

RESUMEN / SUMMARY:  - Aims: Heme oxygenase-1 (HO-1, HMOX1) can prevent 

tumor initiation while in various tumors it has been demonstrated to promote 

growth, angiogenesis and metastasis. Here we investigated whether HMOX1 

can modulate microRNAs and regulate human non-small cell lung cancer 

(NSCLC) development. Results: Stable HMOX1 overexpression in NSCLC NCI-

H292 cells upregulated tumor suppressive microRNAs, whereas significantly 

diminished expression of oncomirs and angiomirs. The most potently 

downregulated was miR-378. HMOX1 also upregulated p53, downregulated 

Ang-1 and MUC5AC, reduced proliferation, migration and diminished 
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angiogenic potential. Carbon monoxide was a mediator of HMOX1 effects on 

proliferation, migration and miR-378 expression. In contrast, stable miR-378 

overexpression decreased HMOX1 and p53, while enhanced expression of 

MUC5AC, VEGF, IL-8 and Ang-1 and consequently increased proliferation, 

migration and stimulation of endothelial cells. Adenoviral delivery of HMOX1 

reversed miR-378 effect on proliferation and migration of cancer cells. In vivo, 

HMOX1 overexpressing tumors were smaller, less vascularized and 

oxygenated and less metastatic. Overexpression of miR-378 exerted opposite 

effects. Accordingly, in patients with NSCLC, HMOX1 expression was lower in 

metastases to lymph nodes than in primary tumors. Innovation and Conclusion: 

In vitro and in vivo data indicate  that the interplay between HMOX1 and miR-

378 significantly modulates NSCLC progression and angiogenesis, suggesting 

miR-378 as a new therapeutic target. Rebound Track: This work was rejected 

during standard peer review and rescued by  Rebound Peer Review (Antoxid 

Redox Signal 16: 293-296, 2012) with the following serving as open reviewers: 

James F. George, Mahin D. Maines, Justin C. Mason and  Yasufumi Sato. 
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TÍTULO / TITLE:  - mTOR, p70S6K, AKT and ERK1/2 levels predict sensitivity to 

mTOR and PI3K/mTOR inhibitors in human bronchial carcinoids. 
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RESUMEN / SUMMARY:  - Bronchial carcinoids (BC) are rare neuroendocrine 

tumors that are still orphan of medical treatment. Human BC primary cultures 

may display resistance to Everolimus, an inhibitor of the mammalian target of 

rapamycin (mTOR), in terms of cell viability reduction. Our aim is to assess 

whether the novel dual PI3K/mTOR inhibitor, NVP-BEZ235, may be effective in 

Everolimus-resistant human BC tissues  and cell lines. In addition, we search 

for possible markers of mTOR inhibitors efficacy, that may help in identifying the 

patients that may benefit from mTOR inhibitors treatment, sparing them from 

ineffective therapy. We found that NVP-BEZ235 is twice as potent as 

Everolimus in reducing cell viability and activating apoptosis in human BC 

tissues that display sensitivity to mTOR inhibitors, but is not effective in 

Everolimus-resistant BC tissues and cell lines, that by-pass cyclin D1 down-

regulation and escape G0/G1 blockade. Rebound  AKT activation was not 

observed in response to treatment with either mTOR inhibitor in ‘resistant’ BC 

cells. In addition to total mTOR levels, putative markers of BC sensitivity to 
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mTOR inhibitors are represented by AKT, p70S6K and ERK1/2 protein levels. 

Finally, we validated these markers in an independent BC group. These data 

indicate that the dual PI3K/mTOR inhibitor NVP-BEZ235 is more potent than 

Everolimus in reducing human BC cell proliferation. ‘Resistant’ cells display 

lower levels of mTOR, p70S6K, AKT and ERK1/2, indicating that these proteins 

may be useful as predictive markers of resistance to mTOR and PI3K/mTOR  

inhibitors in human BC. 

 

---------------------------------------------------- 

[566] 

TÍTULO / TITLE:  - Primary pleural epithelioid hemangioendothelioma 
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RESUMEN / SUMMARY:  - Epithelioid haemangioendothelioma (EH) is a rare 

malignant tumor of vascular origin that usually arises in bone, liver, soft tissue, 

or lung. EH originating in the pleura has been less frequently described. We 

describe an uncommon case of pleural EH compressing the myocardium in a 

39-year-old woman. The patient was diagnosed with pleural EH confirmed by 

surgery and immunohistochemistry. She sustained stable disease 14 months 

after the diagnosis and her symptoms improved  after systemic chemotherapy 

with carboplatine and etoposide. Complete surgical excision of pleural EH 

followed chemotherapy may prolong survival. doi: 10.1111/jocs.12094 (J Card 

Surg 2013;28:266-268). 

 

---------------------------------------------------- 

[567] 

TÍTULO / TITLE:  - A 76-year-old Man with a Right Lung Adenocarcinoma and 

Invasive Aspergillosis. 
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RESUMEN / SUMMARY:  - A 76-year-old male with adenocarcinoma on the right 

lung underwent five cycles of chemotherapy with pemetrexed disodium, 

cisplatin, and dexamethasone. Imaging studies of control showed a node in a 

cavitary lesion on the left lung, and the main hypothesis was Aspergillus 

infection. PCR was utilized and contributed to establish the early diagnosis in 

this patient with invasive aspergillosis. Furthermore, the species Aspergillus 

fumigatus was characterized by its growing at 50 degrees C but not at 10 

degrees C, typical culture features, and presence of subclavate vesicles. 

Diagnosis criteria for Aspergillus pulmonary infection include characteristic 

clinical and imaging findings, elevated C-reactive protein and erythrocyte 

sedimentation rate, positive specific serological test, and isolation of Aspergillus 

from bronchoalveolar cultures. Molecular methods, as PCR, have been useful 

to complement the conventional microbiological investigations in 

immunocompromised people with invasive fungal infections. The patient was 

successfully treated with a schedule of voriconazole 4 mg/kg intravenous 

infusion every 12 h for 21 days and then switched to oral administration of 200 

mg twice a day. He has been comfortable, maintaining normal vital signs, and 

the results of the periodical microbiologic tests of control are negative. 

Pathogenesis of invasive aspergillosis in patients with lung cancer is  not 

completely understood. Case studies may contribute to a better knowledge 

about Aspergillus infection in this setting. 
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RESUMEN / SUMMARY:  - PURPOSE: Small cell carcinoma of esophagus (SCEC) 

is characterized by high malignancy and early metastasis. Although the 

morbidity of SCEC is very low, few  studies of patients with SCEC have been 

conducted in China, there are no sufficient studies of SCEC conducted and 

reported in the existing published works, and the choices of treatment remain 

controversial. In this work, we aim to study the clinical characteristics of SCEC, 

and explore the corresponding treatment and prognosis through retrospective 

analysis. MATERIAL AND METHODS: The original articles were identified 

through the leading digital libraries in China  in which the terms “esophagus or 
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esophageal” and “small cell esophageal carcinoma” appeared from 2005 to 

2009, 1,176 eligible cases were reviewed for clinical data. Analysis of survival 

was conducted using the Kaplan-Meier method,  and differences were 

compared using the log-rank test. RESULTS: One thousand one  hundred 

seventy-six eligible cases were analyzed; the median age of patients was  57 

years, with a male-to-female ratio of 2.4:1. The number of SCEC accounted for  

1.26 % of esophageal cancer treated in the same period. Of the tumors, 89.7 % 

were located in mid- and lower thoracic esophagus. The average tumor length 

was 5.4 cm (0.5-17 cm). The median overall survival was 11.1 months for all 

patients. The 1-, 2-, 3-, and 5-year average overall survival rates of 469 patients 

was 51.1, 25.5, 13.2, 7.9 %, respectively. The median survival time for LD 

patients who received systemic treatment was 16.8 m, whereas for those who 

received local  treatment (surgery), the median survival time was 10.1 m; the 

median survival time for ED patients who received systemic treatment was 7.4 

m, compared with 5.8 m for those who received sole treatment (chemotherapy 

or radiotherapy). CONCLUSIONS: SCEC is a tumor characterized by high 

malignancy and early metastasis. Although our retrospective analysis cannot 

provide definitive conclusions on the optimal treatment modality for SCEC, 

however, our results suggest that systemic treatment combined with surgical 

resection plays a major role in the therapy of SCEC, systemic therapy may be 

an effective approach for the treatment of SCEC, and randomized, prospective, 

multicenter studies are needed to identify optimal treatment modalities for 

SCEC. 
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increased expression of Nanog protein and predicts poor prognosis of non-
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RESUMEN / SUMMARY:  - BACKGROUND: Although the prognostic roles of beta-

catenin expression in non-small cell lung cancer (NSCLC) have been reported 

in several immunohistochemical (IHC)  studies, the results were not consistent 

because some studies lack sufficient number of the positive cases or did not 

evaluate the subcellular localization features of the protein. METHOD: In this 

study, we have evaluated the expression  levels and subcellular localization of 

beta-catenin and Nanog proteins IHC staining in tissue specimens from 309 

patients with NSCLC, and explored their association with clinicopathological 

features and patient outcome. RESULTS: We showed that patients with 

negative expression of membranous beta-catenin had a trend towards shorter 

survival (p=0.064) than those with positive expression. In  contrast to previous 

studies, we found that increased expression of either cytoplasmic or nuclear 

beta-catenin was strongly associated with poor prognosis and was an 

independent prognosticator for overall survival (p <0.01). We further  found that 

NSCLC cells frequently exhibited an abundance of nuclear Nanog protein which 

was significantly correlated with nuclear beta-catenin expression (p <0.01) and 

poor prognosis (p <0.01). Interestingly, immunofluorescent staining results 

revealed that increased expression of Nanog and nuclear translocation of beta-

catenin occurred concomitantly in response to epidermal growth factor 

receptor(EGFR) signaling in A549 and H23 cells. Furthermore, western blot 

analysis show that nuclear beta-catenin rather than cytoplasm beta-catenin 
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expression in the A549 and H23 cells can be enhanced by adding EGF, Nanog 

expression in the A549 and H23 cells with knockdown of beta-catenin can not 

be obviously enhanced by adding EGF. CONCLUSION: We propose that 

evaluation of subcellular localization of beta-catenin and Nanog expression is of 

clinical significance for patients with NSCLC. 
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RESUMEN / SUMMARY:  - Screening for EGFR mutation is a key molecular test for 

management of lung cancer patients. Outcome of patients with mutation 

receiving EGFR tyrosine kinase inhibitor is known to be better across different 

ethnic populations. However, frequency of EGFR mutations and the clinical 

response in most other ethnic populations, including India, remains to be 

explored. We conducted a retrospective analysis of Indian lung cancer patients 

who were managed with oral  tyrosine kinase inhibitors. Majority of the patients 

in the study had adenocarcinoma and were non-smokers. 39/111 patients 

tested positive for EGFR kinase domain mutations determined by Taqman 

based real time PCR. The overall response to oral TKI therapy was 30%. 

Patients with an activating mutation of EGFR had a response rate of 74%, while 

the response rate in patients with wild type EGFR was 5%, which was a 

statistically significant difference. Progression free survival of patients with 

EGFR mutations was 10 months compared to 2 months  for EGFR mutation 

negative patients. Overall survival was 19 months for EGFR mutation patients 

and 13 months for mutation negative patients. This study emphasizes EGFR 

mutation as an important predictive marker for response to oral tyrosine kinase 

inhibitors in the Indian population. 
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RESUMEN / SUMMARY:  - In recent years, the epidermal growth factor receptor 

(EGFR) family has become a  key focus of non-small-cell lung cancer biology 

and targeted therapies, such as the reversible EGFR tyrosine kinase inhibitors 

erlotinib and gefitinib. Initially, response to these agents was associated with 

certain demographic and clinical characteristics; subsequently, it was 

discovered that these subgroups were more likely to harbor specific mutations 

in the EGFR gene that enhanced tumor response. However, the presence of 

these mutations does not equate to therapeutic success. Other aspects of 

EGFR family signaling, including other types of EGFR mutations, EGFR protein 

expression, EGFR gene amplification, mediators of downstream signaling, and 

other receptors with similar downstream pathways may all play a role in 

response or resistance to treatment. The identification of these and other 

molecular determinants is driving the development of novel therapies designed 

to achieve improved clinical outcomes in  patients. 
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RESUMEN / SUMMARY:  - An article in a recent edition of Current Oncology 

explored the validation of progression-free survival (pfs) as an endpoint in 

clinical trials of antineoplastic agents for metastatic colorectal cancer, metastatic 

renal cell carcinoma, and ovarian cancer. The support for pfs as a surrogate 

endpoint for overall survival (os) was elucidated. As with the aforementioned 

tumour types, advanced non-small-cell lung cancer (nsclc) has seen a rise in 

active agents since the year 2000. Those agents range from improved 

cytotoxics such as pemetrexed, to targeted therapies such as tyrosine kinase 

inhibitors of the epidermal growth factor receptor and agents that target the 

EML4-ALK gene mutation. More recently, it has also become apparent that 

histology plays an important role in the response to and outcomes of treatment. 
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With the therapeutic options for patients with advanced nsclc increasing, 

concerns are being raised that the efficacy of drugs measured by os may be 

diluted in clinical trials, thereby underestimating their true clinical benefit. That 

possibility, together with the need to have efficacious drugs available to patients 

earlier, has resulted in the search for a surrogate to the os endpoint in 

advanced nsclc. The  present article follows up the recent article on pfs as a 

surrogate. Although advances in identifying pfs as a valid surrogate endpoint for 

os have been made in other tumour types, in advanced nsclc, such surrogacy 

has not been formally validated. Until it has, os should remain the primary 

endpoint of clinical trials in advanced nsclc. 
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RESUMEN / SUMMARY:  - BACKGROUND: Gamma-aminobutyric acid (GABA) is 

the main inhibitory neurotransmitter in the adult mammalian brain, but exerts 

physiologic effects other than that on neurotransmitter in non-neuronal 

peripheral tissues and organs. GABA may affect cancer growth through 

activation GABA receptors. We investigated the gene expression of GABA 

receptors in tissue of non-small cell lung cancers (NSCLC) and non-cancerous 

tissues, and found that the gene expression of GABA receptor phenotypes was 

correlated with tumorigenesis and clinical prognosis. METHODS: Sixty-one 

snap-frozen human samples of NSCLC tissues and paired non-cancerous 

tissues (5cm away from tumor) were analyzed. Gene expression of GABA 

receptors was detected by Real-time quantitative PCR (RT-qPCR). Survival 

times in relation to the expression of GABA receptor phenotypes were 

analyzed. Human NSCLC cell lines H1299, A549, H520, H460 and human 

bronchial epithelial cell line BEAS-2B were used to determine the phenotypes of 

GABA inhibitory effects on cancer cell growth. The effects of exogenous 

administration of GABA on H1299 cell growth were examined. RESULTS: The 

gene expressions were significantly higher in NSCLC tissues than in the paired 

non-cancerous tissues for GABAA receptor subunit alpha3 (GABRA3, P = 

0.030); for  GABAA receptor subunit epsilon (GABRE, P = 0.036); and GABAB 
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receptor subunit 2 (GABBR2, P = 0.005). Kaplan-Meier curves showed that 

patients with high expression of GABBR2 gene and low expression of GABRA3 

gene had a better prognosis (P < 0.05). The administration of GABA resulted in 

suppressed proliferation of NSCLC cell lines in a dose- and time-dependent 

manner. The use of the GABA receptor antagonist CGP35348 could reverse the 

inhibitory effect. CONCLUSIONS: The pattern of GABA receptor gene 

phenotype expression may be involved in the regulation of tumorigenesis. A 

high expression of GABBR2 with a low expression of GABRA3 may predict a 

better outcome. The treatment with GABA attenuates cancer cell growth in vitro. 

The expression of GABA receptor may be not only promising genetic 

therapeutic targets but may also serve as valuable prognostic markers for 

NSCLC. 

 

---------------------------------------------------- 

[577] 

TÍTULO / TITLE:  - Treatment of malignant effusion by oncolytic virotherapy in an 

experimental subcutaneous xenograft model of lung cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - J Transl Med. 2013 May 1;11:106. doi: 10.1186/1479-

5876-11-106. 

 ●●Enlace al texto completo (gratuito o de pago) 1186/1479-5876-11-106 

AUTORES / AUTHORS:  - Weibel S; Hofmann E; Basse-Luesebrink TC; Donat U; 

Seubert C; Adelfinger M; Gnamlin P; Kober C; Frentzen A; Gentschev I; Jakob 

PM; Szalay AA 

INSTITUCIÓN / INSTITUTION:  - Department of Biochemistry, Biocenter, University 

of Wuerzburg, Wuerzburg D-97074, Germany. aaszalay@genelux.com. 

RESUMEN / SUMMARY:  - BACKGROUND: Malignant pleural effusion (MPE) is 

associated with advanced stages of lung cancer and is mainly dependent on 

invasion of the pleura and expression of vascular endothelial growth factor 

(VEGF) by cancer cells. As MPE indicates an incurable disease with limited 

palliative treatment options and poor outcome, there is an urgent need for new 

and efficient treatment options. METHODS: In this study, we used 

subcutaneously generated PC14PE6 lung adenocarcinoma xenografts in 

athymic mice that developed subcutaneous malignant effusions (ME) which 

mimic pleural effusions of the orthotopic model. Using this approach monitoring 

of therapeutic intervention was facilitated by direct observation of subcutaneous 

ME formation without the need of sacrificing mice or special imaging equipment 

as in case of MPE. Further, we tested oncolytic virotherapy using Vaccinia virus 

as a novel treatment modality against ME in this subcutaneous PC14PE6 

xenograft model  of advanced lung adenocarcinoma. RESULTS: We 

demonstrated significant therapeutic efficacy of Vaccinia virus treatment of both 

advanced lung adenocarcinoma and tumor-associated ME. We attribute the 

efficacy to the virus-mediated reduction of tumor cell-derived VEGF levels in 
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tumors, decreased invasion of tumor cells into  the peritumoral tissue, and to 

viral infection of the blood vessel-invading tumor cells. Moreover, we showed 

that the use of oncolytic Vaccinia virus encoding for  a single-chain antibody 

(scAb) against VEGF (GLAF-1) significantly enhanced mono-therapy of 

oncolytic treatment. CONCLUSIONS: Here, we demonstrate for the first time 

that oncolytic virotherapy using tumor-specific Vaccinia virus represents a novel 

and promising treatment modality for therapy of ME associated  with advanced 

lung cancer. 
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RESUMEN / SUMMARY:  - Aim: Connexin 43 (Cx43) and E-cadherin are important 

biomarkers related with cancer. Their expression at protein and mRNA levels 

was here investigated in 50 primary lung carcinoma tissues and 20 samples of 

adjacent normal tissue of Chinese patients with non-small cell lung cancer 

(NSCLC). Methods: Protein and mRNA expression were evaluated by ABC 

immunohistochemistry and RT-PCR. Results: (1) The positive expression rates 

of Cx43 and E-cadherin protein were higher in the adjacent normal tissues than 

those in the primary lung carcinoma tissues; (2) the positive expression rates of 

Cx43 and E-cadherin protein decreased with NSCLC progression; (3) the 

expression of E-cadherin protein was not related with the pathological type of 

NSCLC; and (4) the relative quantity of the Cx43 or E-cadherin mRNA 

expression was correlated with the the histological type, clinical stage, cancer 

cell differentiation and the lymph node metastasis. Conclusion: The data 

suggested that the Cx43 and E-cadherin are reduced with NSCLC progression, 

and might be important biomarkers for judging the metastasis and prognosis. 
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RESUMEN / SUMMARY:  - Insulin-like growth factor-I (IGF-I) is a mitogenic and 

anti-apoptotic factor. Serum IGF-I concentration is related to some cancer risk 

and tumor progression. The aim of this research was to study the association of 

preoperative serum IGF-I concentration with clinicopathological parameters and 

prognosis of non-small cell lung cancer (NSCLC). Preoperative serum IGF-I 

concentration was measured in 80 consecutive patients with NSCLC who 

underwent radical lung cancer resection, and  45 patients with benign 

pulmonary lesion (BPL) by using enzyme linked immunosorbent assay (ELISA). 

The results showed that the serum IGF-I concentration was elevated and 

correlated with clinicopathological parameters and overall survival (OS) in 

NSCLC patients. Serum IGF-I concentration was significantly higher in patients 

with NSCLC than in those with BPL. The IGF-I concentrations were significantly 

higher in NSCLC patients with >/=T2, N1-3, and  in IIIA-IV but not in those with 

<T2, N0, or IA-IIB. The increased serum IGF-I concentration was significantly 

correlated with poor prognosis. Our data show the positive correlation between 

IGF-I serum concentration and the tumor size for the first time. It seems that 

IGF-I related to the progression of lung cancer may depend on 

autocrine/paracrine function. In addition, our study reveals that higher serum 

IGF-I concentration is correlated with larger tumor size, advanced stages, local 

lymph node metastasis and worse prognosis, indicating that endocrine IGF-I is 

also important for the progression for NSCLC. 
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RESUMEN / SUMMARY:  - The aim of this study was to establish a robust and 

reliable assay for the detection of circulating tumor cells (CTCs) in the 

peripheral blood (PB) of patients with advanced lung adenocarcinoma. We used 
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real-time reverse transcription PCR (RT-PCR) to detect survivin, human 

telomerase reverse transcriptase (hTERT), cytokeratin-7 (CK-7) and thyroid 

transcription factor 1 (TTF-1) mRNA expression levels in 68 advanced lung 

adenocarcinoma patients and 30 healthy patients. Statistical analyses were 

additionally performed to examine the correlation between the mRNA 

expression levels of these markers with the clinicopathological features of 

advanced lung adenocarcinoma patients. The sensitivity of these four mRNA 

markers in the PB of advanced lung adenocarcinoma  patients was 41.18, 

61.76, 41.18 and 35.29%, respectively. The sensitivity of these four markers 

combined was 82.35%, which was significantly higher compared with single 

marker detection. Statistical analysis demonstrated that high expression levels 

of survivin, hTERT and TTF-1 mRNA are positively correlated with lymph node 

classification, and high expression levels of survivin, hTERT, CK7 and TTF-1 

mRNA are positively correlated with distant metastasis (P<0.05). In addition, 

overexpression of these four mRNA markers is positively correlated with 

disease progression (P<0.05). Our data suggest that the combination of 

survivin,  hTERT, CK-7 and TTF-1 mRNA markers may provide a valuable tool 

for CTC detection  and is associated with disease progression in advanced lung 

adenocarcinoma patients. 
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RESUMEN / SUMMARY:  - BACKGROUND: This study was a retrospective 

analysis of elderly patients treated with stereotactic body radiotherapy (SBRT) 

in the setting of a multi-institutional consortium. PATIENTS AND METHODS: 

Three institutions pooled data on patients aged >/= 75 years who received 

SBRT for stage I non-small-cell lung cancer (NSCLC). Forty-seven tumors in 46 

patients were analyzed in patients  aged 75 to 92 years (median, 82 years). 

Treatment was delivered during 2007 to 2009, with a median follow-up of 12.4 

months. All patients underwent staging positron emission tomography-

computed tomography (PET-CT), and 87% of tumors were confirmed by biopsy 

results. Total doses were 35 to 60 Gy, mainly in 3 to 5 fractions. All tumors were 
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treated using a linear accelerator, with 96% of patients receiving 3-dimensional 

(3D) conformal RT and 4% undergoing intensity modulated RT (IMRT). 

RESULTS: At the time of analysis, the local failure rate was 2% (1 of 47). The 

regional failure rate was 9% (4 of 47). The distant failure rate was 6% (3 of 47). 

The combined failure rate was 15% (7 of 47) because 1 patient experienced 

both regional and distant failure. Among 20 tumors with any acute toxicity, there 

were no >/= grade 3 toxicities. Pneumonitis (n = 10) grades 1 (n = 3) and 2 (n = 

2) was seen in 15% and 10% of patients, respectively; these  data were missing 

for 25% of patients. CONCLUSION: SBRT in patients aged >/= 75 years with 

stage I NSCLC proved tolerable, with toxicity rates comparable to those in 

younger patients. Excellent rates of local, regional, and distant control were 

achieved at a median follow-up of 12.4 months. This patient population 

represents a rapidly growing segment of the early lung cancer population, and 

SBRT appears to be a safe and effective treatment option for patients who are 

not optimal candidates for surgery. 
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RESUMEN / SUMMARY:  - Purpose: The purpose of the present trial was to 

investigate whether clinical benefit can be obtained by concurrent administration 

of erlotinib with gemcitabine as first-line treatment in patients with advanced 

non-small cell lung cancer (NSCLC) and ECOG performance status (PS) 2. 

Methods: Included were chemotherapy-naive patients with 

histologically/cytologically documented unresectable advanced and/or 

metastatic (stage IIIB/IV) NSCLC and ECOG PS 2. In this phase II, single-arm 

study, all patients received first-line gemcitabine plus erlotinib for 6 cycles or 

until disease progression, unacceptable toxicity or patient withdrawal due to any 

reason. The primary study objectives were the evaluation of disease response 

and the time to progression. Secondary objectives  included evaluation of 

overall survival and the safety profile of gemcitabine plus erlotinib. Results: 

Nineteen eligible patients were studied. The overall response rate (complete 

response/CR and partial response7sol;PR) was 15.8% and the clinical benefit 

rate (CR+PR+stable disease7sol;SD) 36.84%.The median overall survival for 

the whole study group was 39 weeks (95% CI 27-51) and the median time to 

disease progression for 19 evaluable patients was 15 weeks (95% CI 7-36). 

The safety profile of the combination was acceptable with only 2 serious 

adverse  events. Conclusion: Taking into account similar published clinical 
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studies we conclude that gemcitabine plus erlotinib achieve superior response 

rate and comparable overall survival with acceptable toxicity compared to 

monochemotherapy with gemcitabine. This combination represents a treatment 

option for patients with advanced NSCLC and ECOG PS 2. 
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RESUMEN / SUMMARY:  - Many carcinogens in tobacco smoke cause DNA 

damage, and some of that damage can be mitigated by the actions of DNA 

repair enzymes. In a case-control study nested within the Beta-Carotene and 

Retinol Efficacy Trial, a randomized chemoprevention trial in current and former 

heavy smokers, we examined whether lung cancer risk was associated with 

variation in 26 base excision repair, mismatch repair, and homologous 

recombination repair genes. Analyses were limited to Caucasians (744 cases, 

1477 controls), and logistic regression was used to calculate odds ratios  (ORs) 

and 95% confidence intervals (CIs) for individual SNPs and common 

haplotypes, with adjustment for matching factors. Lung cancer associations 

were observed (p<0.05) with SNPs in MSH5 (rs3131379, rs707938), MSH2 

(rs2303428), UNG  (rs246079), and PCNA (rs25406). MSH5 rs3131379 is a 

documented lung cancer susceptibility locus in complete linkage disequilibrium 

with rs3117582 in BAT3, and we observed associations similar in magnitude to 

those in prior studies (per  A allele OR 1.37, 95% CI 1.13-1.65). UNG was 

associated with lung cancer risk at  the gene level (p=0.02), and the A allele of 

rs246079 was associated with an increased risk (per A allele OR 1.15, 95% 

CI1.01-1.31). We observed stronger associations with UNG rs246079 among 

individuals who carried the risk genotypes (AG/AA) for MSH5 rs3131379 

(pinteraction= 0.038). Our results provide additional  evidence to suggest that 

the MSH5/BAT3 locus is associated with increased lung cancer risk among 

smokers, and that associations with other SNPs may vary depending upon 

MSH5/BAT3 genotype. Future studies to examine this possibility are warranted. 
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RESUMEN / SUMMARY:  - Polymorphisms in XPG are considered to contribute to 

the clinical outcome of patients receiving platinum drug chemotherapy. We 

aimed to investigate the role of five potential SNPs of XPG gene on the 

response to platinum-based chemotherapy in advanced Chinese NSCLC 

patients. A total of 451 patients with newly diagnosed  and histopathologically 

confirmed primary NSCLC were consecutively collected. XPG rs2296147, 

rs4150261, rs17655, rs1047768 and rs2094258 were genotyped by the 

Taqman real-time polymerase chain reaction (PCR). In our study, we found 

patients carrying rs1057768 TT genotype had a significantly lower treatment 

response when  compared with the CC genotype (OR=0.38, 95% CI=0.18-

0.78). Patients carrying rs1047768 TT genotype showed a significantly short 

median PFS (11.2 months) and OS (13.6 months) than CC genotype, and the 

hazard ratios (HR) for PFS and OS were 2.06 (1.01-4.50) and 2.29 (1.21-2.49), 

respectively. Moreover, we found a significant decreased risk of death from 

NSCLC among patients carrying the rs2296147 TT genotype when compared 

with the CC genotype, the HR (95% CI) for OS  being 0.50 (0.27-0.95). In 

conclusion, our study found that polymorphisms in rs1047768 C/T and 

rs2296147 C/T are associated with response to platinum-based chemotherapy 

in advanced NSCLC, and XPG polymorphisms could be predictive of prognosis. 
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RESUMEN / SUMMARY:  - BACKGROUND AND OBJECTIVE: Overexpression of 

COX-2 is proved to contribute to tumor promotion and carcinogenesis through 
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stimulating cell proliferation, inhibiting apoptosis and enhancing the 

invasiveness of cancer cells. Apoptosis-related molecules are potential 

predictive markers for survival and toxicity in platinum treatment. This study 

aimed at investigating the association between COX-2 polymorphisms and the 

occurrence of grade 3 or 4 toxicity in advanced non-small cell lung cancer 

patients treated with platinum-based chemotherapy. MATERIALS AND 

METHODS: Two hundred and twelve patients with inoperable stage IIIB-IV 

NSCLC received first-line chemotherapy between 2007 and  2009 were 

recruited in this study. Four functional COX-2 polymorphisms were genotyped 

by PCR-based restriction fragment length polymorphism (RFLP) methods. 

RESULTS: The incidence of grade 3 or 4 hematologic toxicity was significantly 

higher in G allele carriers of the COX-2 rs689466 (-1195G/A) polymorphism 

compared with wild-type homozygotes AA (P value = 0.008; odds ratio, 2.47; 

95% confidence internal, 1.26-4.84) and the significance still existed after the 

Bonferroni correction. Statistically significant difference was also found in grade 

3 or 4 leukopenia (P value = 0.010; OR = 2.82; 95%CI = 1.28-6.20). No other 

significant association was observed between genotype and toxicity in the 

study.  The haplotype analysis showed that the haplotype AGG was associated 

with a reduced risk of grade 3 or 4 hematologic and leukopenia toxicity (P value 

= 0.009; OR = 0.59; 95%CI = 0.39-0.88 and P value = 0.025; OR = 0.61; 95%CI 

= 0.39-0.94, respectively) while the haplotype GGG was associated with an 

increased risk of grade 3 or 4 hematologic and leukopenia toxicity (P value = 

0.009; OR = 1.71; 95%CI = 1.14-2.56 and P value = 0.025; OR = 1.65; 95%CI = 

1.06-2.57, respectively). CONCLUSION: This investigation for the first time 

suggested that polymorphism in COX-2 rs689466 may be a potent bio-marker 

in predicting severe hematologic toxicity in NSCLC patients after platinum-

based chemotherapy. 

---------------------------------------------------- 

[586] 

TÍTULO / TITLE:  - Impact of adjuvant chemotherapy in completely resected stage 
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INSTITUCIÓN / INSTITUTION:  - Department of Surgery, Oncology Center of 
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fernandocabrao@uol.com.br. 

RESUMEN / SUMMARY:  - Aim: Outcome of patients with locally advanced non-

small-cell lung cancer (NCSLC) is generally poor, with five-year survival rate of 

only 23%, when patients are treated with surgery only. The presentation of 

positive adjuvant therapy trials in NSCLC has changed clinical practice, 

doubling the number of patients with completely resected NSCLC referred for 
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adjuvant chemotherapy since 2004. Furthermore, few large studies described a 

large number of stage III patients in  non-Asiatic patients and they showed 

controversial results about survival in completely resected stage IIIA NSCLC. 

The objective of this study was to evaluate the impact of adjuvant 

chemotherapy in completely resected stage IIIA NCSLC, administered on a 

routine basis, outside clinical trials. Methods: This is a retrospective study of 

patients with stage IIIA NCSLC treated between 1990 and 2008, and included in 

a continuous, consecutive database. Inclusion criteria were: age >18 years, 

complete surgical resection, and pathologically confirmed as stage IIIA. The 

following clinical data were obtained: age, gender, performance status, 

histological type, chemotherapy regimens, status at last follow-up and hospital 

where the treatment occurred. Kaplan-Meier’s method was used to determine 

actuarial survival. Differences in survival were determined by Breslow  and log 

rank analyses. Results: According to these inclusion criteria, 415 patients were 

considered for the present study. The median follow-up time of all  patients was 

38.2 months. The adjuvant chemotherapeutic treatment affected survival 

significantly (P <0.001). Also the type of chemotherapeutic treatment affected 

survival (P </=0.001). Conclusion: Cisplatin-based adjuvant chemotherapy was 

beneficial in patients who had a completed resected stage IIIA carcinoma. 
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TÍTULO / TITLE:  - Bilateral orbital metastases from small cell lung cancer: a case 

report. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Acta Clin Belg. 2013 Jan-Feb;68(1):59-61. 

AUTORES / AUTHORS:  - Tezcan Y 

INSTITUCIÓN / INSTITUTION:  - Selcuk University Medical School, Konya, Turkey. 

yilmaztezcan@yahoo.com 

RESUMEN / SUMMARY:  - A 46-year-old man with a history of heavy smoking for 

last 20 years presented with coughing. Computed tomography (CT) scan of the 

thorax showed a mass in right lung tissue. A fine needle aspiration biopsy 

(FNAB) confirmed the diagnosis of small cell lung cancer (SCLC), with limited 

stage at presentation. CT scan and MRI of the orbits demonstrated that the 

solid masses separately invaded the posterior orbita bilaterally. Then, we made 

a diagnosis of bilateral posterior orbital metastases from SCLC. Simulation CT 

imaging was obtained, using head mask. Both of the orbital masses were 

contoured as the planning target volume. A  palliative radiotherapy of 30 Gy 

was planned, with 3D conformal technique using 12-15 MeV electrons. I 

presented the case of rare bilateral posterior orbital metastasis due to SCLC. 
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TÍTULO / TITLE:  - The Impact of Cigarette Smoking on the Frequency of and 

Qualitative Differences in KRAS Mutations in Korean Patients with Lung 

Adenocarcinoma. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Yonsei Med J. 2013 Jul 1;54(4):865-74. doi: 

10.3349/ymj.2013.54.4.865. 

 ●●Enlace al texto completo (gratuito o de pago) 3349/ymj.2013.54.4.865 

AUTORES / AUTHORS:  - Kim HR; Ahn JR; Lee JG; Bang DH; Ha SJ; Hong YK; 

Kim SM; Nam KC; Rha SY; Soo RA; Riely GJ; Kim JH; Cho BC 

INSTITUCIÓN / INSTITUTION:  - Yonsei Cancer Center, Division of Medical 

Oncology, Yonsei University College of  Medicine, 50 Yonsei-ro, Seodaemun-

gu, Seoul 120-752, Korea. cbc1971@yuhs.ac. 

RESUMEN / SUMMARY:  - Purpose: This study was designed to determine the 

relationship of cigarette smoking to the frequency and qualitative differences 

among KRAS mutations in lung adenocarcinomas from Korean patients. 

Materials and Methods: Detailed smoking histories were obtained from 200 

consecutively enrolled patients with lung adenocarcinoma according to a 

standard protocol. EGFR (exons 18 to 21) and KRAS (codons 12/13) mutations 

were determined via direct-sequencing. Results: The incidence of KRAS 

mutations was 8% (16 of 200) in patients with lung adenocarcinoma. KRAS 

mutations were found in 5.8% (7 of 120) of tumors from never-smokers, 15% (6 

of 40) from former-smokers, and 7.5% (3 of 40) from current-smokers. The 

frequency of KRAS mutations did not differ significantly according to smoking 

history (p=0.435). Never-smokers were significantly more likely than former or 

current smokers to have a transition mutation (G-->A or C-->T) rather than a 

transversion mutation (G-->T or G-->C) that is known to be smoking-related 

(p=0.011). In a Cox regression model, the adjusted hazard ratios  for the risk of 

progression with epidermal growth factor receptor-tyrosine kinase inhibitors 

(EGFR-TKIs) were 0.24 (95% CI, 0.14-0.42; p<0.001) for the EGFR mutation 

and 1.27 (95% CI, 0.58-2.79; p=0.537) for the KRAS mutation. Conclusion: 

Cigarette smoking did not influence the frequency of KRAS mutations in lung 

adenocarcinomas in Korean patients, but influenced qualitative differences in 

the KRAS mutations. 
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RESUMEN / SUMMARY:  - Background: Mutations affecting the epidermal growth 

factor receptor (EGFR) are good predictors of clinical efficacy of EGFR tyrosine 

kinase inhibitors (TKI) in  patients with non-small cell lung cancer. Serum 

carcinoembryonic antigen (CEA) levels are also regarded as predictive for the 

efficacy of EGFR-TKI and EGFR gene mutations. This study analyzed the 

association between EGFR gene mutations and clinical features, including 

serum tumor marker levels in lung adenocarcinomas patients. Patients and 

Methods: A total of 70 lung adenocarcinoma patients with complete clinical data 

and pathological specimens were investigated. EGFR gene mutations at exons 

19 and 21 were assessed. Serum tumor markers were detected by  protein 

chip- chemiluminescence at the corresponding time, and correlations were  

analyzed. Results: Mutations of the EGFR gene were detected in 27 of the 70 

patients and the serum CEA and CA242 concentrations were found to be 

significantly associated with the incidence of EGFR gene mutations (P<0.05). 

The  AUCs for CEA and CA242 were 0.724 (95% CI: 0.598~0.850, P<0.05) and 

0.769 (95% CI: 0.523~0.800, P<0.05) respectively. Conclusions: Serum CEA 

and CA242 levels are associated with mutations of the EGFR gene in patients 

with lung adenocarcinomas. 
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TÍTULO / TITLE:  - Primary neuroendocrine lung tumor presenting with acute ileal 

obstruction. Case report. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - G Chir. 2013 Mar;34(3):78-81. 

AUTORES / AUTHORS:  - Li Destri G; Ferraro MJ; Vecchio G; Musumeci A; 

Calabrini M; Giarrizzo A 

RESUMEN / SUMMARY:  - The authors describe a clinical case of a patient with 

neuroendocrine carcinoma of the lung diagnosed after the onset of an intestinal 

obstruction from an ileal  metastasis. A review of literature reveals that the 

incidence of symptomatic gastro-intestinal metastases from lung cancer has 

been estimated to be about 2-3% and is exceedingly rare that the intestinal 

symptoms may be the initial presentation of cancer of the lung. The authors 

emphasize the difficulty of preoperative diagnosis of gastro-intestinal 

metastases which is made, almost always, too late because of the lack of 

specific symptoms. In our case, on account of the computed tomography, we 

leaned towards the diagnosis of lymphoma because of the double mediastinal 

and abdominal localization. Furthermore, this diagnosis was supported by the 

fact that the pulmonary lesion did not have clear  radiological features of a lung 

cancer. The prognosis is poor because once intestinal metastases occur, other 

metastatic sites, which would make surgery only a palliative measure, are 

already present. The review of the literature shows that the average survival 

rate of these patients is 136 days. In our case the patient survived 277 days. 
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RESUMEN / SUMMARY:  - Background: Pemetrexed (PEM) is effective in first-line 

treatment for patients with non-squamous non-small cell lung cancer (NSCLC). 

However there are currently no definitive determinants to certify which patients 

could benefit from PEM. To improve the efficacy of PEM combined with 

platinum as first-line therapy for advanced non-squamous NSCLC, we 

conducted this retrospective study to detect potential determinants of this 

regimen. Methods: We recruited 109 patients with advanced non-squamous 

NSCLC who received PEM with a platinum as first-line therapy from June 2006 

to February 2013 in Jiangsu Cancer Hospital. Multiple variables (age, sex, 

smoking, degree of cell differentiation, hemoglobin, platinum drugs combined, 

positions of metastasis) were selected. Logistic regression analysis was used to 

analyse relationships between these variables and tumor response. Result: In 

univariate analysis, we found that age and platinum significantly influenced the 

results of PEM therapy (P<0.05). In multivariable analysis, no factors were 

independently significant. Conclusion: Our analysis did not suggest that the 

age, sex, metastasis of liver or other organs, hemoglobin, smoking history and 

pathological differentiation are associated with the response of PEM. We should 

conduct further analyses with larger sample size to reconfirm this issue. 
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INSTITUCIÓN / INSTITUTION:  - Department of Respiratory Medicine and Allergy, 

Tosei General Hospital, 160 Nishioiwake-cho, Seto, Aichi, 489-8642, Japan. 

RESUMEN / SUMMARY:  - BACKGROUND: Idiopathic pulmonary fibrosis (IPF) is 

associated with an independent increased risk of lung carcinogenesis. The 

benefit of chemotherapy for extensive-stage small-cell lung cancer (ED-SCLC) 

in cases of IPF remains unknown. This study was conducted to elucidate the 

efficacy of chemotherapy for ED-SCLC in patients with IPF. METHODS: This 

was a retrospective observational study of ED-SCLC patients with IPF (all with 

distant metastasis) who received systemic chemotherapy. The response rate, 

toxicity, overall survival, and progression-free survival (PFS) were investigated. 

RESULTS: Eleven patients treated with chemotherapy between January 2005 

and December 2011 were the subjects of this study. The overall response rate 

with the 1st regimen was 63.6 %. The median overall survival was 7.0 months, 

and the median PFS was 4.7 months. CONCLUSION: Our results suggest that 

ED-SCLC patients with IPF may benefit from chemotherapy. A prospective 

study will be needed to confirm this in the future. 
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esophagitis in patients with locally-advanced non small-cell lung cancer treated 
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RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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Budach W 

RESUMEN / SUMMARY:  - BACKGROUND: To identify dose-volume parameters 

predictive for severity of acute esophagitis (CTC > grade 2) in locally-advanced 

non small-cell lung cancer (LA-NSCLC) patients treated with neoadjuvant 

concurrent hyperfractionated-accelerated chemoradiotherapy (HA-CRT) a 

retrospective analysis was performed. 88 patients were treated with HA-CRT 

followed by radical surgery.  Predictive power of absolute oesophageal length, 

absolute and relative oesophageal volume included in the 95%-isodose, patient- 

and tumor-related factors for severity of acute esophagitis was assessed. 

FINDINGS: A total of 82 patients (93%) developed radiation-induced acute 

esophagitis. Grade 1 was documented in 1 (1%), grade 2 in 55 (67%), grade 3 

in 23 (28%) and grade 4 in 3 (4%) patients, respectively. Absolute oesophageal 

volume included in the 95%-isodose (42.8 Gy) achieved 13.5 cm3 (range: 3 -- 

29 cm3). Of the tested variables in univariate analysis, absolute oesophageal 

volume included in the 95%-Isodose was found to be the only significant 

variable (p = 0.03) predicting severe acute esophagitis (CTC > grade 2). For 

this volume a gradation scale of the likelihood of severity was built. 
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CONCLUSION: Increase of absolute oesophageal volume included in the 95%-

isodose correlates with severity of acute  esophagitis in LA-NSCLC patients 

treated with neo-adjuvant concurrent HA-CRT. 
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TÍTULO / TITLE:  - Reasons for delay in diagnosis and treatment of lung cancer 

among patients in Lublin Voivodeship who were consulted in Thoracic Surgery 

Department. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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INSTITUCIÓN / INSTITUTION:  - Department of Thoracic Surgery, Medical 
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RESUMEN / SUMMARY:  - INTRODUCTION: Despite the progress which has been 

made in the diagnosis and treatment of lung cancer, it is still one of the main 

causes of death in both men and women. The introduction of new therapeutic 

modalities did not improve the 5-year survival results of lung cancer patients. 

The Lublin Voivodeship is a sparsely-inhabited area with little urbanization and 

a population of about 2.2 million people. Only 46.8% of its citizens live in the 

towns, while the national  average is 61.9%. OBJECTIVES: The aim of the 

study was to compare the differences in the periods of time and reasons for 

delay in diagnosis and initiation of treatment of lung cancer among patients who 

are inhabitants of the rural and urban regions of Lublin Voivodeship, and who 

were consulted in Thoracic Surgery Department. MATERIALS AND METHODS: 

300 lung cancer patients who were consulted in the Thoracic Surgery 

Outpatient Clinic or who were hospitalized in the Department of Thoracic 

Surgery in the period between 2 January 2010 - 7 January 2011 were included 

in the study. Delays were calculated for two periods of time: 1) time from the 

first signs of the disease to the first medical examination; 2) the time from the 

first visit to a doctor to the start of treatment, or disqualification from the 

causative treatment. The time of the first delay for the urban and rural 

populations was similar and ranged from 2-37 weeks and 2-23 weeks, 

respectively.  Lack of time and disregard of signs of disease were the most 

commonly reasons given for the first delay among rural residents. The urban 

population indicated fear and lack of time as the main reasons of delay. 

Assessment of the second reason for delay was possible thanks to a specially 

designed research protocol which gathered the main reasons of delay in several 

subgroups that enabled their  statistical evaluation. The length of second period 

was similar for both populations. RESULTS: There were no significant 

differences in the length of the  time of delay between the two assessed groups. 

In both groups, delays dependent on poor healthcare access were similar. 

Among rural inhabitants, the most often reasons of delay were waiting for 
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hospital admission and re-bronchoscopy. In the  urban population, the most 

common reasons for delay were waiting for hospitalization and CT procedure. 

CONCLUSIONS: The results of the presented research allowed the following 

conclusions to be drawn: between the two assessed  groups there were no 

differences in the length of the time of delay; 2) delays in diagnosis and 

treatment were too long for the patients and could affect the severity of the 

disease and final prognosis; 3) there is a need for intensification of information 

campaigns on lung cancer in order to reduce the delays dependent on patients, 

and to improve the cooperation of family doctors, pulmonologists, thoracic 

surgeons and oncologists. 
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RESUMEN / SUMMARY:  - Respiratory motion causes uncertainties in tumor edges 

on either computed tomography (CT) or positron emission tomography (PET) 

images and causes misalignment when registering PET and CT images. This 

phenomenon may cause radiation oncologists to delineate tumor volume 

inaccurately in radiotherapy treatment planning. The purpose of this study was 

to analyze radiology applications using interpolated average CT (IACT) as 

attenuation correction (AC)  to diminish the occurrence of this scenario. Thirteen 

non-small cell lung cancer  patients were recruited for the present comparison 

study. Each patient had full-inspiration, full-expiration CT images and free 

breathing PET images by an integrated PET/CT scan. IACT for AC in PETIACT 

was used to reduce the PET/CT misalignment. The standardized uptake value 

(SUV) correction with a low radiation dose was applied, and its tumor volume 

delineation was compared to those from HCT/PETHCT. The misalignment 

between the PETIACT and IACT was reduced when compared to the difference 

between PETHCT and HCT. The range of tumor motion was  from 4 to 17 mm 

in the patient cohort. For HCT and PETHCT, correction was from 72% to 91%, 

while for IACT and PETIACT, correction was from 73% to 93% (*p<0.0001). 

The maximum and minimum differences in SUVmax were 0.18% and 27.27%  
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for PETHCT and PETIACT, respectively. The largest percentage differences in 

the tumor volumes between HCT/PET and IACT/PET were observed in tumors 

located in the lowest lobe of the lung. Internal tumor volume defined by 

functional information  using IACT/PETIACT fusion images for lung cancer 

would reduce the inaccuracy of tumor delineation in radiation therapy planning. 
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RESUMEN / SUMMARY:  - BACKGROUND: We investigated the postoperative 

mortality and long-term survival of lung cancer patients with underlying 

idiopathic pulmonary fibrosis (IPF). METHODS: The data of 387 primary lung 

cancer patients treated by surgical resection at our hospital between 1995 and 

2008 were retrospectively reviewed. Clinicopathological characteristics such as 

age, gender, survival, presence/absence of underlying IPF, atypical 

adenomatous hyperplasia (AAH), and the associations among these factors 

were examined. RESULTS: Among the 387 patients, 65 (16.8 %) had 

underlying IPF as detected by histopathology of the resected specimen (IPF 

group). The percentages of men and squamous cell carcinomas were 

significantly higher in the IPF group. None of our patients showed concomitant 

presence of AAH and IPF. Four of the 65 patients showed acute  exacerbation 

of the IPF postoperatively, and all 4 of these patients died in hospital. In patients 

with non-small cell lung carcinoma, the postoperative survival tended to be 

lower in the IPF group than in the non-IPF group. Analysis  using a Cox 

proportional hazards model by disease stage revealed that presence of 

underlying IPF was a risk factor for postoperative mortality in patients with 

pathological stage I/II but not for stage III/IV. Respiratory failure was the second 

main cause of death in the stage I/II lung cancer patients of the IPF group. 

CONCLUSION: Histopathological evidence of IPF was a risk factor for 

postoperative mortality and poor long-term survival, especially in patients with  

stage I/II non-small cell lung cancer, with postoperative respiratory failure 

representing the major cause of death. 
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RESUMEN / SUMMARY:  - Crizotinib-an anaplastic lymphoma kinase (ALK) 

tyrosine kinase inhibitor-is effective in non-small-cell lung cancers (NSCLCs) 

that express ALK. Here, we report a patient with ALK-positive lung 

adenocarcinoma who was administered crizotinib via nasogastric and 

percutaneous endoscopic gastrostomy (PEG) tubes, with positive results. This 

case indicates that patients with ALK-positive NSCLC  may successfully be 

treated with crizotinib via nasogastric or PEG tubes. This approach can even be 

used as a salvage treatment in patients with poor prognoses. 
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RESUMEN / SUMMARY:  - Leptomeningeal carcinomatosis (LM) is an infrequent 

yet morbid and often fatal complication of non-small cell lung cancer (NSCLC). 

Management of LM is multimodal, often involving systemic chemotherapy, 

radiotherapy, and a variety of symptom management maneuvers to address 

elevated intracranial pressure, pain, and mood changes that can accompany 

the disease. It is increasingly recognized that tumors with actionable mutations 

in NSCLC, including epidermal growth factor receptor (EGFR) mutations and 

anaplastic lymphoma kinase (ALK) translocations, respond well to systemic 

therapy with tyrosine kinase inhibitors yet often progress in the central nervous 

system. More information is needed regarding the  natural history and optimal 

management of LM in specific molecular subtypes of NSCLC. This case report 

summarizes the management of a patient with ALK-positive  NSCLC who 
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developed LM while on targeted treatment with crizotinib within the context of 

current NCCN Clinical Practice Guidelines in Oncology and recently published 

studies. 
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III and IV Non-Small-Cell Lung Cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - J Oncol Pract. 2013 Jan;9(1):42-50. doi: 

10.1200/JOP.2012.000640. 
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INSTITUCIÓN / INSTITUTION:  - Fred Hutchinson Cancer Research Center; 

University of Washington, Seattle, WA; Genentech, San Francisco; and Q.D. 

Research, Granite Bay, CA. 

RESUMEN / SUMMARY:  - PURPOSE: Little is known about how referrals to 

different cancer specialists influence cancer care for non-small-cell lung cancer 

(NSCLC). Among Medicare enrollees, we identified factors of patients and their 

primary care physician that were associated with referrals to cancer specialists, 

and how the types of cancer specialists seen correlated with delivery of 

guideline-based therapies (GBTs). METHODS: Data from patients with stages 

III and IV NSCLC included in the  SEER-Medicare database were linked to their 

physicians in the American Medical Association Masterfile database. Using 

logistic regression, we (1) identified patient and physician factors that were 

associated with referrals to cancer specialists (medical oncologists, radiation 

oncologists, and surgeons); (2) identified the types of referral to cancer 

specialists that predicted greater likelihood of receiving GBT (per National 

Comprehensive Cancer Network guidelines). RESULTS: A total of 28,977 

patients with NSCLC diagnosed from January 1, 2000 to December 31, 2005 

met eligibility criteria. Younger age, white race, higher income, and primary 

physician specialty other than family practice predicted higher likelihood of 

referrals to medical oncologists (P < .01 for all  predictors). Seeing the three 

types of cancer specialists predicted higher likelihood of GBT (stage IIIA: odds 

ratio [OR] = 20.6; P < .001; IIIB: OR = 77.2; P < .001; and IV: OR = 1.2; P = 

.011), compared with seeing a medical oncologist  only. Use of GBTs increased 

over the study period (42% to 48% from 2000 to 2005;  P < .001). 

CONCLUSION: Referrals to all types of cancer specialists increased the 

likelihood of treatment with standard therapies, particularly in stage III patients. 

However, racial and income disparities still prevent optimal referrals  to cancer 

specialists. 
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TÍTULO / TITLE:  - Mortality following bone metastasis and skeletal-related events 

among patients 65 years and above with lung cancer: A population-based 

analysis of U.S. Medicare beneficiaries, 1999-2006. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Lung India. 2013 Jan;30(1):20-6. doi: 10.4103/0970-

2113.106127. 

 ●●Enlace al texto completo (gratuito o de pago) 4103/0970-2113.106127 

AUTORES / AUTHORS:  - Sathiakumar N; Delzell E; Morrisey MA; Falkson C; 

Yong M; Chia V; Blackburn J; Arora T; Kilgore ML 

INSTITUCIÓN / INSTITUTION:  - School of Public Health, University of Alabama at 

Birmingham. 1665 University Blvd, Birmingham, AL. 35294-0022, USA. 

RESUMEN / SUMMARY:  - BACKGROUND: To quantify the impact of bone 

metastasis and skeletal-related events (SREs) on mortality among older 

patients with lung cancer. MATERIALS AND METHODS: Using the linked 

Surveillance, Epidemiology and End Results-Medicare database, we identified 

patients aged 65 years or older diagnosed with lung cancer between July 1, 

1999 and December 31, 2005 and followed them to determine deaths through  

December 31, 2006. We classified patients as having possible bone metastasis 

and  SREs using discharge diagnoses from inpatient claims and diagnoses 

paired with procedure codes from outpatient claims. We used Cox regression to 

estimate mortality hazards ratios (HR) among patients with bone metastasis 

with or without SRE, compared to patients without bone metastasis. RESULTS: 

Among 126,123 patients with lung cancer having a median follow-up of 0.6 

years, 24,820 (19.8%)  had bone metastasis either at lung cancer diagnosis 

(9,523, 7.6%) or during follow-up (15,297, 12.1%). SREs occurred in 12,665 

(51%) patients with bone metastasis. The HR for death was 2.4 (95% CI = 2.4-

2.5) both for patients with bone metastasis but no SRE and for patients with 

bone metastasis plus SRE, compared to patients without bone metastasis. 

CONCLUSIONS: Having a bone metastasis, as indicated by Medicare claims, 

was associated with mortality among  patients with lung cancer. We found no 

difference in mortality between patients with bone metastasis complicated by 

SRE and patients with bone metastasis but without SRE. 
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TÍTULO / TITLE:  - Pain, fatigue, disturbed sleep and distress comprised a 

symptom cluster that related to quality of life and functional status of lung 

cancer surgery patients. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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INSTITUCIÓN / INSTITUTION:  - The Nursing College of Chongqing Medical 

University, Chongqing, China. 

RESUMEN / SUMMARY:  - AIMS AND OBJECTIVES: To explore the common 

symptom cluster in lung cancer patients with surgical treatment and to evaluate 

the relationships between symptom cluster and patients’ disease outcomes, 

including functional status and quality of life. BACKGROUND: Lung cancer is 

one of the leading causes of cancer-related death for both men and women, 

and its incidence is increasing in China. Growing number of researches 

confirmed that symptoms in lung cancer patients with chemotherapy and 

radiotherapy occurred as ‘symptom cluster’ across  the disease trajectory and 

influenced disease outcomes. However, few studies focused on the symptom 

cluster and its effects on quality of life and functional  status of lung cancer 

surgery patients. DESIGN: This is a descriptive, cross-sectional design. 

METHODS: Symptoms in lung cancer surgery were assessed by M.D. 

Anderson Symptom Inventory, Karnofsky Performance Scale and Quality of Life  

Instruments for Cancer Patients - Lung Cancer. One hundred and forty-five 

individuals were involved in the survey. RESULTS: The top four common and 

most severe symptoms were pain, fatigue, disturbed sleep and distress for lung 

cancer  surgery patients. 4.8% (n = 7) and 17.2% (n = 25) of patients reported 

co-occurrence of two or three symptoms of pain, fatigue, disturbed sleep and 

distress. About 76.6% (n = 111) of patients reported co-occurrence of all the 

four symptoms. There were strong negative relationships between the top four 

symptoms and Karnofsky Performance Scale and Quality of Life Instruments for 

Cancer Patients - Lung Cancer scores. CONCLUSION: Pain, fatigue, disturbed 

sleep  and distress constituted the common symptom cluster during the disease 

trajectory in patients with lung cancer who got surgical treatment and negatively 

affected their quality of life and functional status. RELEVANCE TO CLINICAL 

PRACTICE: Symptoms in lung cancer surgery patients often occurred as 

cluster during the trajectory of disease. To improve the well-being of patients, 

attentions need to  be focused on developing symptom cluster management 

strategies. 
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TÍTULO / TITLE:  - Pulmonary leiomyosarcoma mimicking glomus tumor at first 

biopsy and surgically treated with isolated left main bronchus resection: rare 

clinical documentation. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Ir J Med Sci. 2013 May 1. 
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INSTITUCIÓN / INSTITUTION:  - Division of Pulmonology, Klinik Schillerhoehe, 

Center for Pulmonology and Thoracic Surgery, Teaching Hospital of the 

University of Tuebingen, Solitude Str. 18, 70839, Stuttgart-Gerlingen, Germany, 

Roger-Fei.Falkenstern-Ge@rbk.de. 

RESUMEN / SUMMARY:  - Soft tissue tumors originating within the endobronchial 

tree are extremely rare and most of them correspond to lipomas or leiomyomas. 

We here report a rare clinical presentation of leiomyosarcoma mimicking 

glomus tumor at initial biopsy  arising from the left main bronchial trunk leading 

to left lower lobe atelectasis. Primary leiomyosarcoma of the lung is an unusual 

malignancy. Among this entity, the endobronchial form is very rare and the 

preoperative diagnosis is extremely difficult. We documented two different 

presentations and outcomes of primary endobronchial leiomyosarcoma of the 

lung. In this clinical presentation,  histological study and immunohistochemical 

stain of the surgical resection provided the final diagnosis. Through the 

following we present the diagnostic and therapeutic difficulties encountered with 

endobronchial leiomyosarcoma. 
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TÍTULO / TITLE:  - Changes in quality of life, dyspnea scores, and lung function in 

lung cancer patients with airway obstruction after a therapeutic bronchoscopy. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - J Bronchology Interv Pulmonol. 2013 Apr;20(2):134-9. 

doi: 10.1097/LBR.0b013e3182917280. 

 ●●Enlace al texto completo (gratuito o de pago) 
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INSTITUCIÓN / INSTITUTION:  - The Intervention Centre Department of Respiratory 

Medicine, Oslo University Hospital, Oslo, Norway. kirill.neumann@gmail.com 

RESUMEN / SUMMARY:  - BACKGROUND: Quality of life (QoL) has been closely 

linked with symptom intensity  in lung cancer patients. It is therefore important 

to relieve respiratory distress in these severely ill patients, especially because 

their short life expectancy. This prospective study aimed to evaluate the impact 

of a therapeutic  bronchoscopy on QoL, dyspnea, and lung function in patients 

with malignant airway obstruction. METHODS: Fifteen cancer patients with 

airway obstruction were enrolled in the study. All patients were followed up 

during 2 months by 4 assessments that consisted of a clinical examination, QoL 

assessment using European Organisation for Research and Treatment of 

Cancer QLQ-C30 questionnaire  with LC-13 module, Borg Dyspnea Scale, and 

lung function tests. RESULTS: The study showed that therapeutic 

bronchoscopy had a rather persistent effect on QoL  and dyspnea, which were 

sustained for at least 2 months after the procedure. The  study population had 
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also a significant improvement in lung function. CONCLUSION: Therapeutic 

bronchoscopy has a positive impact on QoL, dyspnea scale values, and  lung 

function in patients with advanced lung cancer and airway obstruction. 
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TÍTULO / TITLE:  - Plasma RANTES, IL-10, and IL-8 levels in non-small-cell lung 

cancer patients treated with EGFR-TKIs. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - BMC Res Notes. 2013 Apr 8;6(1):139. doi: 10.1186/1756-

0500-6-139. 
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Nagata M; Mitsuoka S; Matsuura K; Nakai T; Yoshimura N; Kira Y; Hirata K 

INSTITUCIÓN / INSTITUTION:  - Department of Respiratory Medicine, Graduate 

School of Medicine, Osaka City University, 1-4-3 Asahi-machi, Abeno-ku, 

Osaka 545-8585, Japan. kimutats@med.osaka-cu.ac.jp. 

RESUMEN / SUMMARY:  - BACKGROUND: Epidermal growth factor receptor 

(EGFR) tyrosine kinase inhibitors (TKIs), routinely used to treat advanced non-

small-cell lung cancer (NSCLC) patients with activated EGFR mutations, are 

associated with excellent response and improved performance status. Recently, 

pro-inflammatory cytokines, such as regulated upon activation normal T cell 

expressed and secreted (RANTES), interleukin (IL)-10 and IL-8 have been 

proposed as mediators of cancer development. EGFR-TKIs have been found to 

affect this network of pro-inflammatory cytokines. METHODS: EGFR-TKIs 

(erlotinib, 150 mg/day; and gefitinib, 250 mg/day)  were administered once per 

day. Treatment was continued until disease progressed  or the patient 

developed intolerable symptoms of toxicity, or withdrew his/her consent for 

study participation. The treatment was a part of standard care. We investigated 

the correlation between plasma pro-inflammatory cytokines (including plasma 

RANTES, IL-10, and IL-8) levels and clinical outcomes following EGFR-TKI 

treatment in lung cancer patients. Pro-inflammatory cytokine levels were 

evaluated at diagnosis and on treatment day 30 after the first administration of  

EGFR-TKIs. RESULTS: Overall, 33 patients were enrolled. Plasma pro-

inflammatory cytokine levels were determined for all patients at diagnosis. 

Plasma samples from 26 patients were obtained on treatment day 30. High 

level of RANTES at diagnosis was associated with severe general fatigue (P = 

.026). Low level of RANTES at diagnosis was significantly associated with long-

term survival (P = .0032). Percent decrease change of IL-10 was associated 

with severity of rash (P  = .037). The plasma IL-8 level on treatment day 30 

(median, 5.48 pg/mL; range, 0.49-26.13 pg/mL) was significantly lower than the 

level at diagnosis (median 10.45 pg/mL; 3.04-54.86 pg/mL; P = .021). 

CONCLUSIONS: These results suggest that EGFR-TKIs may suppress 

systemic inflammation and promote tumor shrinkage. The network of pro-
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inflammatory cytokines was affected by EGFR-TKI treatment for NSCLC. In 

addition, the clinical outcomes of EGFR-TKI treatment were influenced by the 

status of the plasma pro-inflammatory cytokines at diagnosis. 
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TÍTULO / TITLE:  - Extra-pleural pneumonectomy in the setting of tri-modality 

therapy for patients with malignant pleural mesothelioma. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Chin J Cancer Res. 2013 Apr;25(2):128-9. doi: 

10.3978/j.issn.1000-9604.2013.02.05. 
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TÍTULO / TITLE:  - Early pneumothorax as a feature of response to crizotinib 

therapy in a patient with ALK rearranged lung adenocarcinoma. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - BMC Cancer. 2013 Apr 26;13(1):207. 

 ●●Enlace al texto completo (gratuito o de pago) 1186/1471-2407-13-207 

AUTORES / AUTHORS:  - Gennatas S; Stanway SJ; Thomas R; Min T; Shah R; O 

Brien ME; Popat S 

RESUMEN / SUMMARY:  - BACKGROUND: Single arm phase 1 and 2 studies on 

Crizotinib in ALK-positive patients so far have shown rapid and durable 

responses. Spontaneous pneumothoraces as a result of response to anti-

cancer therapy are rare in oncology but have been documented in a number of 

tumour types including lung cancer. This includes cytotoxic chemotherapy as 

well as molecular targeted agents such as gefitinib and Bevacizumab. These 

often require chest drain insertion or surgical intervention with associated 

morbidity and mortality. They have also been associated with response to 

treatment. This is the first report we are aware of documenting pneumothorax 

as response to crizotinib therapy. CASE PRESENTATION: A 48-year-old 

Caucasian male presented with a Stage IV, TTF1 positive, EGFR wild-type 

adenocarcinoma of the lung. He received first line chemotherapy with three 

cycles of cisplatin-pemetrexed chemotherapy with a differential response, and 

then second-line erlotinib for two months before further radiological evidence of 

disease progression. Further analysis of his diagnostic specimen identified an 

ALK rearrangement by fluorescence in situ hybridization (FISH). He  was 

commenced on crizotinib therapy 250 mg orally twice daily. At his 4-week 

assessment he had a chest radiograph that identified a large left-sided 
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pneumothorax with disease response evident on the right. Chest CT confirmed 

a 50% left-sided pneumothorax on a background of overall disease response. A 

chest tube was inserted with complete resolution of the pneumothorax that did 

not recur following its removal. CONCLUSION: Our case demonstrates this 

potential complication of crizotinib therapy and we therefore recommend that 

pneumothorax be considered in patients on crizotinib presenting with high lung 

metastatic burden and with worsening dyspnoea. 
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TÍTULO / TITLE:  - Lung Cancer Complicated with IgG4-related Disease of the 

Lung. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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RESUMEN / SUMMARY:  - Few have reported a concomitant malignant neoplasm 

with immunoglobulin G4 (IgG4)-related diseases. We describe a case of lung 

cancer and gastric cancer accompanied with IgG4-related disease. A 78-year-

old man had an area of ground-glass opacity with central collapse in right upper 

lobe and a gastric cancer. The patient underwent a right upper lobectomy 

following a gastrectomy for the gastric cancer. Histological examination of the 

resected lung specimen revealed a lepidic pattern of an adenocarcinoma and a 

large amount of plasmacyte  infiltration around the tumor. In 

immunohistochemical findings, the plasmacytes were stained for IgG4. 

Therefore, the lung tumor was considered to have associated with IgG4-related 

interstitial lesions. 
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TÍTULO / TITLE:  - Multicystic peritoneal mesothelioma: not always a benign 

disease. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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RESUMEN / SUMMARY:  - Mesothelioma is a slow-growing insidious lesion of 

neoplastic aetiology arising from the pleural, peritoneal or pericardial 

mesothelium. It shows a predilection  for the surfaces of the pelvic viscera and 

has a high rate of recurrence after excision. Cystic mesotheliomas are not 
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associated with asbestos exposure. We report a case of cystic mesothelioma of 

the peritoneum encasing the ovary, which  presented as a cystic adnexal mass. 

As highlighted in this case and other recent  reports, a cystic mesothelioma 

should not be referred to as a benign cystic mesothelioma, as it has potential for 

locoregional invasion, as well as distant nodal and serosal metastases. This 

tumour should be treated with aggressive cytoreductive surgery and appropriate 

chemotherapy. We review the differential diagnosis of this rare entity and 

suggest guidelines for its differentiation. 
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RESUMEN / SUMMARY:  - BACKGROUND: Even after successful radical 

treatment of lung cancer, patients in stages I and II of the TNM system very 

frequently suffer recurrence, which end lethally. Detection of subclinical residual 

disease after surgery is thus one of  the most important emerging diagnostic 

methods. Minimal residual disease (MRD) is defined as the presence of isolated 

tumor cells or circulating cells in a patient after curative primary tumor removal 

and at the same time, no clinical signs of cancer. Conventional methods cannot 

detect minimal residual disease and hence there is a need for detection using 

new molecular biological methods. METHODS: We searched the PubMed 

database for original and review articles on minimal residual disease in lung 

cancer. Search words were “lung cancer”, “minimal residual disease” and 

“detection of minimal residual disease”. The publications we found were 

compared with the results of our own studies on the detection of minimal 

residual disease in lung cancer and the personal experiences are described. 

Examination of blood samples from 98 healthy volunteers and bone marrow 

from 12 patients with non inflammatory and non tumour illness, were used to 

determine cut-off values for specific markers in the compartments. 

Subsequently, expression of selected markers in tumor tissue was analysed in 

a pilot sample of 50 patients with lung cancer and the presence of MRD was 

measured as expression of values of  the tested markers correlated with clinico-

pathological characteristics. CONCLUSIONS: Recent studies on other 

malignancies apart from lung cancer have shown the importance of MRD 
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detection in the determination of disease progression and prognosis. The 

methods of MRD diagnostics are based on detection of specific  tumor markers. 

Of these, the most specific for lung cancer, appears to be the LunX protein. The 

best method for determining MRD is probably RT-PCR. Further studies should 

expand knowledge in this area: to refine understanding of the importance of 

tumor markers for prognosis, as well as to confirm the significance of these 

findings in clinical practice. 
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elderly patients with stage IV non-small-cell lung cancer: a series of 20 cases. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - J Biomed Res. 2012 May;26(3):159-64. doi: 

10.7555/JBR.26.20110106. Epub 2012 May  20. 

 ●●Enlace al texto completo (gratuito o de pago) 7555/JBR.26.20110106 

AUTORES / AUTHORS:  - Zheng Q; Yao Y; Nan K 

INSTITUCIÓN / INSTITUTION:  - Department of Medical Oncology, the First 

Affiliated Hospital, Xi’an Jiaotong University, Xi’an, Shaanxi 710061, China. 

RESUMEN / SUMMARY:  - The purpose of this study was to evaluate the efficacy 

and safety of nanoparticle albumin-bound paclitaxel as a rescue regimen in the 

treatment of patients with advanced non-small-cell lung cancer. We 

retrospectively reviewed the medical records of 20 patients with stage IV non-

small-cell lung cancer. The patients had progressive disease after standard 

antitumor therapy and subsequently received intravenous albumin-bound 

paclitaxel at the dose of 100 mg/m(2) in weekly schedule. Cumulative findings 

showed that the overall response rate was 30.0%, the disease control rate 

amounted to 40%, and the 1 year survival rate was 30%. In addition, the 

median time to progression and the median survival time reached  5 and 10 

months, respectively. Meanwhile, no severe hypersensitivity reactions and 

grade 4 adverse effects were reported. In summary, weekly-administered 

albumin-bound paclitaxel seems to be an effective and safe regimen for elderly 

patients with stage IV non-small-cell lung cancer who were refractory to 

conventional therapy. 
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RESUMEN / SUMMARY:  - Abstract Background: The investigation of the clustering 

of symptoms in patients  with cancer is still at an early stage. Initial evidence 

suggests symptoms such as breathlessness, fatigue and anxiety occur 

concurrently. Purpose: The purpose of this study was to investigate the 

existence of a symptom cluster involving breathlessness, fatigue and anxiety in 

Chinese patients with advanced lung cancer undergoing palliative radiation 

treatment (RT). Methods: The study was conducted  in an oncology out-patient 

unit of a public funded hospital in Hong Kong. A convenience sample of 140 

patients were asked to complete a set of questionnaires at 4 time points 

including the A-state scale of the State-Trait Anxiety Inventory, a 

breathlessness visual analogue scale and the intensity subscale of the revised 

Piper Fatigue Scale at 4 points: 1 day prior to RT (baseline) (T0), and at week 3 

(T1), week 6 (T2) and week 12 (T3) after the commencement of the RT. 

Results: Between 64%-73% of patients experienced all 3 symptoms 

concurrently  across T0-T3. The prevalence of anxiety, fatigue and 

breathlessness ranged from 65% to 97% respectively. Intensities of 

breathlessness and fatigue were highest at T1. Significant correlations between 

the 3 symptoms were moderate across time  (r <.50). Conclusion and 

implication: The high prevalence of the symptom cluster  demonstrates a need 

to assess and manage these symptoms simultaneously in patients with 

advanced lung cancer. 

 

---------------------------------------------------- 

[612] 

TÍTULO / TITLE:  - Usefulness of Serum Carcinoembryonic Antigen (CEA) in 

evaluating response to chemotherapy in patients with advanced non small-cell 

lung cancer: a prospective  cohort study. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - BMC Cancer. 2013 May 22;13(1):254. 

 ●●Enlace al texto completo (gratuito o de pago) 1186/1471-2407-13-254 

AUTORES / AUTHORS:  - Arrieta Rodriguez OG; Villarreal-Garza C; Martinez-

Barrera L; Morales M; Dorantes-Gallareta Y; Pena-Curiel O; Contreras-Reyes 

S; Macedo-Perez EO; Alatorre-Alexander J 

RESUMEN / SUMMARY:  - BACKGROUND: High serum carcinoembryonic antigen 

(CEA) levels are an independent prognostic factor for recurrence and survival in 

patients with non-small cell lung cancer (NSCLC). Its role as a predictive marker 

of treatment response has not been widely characterized. METHODS: 180 

patients with advanced NSCLC (stage IIIB or Stage IV), who had an elevated 

CEA serum level (>10 ng/ml) at baseline and who had no more than one 

previous chemotherapy regimen, were included. CEA levels were measured 
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http://dx.doi.org/10.1186/1471-2407-13-254


476 

 

after two treatment cycles of platinum based chemotherapy (93%) or a tyrosine 

kinase inhibitor (7%). We evaluate the change in serum CEA levels and the 

association with response measured by RECIST criteria. RESULTS: After two 

chemotherapy cycles, the patients who achieved an objective response (OR, 

28.3%) had a reduction of CEA levels of 55.6% (95%CI [box drawings light 

horizontal]64.3 to [box drawings light horizontal]46.8) compared to its basal 

level, with an area under the ROC curve (AURC) of 0.945 (95%CI 0.91-0.99), 

and a  sensitivity and specificity of 90.2 and 89.9%, respectively, for a CEA 

reduction  of >=14%. Patients that achieved a decrease in CEA levels >=14% 

presented an overall response in 78% of cases, stable disease in 20.3% and 

progression in 1.7%, while patients that did not attain a reduction >=14% had an 

overall response of 4.1%, stable disease of 63.6% and progression of 32.2% (p 

< 0.001). Patients with stable (49.4%) and progressive disease (22.2%) had an 

increase of CEA levels of 9.4% (95%CI 1.5-17.3) and 87.5% (95%CI 60.9-114) 

from baseline, respectively (p < 0.001). The AURC for progressive disease was 

0.911 (95%CI 0.86-0.961), with sensitivity and specificity of 85 and 15%, 

respectively, for a  CEA increase of >=18%. PFS was longer in patients with a 

>=14% reduction in CEA (8.7 vs. 5.1 months, p < 0.001). Neither reduction of 

CEA nor OR were predictive  of OS. CONCLUSIONS: A CEA level reduction is 

a sensitive and specific marker of OR, as well as a sensitive indicator for 

progression to chemotherapy in patients  with advanced NSCLC who had an 

elevated CEA at baseline and had received no more  than one chemotherapy 

regimen. A 14% decrease in CEA levels is associated with a  better PFS. 

---------------------------------------------------- 

[613] 

TÍTULO / TITLE:  - Evaluation narcotic analgesic use and survival time in terminal 

stage liver diseases compared with lung cancer: a retrospective chart review. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - J Clin Biochem Nutr. 2013 May;52(3):241-3. doi: 

10.3164/jcbn.13-8. Epub 2013 May  1. 

 ●●Enlace al texto completo (gratuito o de pago) 3164/jcbn.13-8 

AUTORES / AUTHORS:  - Nakashita S; Eguchi Y; Mizuta T; Kuroki S; Ono N; 

Eguchi T; Anzai K; Fujimoto K 

INSTITUCIÓN / INSTITUTION:  - Department of Internal Medicine, Saga Medical 

School, 5-1-1 Nabeshima, Saga 849-8501, Japan ; Eguchi Hospital, 1054-2 

Kanada, Mikatsuki-cho, Ogi, Saga 845-0032, Japan. 

RESUMEN / SUMMARY:  - Hepatocellular carcinoma (HCC) and liver cirrhosis are 

fatal diseases. This study aimed to investigate survival time and palliative care 

in terminal HCC and/or liver cirrhosis compared with lung cancer. Between 

January 2004 and December 2010, we enrolled 116 patients with terminal 

cirrhosis and/or HCC or lung cancer  admitted to a municipal hospital in Japan; 

48 had liver cirrhosis, 35 HCC and 33  lung cancer. By retrospective chart 

review, we evaluated: (i) rate of usage of narcotic analgesics and (ii) survival 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23704814&dopt=Abstract
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time from onset of coma (Glasgow Coma Scale less than 8). Time between 

coma and death was significantly shorter in the liver  disease patients (cirrhosis 

and/or HCC: 7.0 h) than in lung cancer (44.0 h, p = 0.045). Total bilirubin was 

higher in HCC compared with cirrhosis (p<0.01). Rate  of usage of narcotic 

analgesics was higher in lung cancer (20/33: 60.6%) than in  liver disease 

(17/83: 20.5%, p<0.01); analgesics were used more frequently in HCC than in 

liver cirrhosis (p<0.01). These results suggest that liver cirrhosis and  HCC 

patients do not always require palliative care and that survival time from onset 

of coma due to liver disease was not prolonged compared with lung cancer. 

---------------------------------------------------- 

[614] 

TÍTULO / TITLE:  - The value of MMP-9 for breast and non-small cell lung cancer 

patients’ survival. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Adv Med Sci. 2013 May 1:48-57. doi: 10.2478/v10039-

012-0066-y. 

 ●●Enlace al texto completo (gratuito o de pago) 2478/v10039-012-0066-

y 

AUTORES / AUTHORS:  - Schveigert D; Cicenas S; Bruzas S; Samalavicius NE; 

Gudleviciene Z; Didziapetriene J 

RESUMEN / SUMMARY:  - ABSTRACT Purpose: Matrix metalloproteinases 

(MMPs) are implicated in cancer cells invasion and metastasis processes and 

have been investigated as potential cancer  biomarkers. In this study MMP-9 

gene expression and MMP-9 -1562 C/T polymorphism  in breast and non-small 

cell lung cancer patients’ blood and tumor samples and its correlation with 

clinicopathological parameters were investigated. Material/Methods: MMP-9 

gene expression was assessed by reverse transcription - polymerase chain 

reaction method in 108 cancer patients’ blood and tumor samples. MMP-9 -

1562 C/T polymorphism was determined by the polymerase chain reaction - 

based restriction fragment length polymorphism method. Results: Significant 

relationship of MMP-9 gene expression and tumor differentiation grade was 

found only between groups with G1 and G3 breast tumors. Low survival rates 

were identified among positive MMP-9 expression in blood and ductal 

carcinoma of the breast (p=0.01) and negative progesterone receptor reaction 

(p=0.04). Significant differences in the distribution among genotypes were found 

between groups with stage I and stages III/IV (p=0.005) as well as between 

groups with lymph node status N0 and N1 (p<0.001). Breast cancer patients 

with tumor differentiation grade G3 and identified CC variant had a longer 

survival time (p=0.014). Shorter  survival time was found among positive MMP-9 

expression in tumor and stage I non-small cell lung cancer patients with 

negative lymph node (p=0.012) and squamous cell carcinoma (p=0.019). 

Conclusions: Expression of MMP-9 in blood and  tumor together indicates 

worse prognosis for breast cancer patients. 
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---------------------------------------------------- 

[615] 

TÍTULO / TITLE:  - Longer telomere length in peripheral white blood cells is 

associated with risk of lung cancer and the rs2736100 (CLPTM1L-TERT) 

polymorphism in a prospective cohort study among women in China. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - PLoS One. 2013;8(3):e59230. doi: 

10.1371/journal.pone.0059230. Epub 2013 Mar 26. 

 ●●Enlace al texto completo (gratuito o de pago) 

1371/journal.pone.0059230 

AUTORES / AUTHORS:  - Lan Q; Cawthon R; Gao Y; Hu W; Hosgood HD 3rd; 

Barone-Adesi F; Ji BT; Bassig B; Chow WH; Shu X; Cai Q; Xiang Y; Berndt S; 

Kim C; Chanock S; Zheng W; Rothman N 

INSTITUCIÓN / INSTITUTION:  - Division of Cancer Epidemiology and Genetics, 

National Cancer Institute, NIH, DHHS, Bethesda, MD, USA. qingl@mail.nih.gov 

RESUMEN / SUMMARY:  - A recent genome-wide association study of lung cancer 

among never-smoking females in Asia demonstrated that the rs2736100 

polymorphism in the TERT-CLPTM1L locus on chromosome 5p15.33 was 

strongly and significantly associated with risk of adenocarcinoma of the lung. 

The telomerase gene TERT is a reverse transcriptase that is critical for 

telomere replication and stabilization by controlling telomere length. We 

previously found that longer telomere length measured in peripheral white blood 

cell DNA was associated with increased risk of lung cancer in a prospective 

cohort study of smoking males in Finland. To follow up on this finding, we 

carried out a nested case-control study of 215 female lung cancer cases and 

215 female controls, 94% of whom were never-smokers, in the prospective 

Shanghai Women’s Health Study cohort. There was a dose-response 

relationship between tertiles of telomere length and risk of lung cancer (odds 

ratio (OR), 95% confidence interval [CI]: 1.0, 1.4 [0.8-2.5], and 2.2 [1.2-4.0], 

respectively; P  trend = 0.003). Further, the association was unchanged by the 

length of time from blood collection to case diagnosis. In addition, the 

rs2736100 G allele, which we previously have shown to be associated with risk 

of lung cancer in this cohort, was significantly associated with longer telomere 

length in these same study subjects (P trend = 0.030). Our findings suggest that 

individuals with longer telomere length in peripheral white blood cells may have 

an increased risk of lung cancer, but require replication in additional prospective 

cohorts and populations. 

---------------------------------------------------- 

[616] 

TÍTULO / TITLE:  - Pre- and postoperative self-reported cognitive effectiveness 

and worry in patients with suspected lung malignancy. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23555636&dopt=Abstract
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REVISTA / JOURNAL:  - Oncol Nurs Forum. 2013 May 1;40(3):E135-41. doi: 

10.1188/13.ONF.E135-E141. 

 ●●Enlace al texto completo (gratuito o de pago) 1188/13.ONF.E135-

E141 

AUTORES / AUTHORS:  - Lehto RH 

INSTITUCIÓN / INSTITUTION:  - College of Nursing, Michigan State University in 

East Lansing. 

RESUMEN / SUMMARY:  - Purpose/Objectives: To examine perceived cognitive 

effectiveness and worry in individuals with suspected lung cancer before and 

after surgical resection and to determine any differences between individuals 

with and without a postoperative diagnosis of lung cancer.Design: A repeated 

measures longitudinal design.Setting: A comprehensive cancer center and a 

Veterans Administration medical center in the midwestern United 

States.Sample: 15 men and 8 women aged 37-82 years (X = 61.4, SD = 10.7) 

with suspected lung cancer.Methods: Descriptive statistics were used to 

characterize data. Paired t tests and nonparametric correlation analysis were  

used to determine relationships among the main study variables.Main Research 

Variables: Perceived effectiveness in cognitive function as well as general and 

cancer-specific worry.Findings: Patients diagnosed with lung cancer were 

significantly older. Patients self-reported lowered perceived effectiveness in 

daily activities that require directed attention both pre- and postoperatively. 

Patients with nonmalignant postoperative reports had higher general worry at 

each time point, which was significant following surgery.Conclusions: A 

diagnosis of suspected lung cancer may contribute to compromised perceived 

effectiveness in cognitive function. Nonmalignant pathology following a 

diagnosis of suspected lung cancer may be associated with continued 

worry.Implications for Nursing: Nursing assessment and interventions aimed at 

supporting effective cognitive function and modifying worry for patients with 

suspected lung cancer are essential to optimize adjustment.Knowledge 

Translation: Suspected lung cancer imposes high demands on cognitive and 

emotional function. Oncology nurses are in  key positions to support patients 

during and following the diagnostic workup for  lung cancer. Younger patients 

with nonmalignant postoperative reports may need continued follow-up. 

 

---------------------------------------------------- 

[617] 

TÍTULO / TITLE:  - Prognostic Impact of FDG-PET in Surgically Treated 

Pathological Stage I Lung Adenocarcinoma. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Ann Thorac Cardiovasc Surg. 2013 Apr 20. 

AUTORES / AUTHORS:  - Higuchi M; Hasegawa T; Osugi J; Suzuki H; Gotoh M 

INSTITUCIÓN / INSTITUTION:  - Department of Thoracic Surgery, Fukushima 

Medical University, School of Medicine. 
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RESUMEN / SUMMARY:  - Purpose: This retrospective study evaluated whether 

the maximum standardized uptake value (SUVmax) on 18F-deoxyglucose 

(FDG)-positron emission tomography (PET) could be used to predict the 

prognosis of patients with pathological stage  I adenocarcinoma.Methods: We 

analyzed 138 consecutive patients with pathological  stage IA or IB lung 

adenocarcinoma except pure bronchioloalveolar carcinoma (BAC) who 

underwent preoperative FDG-PET imaging and curative resection from January 

2005 to October 2010. We analyzed associations between disease-free survival 

(DFS) and clinicopathological factors. Results: The 5-year DFS rate was 77.7%. 

Twenty two patients (15.9%) developed recurrence after surgery. Multivariate 

analysis identified SUVmax and lymphovascular (ly) involvement as the 

independent prognostic factors for recurrence (p = 0.0255 and p = 0.0333, 

respectively). We divided the patients into groups according to SUVmax and ly 

involvement. The 5-year DFS rate was 97.0% in patients with SUVmax </=2.5 

and without ly involvement, 100% with both SUVmax </=2.5 and ly involvement, 

70.2% with SUVmax >2.5 and without ly involvement, and 53.1% with both 

SUVmax >2.5 and ly involvement. Conclusions: The results of this study 

suggest that SUVmax and ly involvement could be used to predict the prognosis 

of patients with pathological  stage I adenocarcinoma. The combination of these 

prognostic factors could also identify high risk groups of recurrence. 

 

---------------------------------------------------- 

[618] 

TÍTULO / TITLE:  - Cell-type specificity of lung cancer associated with low-dose 

soil heavy metal contamination in Taiwan: An ecological study. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - BMC Public Health. 2013 Apr 10;13:330. doi: 

10.1186/1471-2458-13-330. 

 ●●Enlace al texto completo (gratuito o de pago) 1186/1471-2458-13-330 

AUTORES / AUTHORS:  - Huang HH; Huang JY; Lung CC; Wu CL; Ho CC; Sun 

YH; Ko PC; Su SY; Chen SC; Liaw YP 

INSTITUCIÓN / INSTITUTION:  - Department of Public Health and Institute of Public 

Health, Chung Shan Medical University, No, 110, Sec, 1, Chien-Kuo N, Road, 

Taichung City, 40201, Taiwan. Liawyp@csmu.edu.tw. 

RESUMEN / SUMMARY:  - BACKGROUND: Numerous studies have examined the 

association between heavy metal contamination (including arsenic [As], 

cadmium [Cd], chromium [Cr], copper [Cu],  mercury [Hg], nickel [Ni], lead [Pb], 

and zinc [Zn]) and lung cancer. However, data from previous studies on 

pathological cell types are limited, particularly regarding exposure to low-dose 

soil heavy metal contamination. The purpose of this study was to explore the 

association between soil heavy metal contamination  and lung cancer incidence 

by specific cell type in Taiwan. METHODS: We conducted  an ecological study 

and calculated the annual averages of eight soil heavy metals (i.e., As, Cd, Cr, 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23575356&dopt=Abstract
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Cu, Hg, Ni, Pb, and Zn) by using data from the Taiwan Environmental 

Protection Administration from1982 to 1986. The age-standardized incidence 

rates of lung cancer according to two major pathological types (adenocarcinoma 

[AC] and squamous cell carcinoma [SCC]) were obtained from the National 

Cancer Registry Program conducted in Taiwan from 2001 to 2005. A 

geographical information system was used to plot the maps of soil heavy metal 

concentration and lung cancer incidence rates. Poisson regression models were 

used to obtain the adjusted relative ratios (RR) and 95% confidence intervals 

(CI) for the lung cancer incidence associated with soil heavy metals. RESULTS: 

For males, the trend test for lung SCC incidence caused by exposure to Cr, Cu, 

Hg, Ni, and Zn showed a statistically significant dose-response relationship. 

However, for lung AC, only Cu and Ni had a significant dose-response 

relationship. As for females, those achieving a statistically significant dose-

response relationship for the trend test were Cr (P = 0.02), Ni (P = 0.02),  and 

Zn (P= 0.02) for lung SCC, and Cu (P < 0.01) and Zn (P = 0.02) for lung AC. 

CONCLUSION: The current study suggests that a dose-response relationship 

exists between low-dose soil heavy metal concentration and lung cancer 

occurrence by specific cell-type; however, the relevant mechanism should be 

explored further. 

 

---------------------------------------------------- 

[619] 

TÍTULO / TITLE:  - ALDH7A1 expression is associated with recurrence in patients 

with surgically resected non-small-cell lung carcinoma. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Future Oncol. 2013 May;9(5):737-45. doi: 

10.2217/fon.13.19. 

 ●●Enlace al texto completo (gratuito o de pago) 2217/fon.13.19 

AUTORES / AUTHORS:  - Giacalone NJ; Den RB; Eisenberg R; Chen H; Olson SJ; 

Massion PP; Carbone DP; Lu B 

INSTITUCIÓN / INSTITUTION:  - Department of Radiation Oncology, Vanderbilt-

Ingram Cancer Center, Vanderbilt University, Nashville, TN, USA. 

RESUMEN / SUMMARY:  - Aim: The purpose of this study was to describe the 

prognostic significance of ALDH7A1 in surgically treated non-small-cell lung 

carcinoma. (NSCLC). Materials & methods: We immunohistochemically 

analyzed ALDH7A1 expression in surgically resected NSCLC from 89 patients 

using a tissue microarray. Results: ALDH7A1 staining was positive in 43 

patients and negative in 44 patients, with two tumor  sections missing. For stage 

I NSCLC patients, ALDH7A1 positivity was associated with decreased 

recurrence-free and overall survival. Multivariate analysis demonstrated that 

ALDH7A1-expressing NSCLC tumors had a significantly higher incidence of 

lung cancer recurrence compared with patients with ALDH7A1-negative  

tumors, although there was no association with overall survival. Conclusion: For  

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23647301&dopt=Abstract
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patients with NSCLC, low ALDH7A1 expression was associated with a 

decreased incidence of cancer recurrence. Specifically in stage I patients, 

negative staining for ALDH7A1 was associated with improved recurrence-free 

and overall survival, suggesting a predictive role in surgically treated patients. 

---------------------------------------------------- 

[620] 

TÍTULO / TITLE:  - P38 MAP Kinase Mediates Apoptosis After Genipin Treatment 

in Non-Small-Cell Lung  Cancer H1299 Cells via a Mitochondrial Apoptotic 

Cascade. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - J Pharmacol Sci. 2013;121(4):272-81. 

AUTORES / AUTHORS:  - Yang X; Yao J; Luo Y; Han Y; Wang Z; Du L 

INSTITUCIÓN / INSTITUTION:  - Key Laboratory of Bio-resources and Eco-

environment of the Ministry of Education, College of Life Sciences, Sichuan 

University, China. 

RESUMEN / SUMMARY:  - Genipin, an active constituent of Gardenia fruit, has 

been reported to show an anti-tumor effect in several cancer cell systems. Here, 

we demonstrate how genipin exhibits a strong apoptotic cell death effect in 

human non-small-cell lung cancer H1299 cells. Genipin-mediated decrease in 

cell viability was observed through apoptosis as demonstrated by induction of a 

sub-G1 peak through flow cytometry, DNA fragmentation measured by TUNEL 

assay, and cleavage of poly ADP-ribose-polymerase. During genipin-induced 

apoptosis, the mitochondrial execution pathway was activated by caspase-9 

and -3 activation as examined by a kinetic study, cytochrome c release, and a 

dose-dependent increase in Bax/Bcl-2 ratio. A search for the downstream 

pathway reveals that genipin-induced apoptosis was mediated by an increase in 

phosphorylated p38MAPK expression, which further activated downstream 

signaling by phosphorylating ATF-2. SB203580, a p38MAPK inhibitor, markedly 

blocked the formation of TUNEL-positive apoptotic cells in genipin-treated cells. 

Besides, the interference of p38MAPK inhibited Bax expression and 

cytochrome c release. Altogether, our observations imply that genipin causes 

increased levels of Bax in response to p38MAPK signaling, which results in the 

initiation of mitochondrial death cascade, and therefore it holds  promise as a 

potential chemotherapeutic agent for the treatment of H1299 cells. 
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[621] 

TÍTULO / TITLE:  - Prognostic significance of postoperative serum 

carcinoembryonic antigen levels in patients with completely resected 

pathological-stage I non-small cell lung cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - J Cardiothorac Surg. 2013 Apr 22;8(1):106. 

 ●●Enlace al texto completo (gratuito o de pago) 1186/1749-8090-8-106 
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AUTORES / AUTHORS:  - Kozu Y; Maniwa T; Takahashi S; Isaka M; Ohde Y; 

Nakajima T 

RESUMEN / SUMMARY:  - BACKGROUND: Until date, there are no clear 

recommendations for regular perioperative measurements of serum CEA levels 

for lung cancer in any guidelines. The purpose in the present study is to 

evaluate the prognostic significance of perioperative serum carcinoembryonic 

antigen (CEA) levels in patients with pathological-stage I non-small cell lung 

cancer (NSCLC). METHODS: We retrospectively reviewed 263 completely 

resected pathological-stage I NSCLC patients whose preoperative and 

postoperative serum CEA levels were measured. Patients were subdivided 

according to the perioperative change of CEA levels: continuously normal CEA 

levels (NN group), continuously high CEA levels (HH group), and high 

preoperative CEA levels that returned to normal levels post-operation (HN 

group). The clinicopathological factors and overall survival (OS) among these 3 

groups were compared. Univariate and multivariate analyses of  the correlation 

between clinicopathological factors and OS were performed. RESULTS: High 

preoperative CEA levels significantly correlated with men aged >70  years with 

smoking history, high serum CYFRA 21--1 levels, greater tumor diameter, 

presence of visceral pleural invasion (VPI), and moderate-to-poor 

differentiation. Five-year OS rates in the NN and HH groups were 95.5% and 

59.3%, respectively. Four-year OS rate in the HN group was 85.5%. Multivariate 

analyses  indicated tumor diameter of more than 30 mm, presence of VPI, and 

the HH group were independent unfavorable prognostic factors. 

CONCLUSIONS: A high postoperative CEA level was an independent 

unfavorable prognostic factor in pathological-stage I NSCLC patients. Patients 

with high postoperative CEA levels  may benefit from adjuvant chemotherapy. 

---------------------------------------------------- 

[622] 

TÍTULO / TITLE:  - Novel molecular tumor cell markers in regional lymph nodes 

and blood samples from patients undergoing surgery for non-small cell lung 

cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - PLoS One. 2013 May 3;8(5):e62153. doi: 

10.1371/journal.pone.0062153. Print 2013. 

 ●●Enlace al texto completo (gratuito o de pago) 

1371/journal.pone.0062153 

AUTORES / AUTHORS:  - Nordgard O; Singh G; Solberg S; Jorgensen L; 

Halvorsen AR; Smaaland R; Brustugun OT; Helland A 

INSTITUCIÓN / INSTITUTION:  - Department of Hematology and Oncology, 

Stavanger University Hospital, Stavanger,  Norway. 

RESUMEN / SUMMARY:  - INTRODUCTION: Recent evidence suggests that 

microscopic lymph node metastases and circulating tumor cells may have 

clinical importance in lung cancer. The purpose  of this study was to identify 
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new molecular markers for tumor cells in regional lymph nodes (LNs) and 

peripheral blood (PB) from patients with non-small cell lung cancer (NSCLC). 

METHODS: Candidate markers were selected based on digital transcript 

profiling and previous literature. KRT19, CEACAM5, EPCAM, DSG3, SFTPA, 

SFTPC and SFTPB mRNA levels were initially validated by real-time reverse 

transcription PCR-based quantification in 16 NSCLC tumors and 22 LNs and 12 

PB samples from individuals without known cancer. Five of the candidate 

markers were selected for secondary validation by quantification in parallel 

tumor biopsies, regional LNs and PB samples from 55 patients undergoing 

surgery for NSCLC. LN and PB marker status were compared to 

clinicopathological patient data. RESULTS: All  selected markers except DSG3 

were present at high levels in the primary tumors and at very low or non-

detectable levels in normal LNs and PB in the first round  of validation, 

indicating a potential for detecting tumor cells in NSCLC patients. The 

expression profiles of KRT19, CEACAM5, DSG3, SFTPA and SFTPC mRNA 

were confirmed in the larger group during the secondary validation. Using the 

highest normal LN level of each marker as threshold, 39 (71%) of the 55 

patients  had elevated levels of at least one marker in regional LNs. Similarly, 

26 (47%) patients had elevated levels of at least one marker in PB. A 

significantly higher number of patients with adenocarcinomas had positive LN 

status for these markers, compared with other histological types (P = 0.004). 

CONCLUSIONS: Several promising molecular tumor cell markers in regional 

LNs and PB were identified, including the new SFTPA and SFTPC mRNAs. 

Clinical follow-up in a larger cohort is needed to elucidate their prognostic value. 
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RESUMEN / SUMMARY:  - The aim of this study was to investigate the prognostic 

value of tumor markers in operable non-small cell lung cancer (NSCLC) 

patients. A total of 481 NSCLC patients were enrolled in the present study. High 

levels of neuron-specific enolase (NSE), carbohydrate antigen 125 (CA125) and 

squamous cell carcinoma antigen (SCC) were detected in 306 (63.6%), 89 

(18.5%) and 125 (26.0%) patients,  respectively. Seventy-eight of 481 patients 

died of disease progression, and the  median disease-free survival (DFS) and 
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overall survival (OS) were 16.0 and 21.0 months, respectively. The three-year 

DFS rate was 56.7%, and the OS rate was 75.3%. For serum NSE, the three-

year cumulative DFS rate for the normal and elevated group was 67.7% and 

51.8% (p = 0.007). The OS in patients with high and  normal levels of NSE was 

34.0 months and 48.0 months, respectively. The median DFS was 46.0 months 

versus 32.0 months (p = 0.001), and the OS was 48.0 months versus 44.0 

months (p = 0.001) in patients with normal and high levels of CA125.  For 

patients with squamous cell carcinoma, the overall survival was significantly 

shorter in patients with elevated levels of SCC (p = 0.041). In the multivariate  

analysis high levels of NSE, CA125 and clinical stage were signi fi cantly 

correlated with worse prognosis (p < 0.05). Patients with all three tumor markers 

elevated presented the worst prognosis (p < 0.05). In our analysis, high levels 

of preoperative serum NSE and CA125 are correlated with worse survival in 

operable NSCLC patients. 
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RESUMEN / SUMMARY:  - BACKGROUND: While video-assisted thoracic surgery 

lobectomy has been widely accepted for the treatment of non-small cell lung 

cancer, the debate over video-assisted thoracic surgery segmentectomy still 

remains. This study compared  the clinical outcomes using the two procedures 

for stage I non-small cell lung cancer patients. METHODS: Retrospective 

review was conducted on patients who underwent video-assisted thoracic 

surgery segmentectomy or lobectomy for clinical stage I non-small cell lung 

cancer at Shanghai Chest Hospital between November 2009 and May 2012. 

Video-assisted thoracic surgery segmentectomy was performed on 36 patients 

and video-assisted thoracic surgery lobectomy on 138 patients. Comparisons 

between the 2 groups were performed in patient demographic and clinical 

characteristics, intraoperative parameters and oncology outcomes. RESULTS: 

Mean volume of chest tube drainage after operation was smaller for 

segmentectomy than for lobectomy (1021 ml vs. 1328 ml, P=0.036). Other 

parameters analysis including blood loss, operation time, chest tube duration 

and length of  hospital stay favors the segmentectomy group numerically 
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without significance. There was no significant difference in distributions in both 

intra and post operative complications. There was one peri-operative mortality 

from segmentectomy group and all other patients are alive with a median follow 

up of 327 days. There were 1 (2.8%) locoregional recurrence after 

segmentectomy and 6 recurrences (4.4%) after lobectomy (P=1.00). 

Multivariate survival analysis revealed no significant difference in recurrence-

free survivals between the two groups. Two patients successfully underwent 

bilateral segmentectomies and are free of disease. CONCLUSIONS: For 

patients with stage I non-small cell lung cancer, video-assisted thoracic surgery 

segmentectomy offers a safe and equally effective option and can be applied to 

complicated operation such as bilateral segmentectomy. 
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RESUMEN / SUMMARY:  - Background: This study was to evaluate the survival of 

patients with pleural and  intraperitoneal malignant mesothelioma and to 

investigate the efficacy of chemotherapy (CT) as well as radiotherapy (RTH) 

and surgery compared to best supportive care (BSC). Materials and Methods: 

Forty patients with malignant mesothelioma (38 with pleural and 2 with 

intraperitoneal) were enrolled. Twenty seven patients underwent (CT) 

chemotherapy of which 2 also received (RTH) and surgery was only for biopsy 

in 15/40. Combination chemotherapy included cisplatin-gemcitabine, cisplatin-

navelbine and cisplatin (or carboplatin) with premetrexed. Thirteen patients 

received only best supportive care. Results: A total of 12 (30%) patients were 

male, and 28 (70%) female. Median age was 54.0 years and the male/female 

ratio was ½.33 (P=0.210). Residential exposure played a major role in two 

regions, Helwan and Shoubra, in 20% and 15%, respectively. Overall mean 

survival time was 13.9+/-2.29 months. That for patients who had received best 

supportive care was 7.57+/-1.85 months, for chemotherapy was 16.5+/-3.20 

months, and multimodality treatment regimen 27+/-21.0 months (P=0.028). 

Kaplan-Meier survival did not significantly vary for sex, residence and the 

pathological types epithelial, mixed and sarcomatous. The median survival for 

performance status and treatment modalities was significant (P=0.001 and 

0.028). Best supportive care using opioids with a mean dose of 147.1 mg 

(range 0-1680) of morphine sulphate produced good subjective response and 

reasonable quality of life but did not affect survival. Conclusions: We conclude 
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that CT prolongs survival compared to BSC in patients with malignant 

mesothelioma. Moreover, using escalating doses of opioids provides good pain 

relief and subjective responses. 
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RESUMEN / SUMMARY:  - BACKGROUND: Bevacizumab requires some unique 

eligibility criteria, such as absence of hemoptysis and major blood vessel 

invasion by the tumor. The prognostic impact of these bevacizumab-specific 

criteria has not been evaluated.  METHODS: Patients with stage IIIB/IV, non-

squamous non-small cell lung cancer who started chemotherapy before the 

approval of bevacizumab were reviewed. Patients with impaired organ function, 

poor performance status or untreated/symptomatic brain metastasis were 

excluded before the evaluation of bevacizumab eligibility.  We compared overall 

survival and time to treatment failure among patients who were eligible (Group 

A) or ineligible (Group B) to receive bevacizumab. RESULTS:  Among 283 

patients with stage IIIB/IV non-squamous non-small cell lung cancer, eligibility 

for bevacizumab was evaluated in 154 patients. Fifty-seven patients were 

considered ineligible (Group B) based on one or more of a history of hemoptysis 

(n = 20), major blood vessel invasion (n = 43) and cardiovascular disease (n = 

8). The remaining 97 patients were classified into Group A. Overall  survival 

was significantly better in Group A (median, 14.6 months) than in Group  B 

(median, 7.1 months; p<0.0001). Time to treatment failure was also significantly 

longer in Group A (median, 6.9 months) than in Group B (median, 3.0 months; 

p<0.0001). Adjusted hazard ratios of bevacizumab eligibility for overall  survival 

and time to treatment failure were 0.48 and 0.38 (95% confidence intervals, 

0.33-0.70 and 0.25-0.58), respectively. CONCLUSION: Eligibility for 

bevacizumab itself represents a powerful prognostic factor for patients with non-

squamous non-small cell lung cancer. The proportion of patients who 

underwent first-line chemotherapy without disease progression or unacceptable 
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toxicity can  also be biased by bevacizumab eligibility. Selection bias can be 

large in clinical trials of bevacizumab, so findings from such trials should be 

interpreted with extreme caution. 
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RESUMEN / SUMMARY:  - Cardiotoxicity is a well known consequence of cancer 

chemotherapy. Cisplatin-based combinations are standard regimens in the 

therapy of advanced non-small cell lung cancer. Administration of cisplatin-

containing chemotherapy causes significant oxidative and nitrosative stress in 

some patients. Cardiac blood biomarkers can be used to evaluate cardiac 

status, may help to identify patients at risk myocardial damage evaluation and 

are able to detect subclinical, early-stage cisplatin-induced cardiotoxicity. The 

relevance of cardiovascular complications in cancer patients and identification 

of individual risk factors for developing cardiovascular toxicity merit further 

evaluation and a longer follow-up is needed. 
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RESUMEN / SUMMARY:  - BACKGROUND: We aimed to investigate the 

correlation of maximum standardized uptake value (SUVmax) with pathological 

characteristics of primary tumor and to determine a Tumor/ Lymph node (T/LN) 
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SUVmax ratio predicting metastasis to lymph  nodes in NSCLC patients. 

METHODS: Eighty-one NSCLC patients who had PET/CT examination at initial 

staging and subsequently underwent surgical resection were retrospectively 

evaluated. There were 100 PET/CT positive mediastinal or hilar lymph node 

stations. Pathological characteristics of the tumor such as largest tumor 

diameter, tumor histology, differentiation, number of mitosis, degree of stromal 

inflammation, necrosis; etiology of PET/CT positive lymph node stations;  

SUVmax of primary tumor and positive lymph node stations were recorded. A 

T/LN SUVmax ratio was calculated for each lymph node station. RESULTS: 

SUVmax of the primary tumor was positively correlated with the largest tumor 

diameter (p=0.001, r=0.374), number of mitosis (p<0.001, r=0.405), and 

postoperative pathological stage (p=0.007, r=0.298). Patients with squamous 

cell carcinoma had a statistically significant higher mean SUVmax, number of 

mitosis and advanced N stages compared to adenocarcinoma. The etiology of 

100 PET/CT positive lymph node stations were metastasis in 14, anthracosis in 

40, reactive in 39, granulomatous  in 4, and silicosis in 3 patients. A T/LN 

SUVmax ratio of 5 or lower was suggestive for a malignant lymph node with a 

sensitivity of 92.8% and specificity of 47%. CONCLUSIONS: SUVmax of a 

primary tumor is related to certain pathological characteristics, such as largest 

diameter, histology, and number of mitosis. A T/LN SUVmax ratio lower than 5 

predicts the metastasis to lymph nodes with a high sensitivity. 
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RESUMEN / SUMMARY:  - Lung adenocarcinoma, accounting for approximately 

70% of non-small cell lung cancer, is becoming more frequently detected, and is 

a radiologically, histomorphologically, molecularly, and clinically heterogeneous 

tumor with a broad range of malignant behavior. Histologic subtyping is an 

important independent prognostic variable in lung adenocarcinoma. In the 2011 

IASLC/ATS/ERS classification, the term bronchioloalveolar carcinoma is 

eliminated, adenocarcinoma in situ and minimally invasive adenocarcinoma are 

defined, and the term lepidic is resurrected. The impact of subtyping on patient 

survival according to the 2011 classification is independent of known prognostic 
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factors,  such as TNM stage. The role of clinical decision making for treating 

lung adenocarcinoma is predominantly based on subtyping similar to that of 

breast and  prostate cancer. 
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RESUMEN / SUMMARY:  - We present an uncommon case of a carcinoid tumour 

of the bronchus that was diagnosed during pregnancy in a 28-year-old woman. 

The patient was admitted at the emergency department with massive 

haemoptysis. Owing to the patient’s critical condition, she underwent urgent 

flexible bronchoscopy. Bleeding was controlled by local injection of 500 mg 

tranexamic acid and electrocautery. After the bleeding has stopped, multiple 

specimens were taken. Histological examination confirmed typical carcinoid 

tumour. Owing to repeated haemoptysis, she was treated with bronchoscopic 

(electrocautery) therapy, and, after delivery, she underwent pulmonary 

lobectomy. Only a few similar cases were found in the literature reporting 

bronchopulmonary carcinoid tumour during pregnancy and we could not find 

any similar case which was treated by electrocautery. 
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RESUMEN / SUMMARY:  - BACKGROUND: Epidermal growth factor receptor 

(EGFR) gene mutations identify patients with non-small cell lung cancer 

(NSCLC) who have a high likelihood of benefiting from treatment with anti-

EGFR tyrosine kinase inhibitors. Sanger sequencing is widely used for mutation 

detection but can be technically challenging, resulting in longer turn-around-

time, with limited sensitivity for low levels of mutations. This manuscript details 

the technical performance verification studies and external clinical 

reproducibility studies of the cobas EGFR Mutation Test, a rapid multiplex real-

time PCR assay designed to detect 41 mutations in exons 18, 19, 20 and 21. 

METHODS: The assay’s limit of detection was determined using 25 formalin-

fixed paraffin-embedded tissue (FFPET)-derived and plasmid DNA blends. 

Assay performance for a panel of 201 specimens was compared against 

Sanger sequencing with resolution of discordant specimens by quantitative 

massively parallel pyrosequencing (MPP). Internal and external reproducibility 

was assessed using specimens tested in duplicate by different operators, using 

different reagent lots, instruments and at different sites. The effects on the 

performance of the cobas EGFR test of endogenous substances and nine 

therapeutic  drugs were evaluated in ten FFPET specimens. Other tests 

included an evaluation of the effects of necrosis, micro-organisms and 

homologous DNA sequences on assay performance, and the inclusivity of the 

assay for less frequent mutations. RESULTS: A >95% hit rate was obtained in 

blends with >5% mutant alleles, as determined by MPP analysis, at a total DNA 

input of 150 ng. The overall percent agreement between Sanger sequencing 

and the cobas test was 96.7% (negative percent agreement 97.5%; positive 

percent agreement 95.8%). Assay repeatability was 98% when tested with two 

operators, instruments, and reagent lots. In the external reproducibility study, 

the agreement was > 99% across all sites, all operators and all reagent lots for 

11/12 tumors tested. Test performance was not  compromised by endogenous 

substances, therapeutic drugs, necrosis up to 85%, and  common micro-

organisms. All of the assessed less common mutations except one (exon 19 

deletion mutation 2236_2248 > AGAC) were detected at a similar DNA input 

level as that for the corresponding predominant mutation. CONCLUSION: The 

cobas EGFR Mutation Test is a sensitive, accurate, rapid, and reproducible 

assay. 
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RESUMEN / SUMMARY:  - OBJECTIVES: Pemetrexed is a thymidylate synthase 

(TS) inhibitor and is effective  in non-small cell lung cancer (NSCLC). 3’-deoxy-

3’-[18F]fluorothymidine ((18)F-FLT), a proliferation marker, could potentially 

identify tumor specific TS-inhibition. The aim of this study was to investigate the 

effect of pemetrexed-induced TS-inhibition on (18)F-FLT uptake 4 hours after 

pemetrexed administration in metastatic NSCLC patients. METHODS: Fourteen 

NSCLC patients underwent dynamic (18)F-FLT positron emission tomography 

(PET) scans at baseline  and 4 hours after the first dose of pemetrexed. 

Volumes of interest were defined  with a 41%, 50% and 70% threshold of the 

maximum pixel. Kinetic analysis and simplified measures were performed. At 

one, two, four and six hours after pemetrexed, plasma deoxyuridine was 

measured as systemic indicator of TS-inhibition. Tumor response measured 

with response evaluation criteria in solid tumors (RECIST), time to progression 

(TTP) and overall survival (OS) were determined. RESULTS: Eleven patients 

had evaluable (18)F-FLT PET scans at baseline and 4 hours after pemetrexed. 

Two patients had increased (18)F-FLT uptake of 35% and 31% after 

pemetrexed, whereas two other patients had decreased  uptake of 31%. In the 

remaining seven patients (18)F-FLT uptake did not change beyond test-retest 

borders. In all patients deoxyuridine levels raised after administration of 

pemetrexed, implicating pemetrexed-induced TS-inhibition. (18)F-FLT uptake in 

bone marrow was significantly increased 4 hours after pemetrexed 

administration. Six weeks after the start of treatment 5 patients had  partial 

response, 4 stable disease and 2 progressive disease. Median TTP was 4.2  

months (range 3.0-7.4 months); median OS was 13.0 months (range 5.1-30.8 

months). Changes in (18)F-FLT uptake were not predictive for tumor response, 

TTP or OS. CONCLUSIONS: Measuring TS-inhibition in a clinical setting 4 

hours after pemetrexed revealed a non-systematic change in (18)F-FLT uptake 

within the tumor. No significant association with tumor response, TTP or OS 

was observed. 
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RESUMEN / SUMMARY:  - BACKGROUND: Most of the metastatic lung lesions are 

relatively high contrast in comparison to the lung background and easily 

detected in non-contrast enhancement chest computed tomography alone 

(NECCT). Pediatric patients may get benefit from  its minimal radiation dose 

and lack of adverse reaction from iodinated contrast agent. OBJECTIVE: To 

compare effectiveness of non-contrast enhancement chest computed 

tomography (NECCT) in detecting thoracic metastasis with full protocol chest 

computed tomography (FPCCT) (chest computed tomography with and without 

contrast) in non-hematologic extrathoracic malignancy in children. MATERIAL 

AND METHOD: Both NECCT and FPCCT were evaluated in 50 pediatric 

patients with non-hematologic extrathoracic malignancy retrospectively. Lung 

nodules, ground glass opacities, interlobular septal thickening, pleural effusion, 

pleural thickening, pericardial effusion, endobronchial lesion, and intravascular 

metastasis were evaluated separately on each CT protocol by two radiologists. 

RESULTS: Thirty boys and 20 girls were included in the present study (mean 

age =  10 years and 3 months). The lesions include nodule (333 detected by 

NECCT (median = 3), 336 detected by CECCT (median = 3)), ground glass 

opacity (12 detected by NECCT (median = 0), 15 detected by CECCT (median 

= 0)), interlobular septal thickening (12 detected by NECCT (median = 0), 11 

detected by CECCT (median = 0)). There was 100 percent match of calcified 

nodules (n = 36), pleural effusion  (n = 1), pleural thickening (n = 3), 

intravascular thrombus (n = 2), and mediastinal lymph node (n = 1) between 

NECCT and FPCCT studies. There was no statistically significant different in 

capability of demonstrating all lesions between NECCT and FPCCT. Most of the 

discrepancies between NECCT and FPCCT were from motion artifact, 

inadequate inspiration, and radiologist’s opinion rather than effect of contrast 

agent administration itself CONCLUSION: NECCT is as effective as FPCCT in 

evaluation of pulmonary metastasis in non-hematologic extrathoracic 

malignancies. For evaluation of lung metastases in this population, NECCT 

alone is sufficient. 
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TÍTULO / TITLE:  - Can exercise capacity assessed by the shuttle walk test predict 

the development of post-operative complications in patients with lung cancer? 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Tuberk Toraks. 2013;61(1):28-32. 
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AUTORES / AUTHORS:  - Erdogan Y; Gunay E; Ergun P; Kaymaz D; Temiz G; 

Karaoglanoglu N 

INSTITUCIÓN / INSTITUTION:  - Clinic of 7th Chest Diseases, Ataturk Chest 

Diseases and Chest Surgery Training and Research Hospital, Ankara, Turkey. 

RESUMEN / SUMMARY:  - INTRODUCTION: The objective of this study was to 

assess the role of shuttle walk  test in predicting post-operative complications in 

lung cancer resection surgery. PATIENTS AND METHODS: A consecutive 

series of patients who were candidate for lung resection surgery with the 

diagnosis of early stage lung cancer were included to this study. All patients in 

this study evaluated for exercise capacity testing with shuttle walk test. 

RESULTS: Twenty for patients were included in this study. Mean age was 61.5 

+/- 8.6 years. Pneumonectomy, lobectomy, bilobectomy and wedge resection 

were performed in 11 (46%), 10 (42%),  2 (8%), and 1 (4%) patients, 

respectively. Complications occurred only in six patients. There was no 

statistically significant relationship between risk for development of post-

operative complication and age, incremental shuttle walk test, endurance 

shuttle walk test and exercise capacity evaluated with peak VO(2) 

(mL/kg/minute) (p> 0.05). CONCLUSION: Shuttle walk tests (incremental and 

enduronce) had a limited role in predicting post-operative complications in lung  

cancer resections. 
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[635] 

TÍTULO / TITLE:  - Bone metastases with nerve root compression as a late 

complication in patient with epithelial pleural mesothelioma. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - J Thorac Dis. 2013 Apr;5(2):E35-7. doi: 

10.3978/j.issn.2072-1439.2012.07.08. 

 ●●Enlace al texto completo (gratuito o de pago) 3978/j.issn.2072-

1439.2012.07.08 

AUTORES / AUTHORS:  - Cedres S; Farinas L; Stejpanovic N; Martinez P; 

Martinez A; Zamora E; Montero MA; Felip E 

INSTITUCIÓN / INSTITUTION:  - Medical Oncology Service, Vall d’Hebron 

University Hospital, Barcelona, España ; Universidad Autonoma de Barcelona, 

Vall d’Hebron University Hospital, Barcelona,  España. 

RESUMEN / SUMMARY:  - Malignant pleural mesothelioma (MPM) is an 

aggressive tumor with dismal prognoses and poor response to treatments. The 

most frequent symptoms are due to local invasion. Distant metastases are not 

uncommon and usually appear at late stage of the disease. However, 

metastases in bone have rarely been well documented. Here we report the case 

of a MPM patient with nerve root compression due to bone metastases 18 

months after the first diagnoses of MPM. 

---------------------------------------------------- 

[636] 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23585954&dopt=Abstract
http://dx.doi.org/10.3978/j.issn.2072-1439.2012.07.08
http://dx.doi.org/10.3978/j.issn.2072-1439.2012.07.08


495 

 

TÍTULO / TITLE:  - Multidisciplinary team-based approach for comprehensive 

preoperative pulmonary rehabilitation including intensive nutritional support for 

lung cancer patients. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - PLoS One. 2013;8(3):e59566. doi: 

10.1371/journal.pone.0059566. Epub 2013 Mar 15. 

 ●●Enlace al texto completo (gratuito o de pago) 

1371/journal.pone.0059566 

AUTORES / AUTHORS:  - Harada H; Yamashita Y; Misumi K; Tsubokawa N; 

Nakao J; Matsutani J; Yamasaki M; Ohkawachi T; Taniyama K 

INSTITUCIÓN / INSTITUTION:  - Department of Respiratory Surgery, National 

Hospital Organization Kure Medical Center and Chugoku Cancer Center, Kure, 

Japan. haradah@kure-nh.go.jp 

RESUMEN / SUMMARY:  - BACKGROUND: To decrease the risk of postoperative 

complication, improving general and pulmonary conditioning preoperatively 

should be considered essential for patients scheduled to undergo lung surgery. 

OBJECTIVE: The aim of this study is to develop a short-term beneficial program 

of preoperative pulmonary rehabilitation for lung cancer patients. METHODS: 

From June 2009, comprehensive preoperative pulmonary rehabilitation (CHPR) 

including intensive nutritional support was performed prospectively using a 

multidisciplinary team-based approach. Postoperative complication rate and the 

transitions of pulmonary function in CHPR were compared with historical data of 

conventional preoperative  pulmonary rehabilitation (CVPR) conducted since 

June 2006. The study population was limited to patients who underwent 

standard lobectomy. RESULTS: Postoperative  complication rate in the CVPR 

(n = 29) and CHPR (n = 21) were 48.3% and 28.6% (p  = 0.2428), respectively. 

Those in patients with Charlson Comorbidity Index scores >/=2 were 68.8% (n = 

16) and 27.3% (n = 11), respectively (p = 0.0341) and those  in patients with 

preoperative risk score in Estimation of Physiologic Ability and Surgical Stress 

scores >0.3 were 57.9% (n = 19) and 21.4% (n = 14), respectively  (p = 0.0362). 

Vital capacities of pre- and post intervention before surgery in the CHPR group 

were 2.63+/-0.65 L and 2.75+/-0.63 L (p = 0.0043), respectively; however, their 

transition in the CVPR group was not statistically significant (p  = 0.6815). 

Forced expiratory volumes in one second of pre- and post intervention  before 

surgery in the CHPR group were 1.73+/-0.46 L and 1.87+/-0.46 L (p = 0.0012), 

respectively; however, their transition in the CVPR group was not statistically 

significant (p = 0.6424). CONCLUSIONS: CHPR appeared to be a beneficial 

and effective short-term preoperative rehabilitation protocol, especially in 

patients with poor preoperative conditions. 
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TÍTULO / TITLE:  - Continued erlotinib maintenance and salvage radiation for 

solitary areas of disease progression: a useful strategy in selected non-small 

cell lung cancers? 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Clin Transl Oncol. 2013 Apr 20. 

 ●●Enlace al texto completo (gratuito o de pago) 1007/s12094-013-1035-

z 

AUTORES / AUTHORS:  - Marquez-Medina D; Chachoua A; Martin-Marco A; Desai 

AM; Garcia-Reglero V; Salud-Salvia A; Muggia F 

INSTITUCIÓN / INSTITUTION:  - Medical Oncology Department, University Hospital 

Arnau de Vilanova, Avda. Rovira  Roure, Lleida, España, 

dmarmed@hotmail.com. 

RESUMEN / SUMMARY:  - PURPOSE: Advanced non-small cell lung cancer 

(NSCLC) is a common and lethal malignancy that has rarely benefited from 

chemotherapy. Erlotinib is highly effective in NSCLC patients selected by 

clinical characteristics and/or the presence of epidermal growth factor receptor-

sensitizing mutations. However, the  way to delay or bypass erlotinib resistance 

is not systematically addressed. Different erlotinib-failure modes have been 

reported in NSCLC, and strategies to  prolong erlotinib efficacy are perhaps 

adaptable to them. We report the feasibility and efficacy of continued erlotinib 

maintenance and local salvage radiation to overcome erlotinib resistances in 

selected NSCLC patients. PATIENTS  AND METHODS: Thirty of 52 

consecutive erlotinib-treated advanced NSCLC from the NYU Langone Medical 

Center and the Arnau de Vilanova Hospital of Lleida responded initially to 

erlotinib. Twenty-six patients eventually showed a generalized-progression to 

erlotinib, and four progressed in solitary tumor sites. These four patients were 

treated with continued erlotinib maintenance and  local salvage radiation. 

RESULTS: The progression-free survival (PFS) was statistically similar in 

patients with oligo or generalized-progression to erlotinib. However, all four 

cases with solitary-progression did benefit from continued erlotinib maintenance 

and salvage radiation with 41-140 % prolongation  of PFS. It was reflected in an 

improved overall survival when they were compared  with patients with 

generalized-progression (76.4 vs. 19.9 months; p = 0.018). CONCLUSION: 

Continued erlotinib maintenance and local salvage radiation is feasible and 

could contribute to a better outcome in selected NSCLC patients with solitary-

progression to erlotinib. Prospective randomized trials of this strategy are 

warranted. 
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TÍTULO / TITLE:  - In lung cancer patients where a malignant pleural effusion is 

found at operation  could resection ever still be justified? 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Interact Cardiovasc Thorac Surg. 2013 May 8. 
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 ●●Enlace al texto completo (gratuito o de pago) 1093/icvts/ivt153 

AUTORES / AUTHORS:  - Fiorelli A; Santini M 

INSTITUCIÓN / INSTITUTION:  - Thoracic Surgery Unit, Second University of 

Naples, Naples, Italy. 

RESUMEN / SUMMARY:  - A best evidence topic in thoracic surgery was written 

according to a structured protocol. The question addressed was whether 

surgery could ever be justified in non-small cell lung cancer patients with an 

unexpected malignant pleural effusion at surgery. Eight papers were chosen to 

answer the question. The authors, journal, date and country of publication, 

patient group studied, study type, relevant outcomes and results of these 

papers were tabulated. Study limitations included a lack of retrospective 

studies, the heterogeneous patient population and various treatments applied. 

Three papers found that surgery-compared to exploratory thoracotomy-was 

associated with a survival advantage in cases of minimal pleural disease. One 

paper showed that the median survival time of 58.8 months in patients with 

pleural effusion was better than that of patients with more extensive pleural 

dissemination as pleural nodule (10 months; P = 0.0001) or pleural nodule with 

effusion (19.3 months; P = 0.019). Another study showed that  pleural effusion 

patients with N0-1 status had a median survival time more than 5 years longer 

than patients with similar or more extensive pleural dissemination but with N2-

N3 status. A further study showed a better 5-year survival time in patients with 

pleural effusion, than in patients with pleural nodule (22.9% vs. 8.9%, 

respectively; P = 0.45). In two papers, surgery vs. exploratory thoracotomy had 

better survival in cases of N0 status and of complete tumour resection 

independently of pleural dissemination. Different strategies were employed to 

obtain freedom from macroscopic residual tumour, including pneumonectomy, 

lobar resection or, to a lesser extent, pleurectomy in patients having pleural 

dissemination. Only one paper reported a worse median survival time after 

pneumonectomy than for more limited resections (12.8 vs. 24.1 months, 

respectively; P = 0.0018). In the remaining papers, no comparison between the 

different resections was made. In all studies except one, surgery was a 

component of multimodal treatment. Intrapleural chemotherapy was largely 

applied with systemic adjuvant chemotherapy and/or radiotherapy. The study 

period and/or year  of publication of most papers was 10 years or more, this 

may explain the different chemotherapy regimens used in the various studies. 

No current guidelines support surgery over conservative therapy and the 

identified studies in this review are not strong enough to change this 

recommendation. 
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TÍTULO / TITLE:  - Fast-tracking investigation and staging of patients with lung 

cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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REVISTA / JOURNAL:  - Thorac Surg Clin. 2013 May;23(2):187-91. doi: 

10.1016/j.thorsurg.2013.01.012. Epub 2013 Feb 9. 

 ●●Enlace al texto completo (gratuito o de pago) 

1016/j.thorsurg.2013.01.012 

AUTORES / AUTHORS:  - Shamji FM; Deslauriers J 

INSTITUCIÓN / INSTITUTION:  - Division of Thoracic Surgery, Ottawa Hospital, 501 

Smyth Road, Room 6362, Box 708, Ottawa, Ontario K1H 8L6, Canada. 

fshamji@ottawahospital.on.ca 

RESUMEN / SUMMARY:  - Standardized clinical care pathways for the 

investigation of patients with lung cancer allow for a reduction in the time 

interval between suspicion of lung cancer and treatment, lower costs, increased 

patient satisfaction, and quality of care. It may also be associated with a modest 

increase in survival. 
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TÍTULO / TITLE:  - Pleurodesis with povidone-iodine, as an effective procedure in 

management of patients with malignant pleural effusion. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - J Thorac Dis. 2013 Apr;5(2):141-4. doi: 

10.3978/j.issn.2072-1439.2013.02.02. 

 ●●Enlace al texto completo (gratuito o de pago) 3978/j.issn.2072-

1439.2013.02.02 

AUTORES / AUTHORS:  - Godazandeh G; Qasemi NH; Saghafi M; Mortazian M; 

Tayebi P 

INSTITUCIÓN / INSTITUTION:  - Department of Thoracic Surgery, School of 

Medicine, Mazandaran University of Medical Sciences, Sari, Iran. 

RESUMEN / SUMMARY:  - OBJECTIVE: Overtime, malignant pleural effusion 

(MPE) arises in advanced-stages of malignancies and frequently heralds a poor 

prognosis. If the underlying malignancy is chemo sensitive, systemic 

chemotherapy may control pleural effusion. A common method for the 

management of the patients with refractory MPE  is pleurodesis through the 

introduction of sclerosing agents such as talc, bleomycin administered/instilled 

into the pleural cavity. However, the present prospective study aimed to 

investigate the efficacy and safety of pleurodesis with povidone-iodine 

(Betadine) in patients with MPE admitted in Sari General Hospital during 2008-

2011. METHODS: Thirty-six patients who underwent pleurodesis by instilling 

povidone-iodine through a thoracostomy tube, as a bedside procedure were 

enrolled in the study. For evaluating the effect of povidone-iodine on thyroid 

gland, the authors measured the thyroid function tests before and after the 

pleurodesis at 1 week. RESULTS: The response to this procedure was 

complete in 26 patients (72.2%) and partial in 7 patients (19.4%). Treatment 

failure was displayed in 3 patients (8.3%). The overall success rate was 91.6%. 

In post-procedure, the most common complaints of the patients were pain 
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(35.9%) followed by dyspnea, burning and fever. Povidone-iodine does not 

affect on thyroid function tests. CONCLUSIONS: Povidone-iodine is an 

effective, inexpensive, safe and feasible agent for chemical pleurodesis in 

management of MPE. 
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[641] 

TÍTULO / TITLE:  - Complete response of 7 years’ duration after 

chemoradiotherapy followed by gefitinib in a patient with intramedullary spinal 

cord metastasis from lung adenocarcinoma. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - J Thorac Dis. 2013 Apr;5(2):E65-7. doi: 

10.3978/j.issn.2072-1439.2012.12.09. 

 ●●Enlace al texto completo (gratuito o de pago) 3978/j.issn.2072-

1439.2012.12.09 

AUTORES / AUTHORS:  - Hata Y; Takai Y; Takahashi H; Takagi K; Isobe K; 

Hasegawa C; Shibuya K; Goto H; Tamaki K; Sato F; Otsuka H 

INSTITUCIÓN / INSTITUTION:  - Department of Chest Surgery, Toho University 

Omori Medical Center, Tokyo, Japan; 

RESUMEN / SUMMARY:  - Intramedullary spinal cord metastasis is a rare but 

serious complication which causes rapid progression of neurological deficits. 

Here we report a 35-year-old man presenting with increasing leg pain and gait 

disturbance, 8 months after surgery for lung adenocarcinoma. Spinal magnetic 

resonance imaging revealed an intramedullary tumor at the Th7/8 level. 

Radiotherapy at 35 Gy resulted in transient symptomatic improvement, but 

during chemotherapy with vinorelbine and cisplatin, symptoms worsened again. 

Gefitinib was then administered; the patient  improved after 2 weeks and has 

now maintained a complete response for 7 years. 
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TÍTULO / TITLE:  - Adrenal gland non-Hodgkin’s lymphoma in a patient with 

pulmonary adenocarcinoma. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - British Medical J (BMJ). Acceso gratuito al texto 

completo. 

 ●●Enlace a la Editora de la Revista http://bmj.com/search.dtl   

 ●●Cita: British Medical J. (BMJ): <> Case Rep. 2013 May 15;2013. pii: 

bcr2013009318. doi: 10.1136/bcr-2013-009318. 

 ●●Enlace al texto completo (gratuito o de pago) 1136/bcr-2013-009318 

AUTORES / AUTHORS:  - D’Antonio A; Addesso M; Caleo O; Caleo A 

INSTITUCIÓN / INSTITUTION:  - Department of Pathologic Anatomy, AUO San 

Giovanni di Dio e Ruggi d’Aragona, Salerno, Italy. 

RESUMEN / SUMMARY:  - Although primary neoplasms of adrenal gland are 

uncommon, adrenal metastases are  frequently encountered in patients with 
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malignancy, and lung is the most common primary tumour site. Among primary 

tumours of the adrenal gland non-Hodgkin’s lymphoma (NHL) is a very rare 

entity. We describe a case of a 79-year-old man with a previous diagnosis of 

adenocarcinoma of the lung who presented after 2 years with a unilateral 

adrenal gland mass. A solitary metastasis from pulmonary  carcinoma was 

suspected and a laparoscopic adrenalectomy was performed. Histological 

examination revealed a diffuse large B-cell NHL. The patient was treated with 

CHOP regimen plus rituximab and a total remission was achieved. After an 8-

month follow-up the patient was free of disease. This is the first reported case of 

a rare non-synchronous tumoral combination involving lung and adrenal gland, 

emphasising at the incidental discovery of the NHL during a procedure 

performed for a pulmonary adenocarcinoma. 

---------------------------------------------------- 

[643] 

TÍTULO / TITLE:  - Assessment of recurrence of non-small cell lung cancer after 

therapy using CT and Integrated PET/CT. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Pneumonol Alergol Pol. 2013;81(3):214-20. 

AUTORES / AUTHORS:  - Opoka L; Szolkowska M; Podgajny Z; Kunikowska J; 

Baranska I; Blasinska-Przerwa K; Jakubowska L; Rudzinski P; Bestry I; 

Roszkowski-Sliz K 

INSTITUCIÓN / INSTITUTION:  - Department of Radiology, National Tuberculosis 

and Lung Diseases R esearch Institute, Warsaw, Poland. lucyna.opoka@wp.pl 

RESUMEN / SUMMARY:  - INTRODUCTION: Non-small cell lung cancer (NSCLC) 

has become the leading cause of  cancer-related deaths in Poland. Follow-up of 

patients with NSCLC is aimed at early detection of local recurrence, metastatic 

process, treatment-related complications or second primary lung cancer. We 

investigated the diagnostic accuracy of FDG-PET-CT in the detection of 

recurrence of NSCLC after treatment. MATERIAL AND METHODS: Seventy-

two NSCLC patients (19 females, 56 males), stage I  to IV, who had undergone 

surgery and/ /or radiation therapy, occasionally associated with chemotherapy, 

were retrospectively included in our study. Chest radiographs and thoracic 

computed tomography (CT) were performed to localize the  abnormality prior to 

PET-CT. All the patients underwent CT and PET-CT in the period from January 

2008 until January 2012. All PET images were interpreted in conjunction with 

thoracic CT. PET-CT and CT diagnoses were correlated with pathological 

diagnoses. RESULTS: Forty-five patients had recurrent tumour. Tumour 

recurrence was observed more often in men than in women and also in case of 

neoplastic cell emboli in lymphatic or blood vessels. In three patients second 

primary lung cancer was diagnosed. False positive diagnosis of relapse based 

on PET-CT was obtained in 4 patients, mainly due to inflammatory lesions. The 

accuracy of PET-CT for diagnosis of recurrence was 94.4% (95% CI 91; 100). 

CONCLUSIONS: FDG PET-CT was the best method to differentiate recurrent 
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bronchogenic carcinoma from inflammatory lesions, especially at post-

therapeutic  sites. It has been shown that PET-CT is more accurate method 

than CT in recurrent NSCLC. PET-CT results had a further impact on the 

clinical management and treatment planning. 
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TÍTULO / TITLE:  - In vitro and in vivo Evaluation of the Antitumor Efficiency of 

Resveratrol Against Lung Cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Asian Pac J Cancer Prev. 2013;14(3):1703-6. 

AUTORES / AUTHORS:  - Yin HT; Tian QZ; Guan L; Zhou Y; Huang XE; Zhang H 

INSTITUCIÓN / INSTITUTION:  - Department of Radiotherapy, the Central Hospital 

of Xuzhou, Affiliated Hospital of Southeast University, Xuzhou, China E-mail : 

huangxinen06@yahoo.com.cn, zhpumc@163.com. 

RESUMEN / SUMMARY:  - Lung cancer remains a deadly disease with 

unsatisfactory overall survival. Resveratrol (Res) has the potential to inhibit 

growth of several types of cancer  such as prostate and colorectal examples. In 

the current study, we evaluated in vitro and in vivo anticancer efficiency of Res 

in a xenograft model with A549 cells. Cell inhibition effects of Res were 

measured by MTT assay. Apoptotis of A549 cells was assessed with reference 

to caspase-3 activity and growth curves of tumor volume and bodyweight of the 

mice were measured every two days. In vitro cytotoxicity evaluation indicated 

Res to exert dose-dependent cell inhibition effects against A549 cells with 

activation of caspase-3. In vivo evaluation showed Res to effectively inhibit the 

growth of lung cancer in a dose- dependent  manner in nude mice. Therefore, 

we believe that Res might be a promising phytomedicine for cancer therapy and 

further efforts are needed to explore this potential therapeutic strategy. 
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TÍTULO / TITLE:  - Reversal of multidrug resistance by cisplatin-loaded magnetic 

Fe3O4 nanoparticles in A549/DDP lung cancer cells in vitro and in vivo. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Int J Nanomedicine. 2013;8:1867-77. doi: 

10.2147/IJN.S43752. Epub 2013 May 9. 
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RESUMEN / SUMMARY:  - The purpose of this study was to explore whether 

magnetic Fe3O4 nanoparticles (Fe3O4-MNP) loaded with cisplatin (Fe3O4-

MNP-DDP) can reverse DDP resistance in lung cancer cells and to investigate 

mechanisms of multidrug resistance in vitro  and in vivo. MTT assay showed 

that DDP inhibited both A549 cells and DDP-resistant A549 cells in a time-

dependent and dose-dependent manner, and that  this inhibition was enhanced 

by Fe3O4-MNP. An increased rate of apoptosis was detected in the Fe3O4-

MNP-DDP group compared with a control group and the Fe3O4-MNP group by 

flow cytometry, and typical morphologic features of apoptosis  were confirmed 

by confocal microscopy. Accumulation of intracellular DDP in the Fe3O4-MNP-

DDP group was greater than that in the DDP group by inductively coupled 

plasma mass spectrometry. Further, lower levels of multidrug resistance-

associated protein-1, lung resistance-related protein, Akt, and Bad, and higher 

levels of caspase-3 genes and proteins, were demonstrated by reverse 

transcriptase polymerase chain reaction and Western blotting in the presence of 

Fe3O4-MNP-DDP. We also demonstrated that Fe3O4-MNP enhanced the 

effect of DDP on  tumor growth in BALB/c nude mice bearing DDP-resistant 

human A549 xenografts by decreasing localization of lung resistance-related 

protein and Ki-67 immunoreactivity in cells. There were no apparent signs of 

toxicity in the animals. Overall, these findings suggest potential clinical 

application of Fe3O4-MNP-DDP to increase cytotoxicity in lung tumor 

xenografts. 
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RESUMEN / SUMMARY:  - BACKGROUND: Lung cancer is the leading cause of 

cancer-related mortality. Therapies against non-small cell lung cancer (NSCLC) 

are particularly needed, as  this type of cancer is relatively insensitive to 

chemotherapy and radiation therapy. We recently identified GGTI compounds 

that are designed to block geranylgeranylation and membrane association of 

signaling proteins including the  Rho family G-proteins. One of the GGTIs is 

P61A6 which inhibits proliferation of  human cancer cells, causes cell cycle 

effects with G1 accumulation and exhibits tumor-suppressing effects with 
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human pancreatic cancer xenografts. In this paper, we investigated effects of 

P61A6 on non-small cell lung cancer (NSCLC) cells in vitro and in vivo. 

METHODS: Three non-small cell lung cancer cell lines were used to test the 

ability of P61A6 to inhibit cell proliferation. Further characterization involved 

analyses of geranylgeranylation, membrane association and activation of RhoA, 

and anchorage-dependent and -independent growth, as well  as cell cycle 

effects and examination of cell cycle regulators. We also generated stable cells 

expressing RhoA-F, which bypasses the geranylgeranylation requirement of 

wild type RhoA, and examined whether the proliferation inhibition  by P61A6 is 

suppressed in these cells. Tumor xenografts of NSCLC cells growing in nude 

mice were also used to test P61A6’s tumor-suppressing ability. RESULTS: 

P61A6 was shown to inhibit proliferation of NSCLC lines H358, H23 and H1507. 

Detailed analysis of P61A6 effects on H358 cells showed that P61A6 inhibited 

geranylgeranylation, membrane association of RhoA and caused G1 

accumulation associated with decreased cyclin D1/2. The effects of P61A6 to 

inhibit proliferation could mainly be ascribed to RhoA, as expression of the 

RhoA-F geranylgeranylation bypass mutant rendered the cells resistant to 

inhibition by P61A6. We also found that P61A6 treatment of H358 tumor 

xenografts growing in nude mice reduced their growth as well as the membrane 

association of RhoA in the tumors. CONCLUSION: Thus, P61A6 inhibits 

proliferation of NSCLC cells and causes  G1 accumulation associated with 

decreased cyclin D1/2. The result with the RhoA-F mutant suggests that the 

effect of P61A6 to inhibit proliferation is mainly through the inhibition of RhoA. 

P61A6 also shows efficacy to inhibit growth of xenograft tumor. 
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RESUMEN / SUMMARY:  - Background: Lung cancer is the most frequent cancer 

among men and second highest  among women overall, including in Turkey. 

Cigarette smoking is the most important etiologic factor for the development of 

cancer in both men and women. Objective:  To determine the lung cancer 

incidence in Northeastern Anatolia Region of Turkey  with a focus on clinical 

properties, cancer subtypes, the relationships of tumors with cigarette smoking 

and radiological properties of the lesions. Materials and  Methods: In a 

retrospective study design, 566 lung cancer cases diagnosed at the  Pathology 
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Department of Ataturk University in Erzurum over the last seven years 

extending from January 2006 to June 2012 were investigated. The results were 

compared with statistical analyses. Results: The most common 

histopathological subtype of primary bronchogenic carcinoma in our study was 

found to be the squamous cell carcinoma, 46.1% (261 out of 566), and the 

second was small cell lung carcinoma 15.7% (89 out of 566). Based on our 

data, an overall male predominance was noted with a male/female ratio of 

6.1/1. While 296 (52.2%) of the patients were found to be smokers at the time of 

diagnosis, 125 (22.0%) were  nonsmokers and 145 (25.6%) were ex-smokers. 

Smoking status was found to have a strong correlation with primary lung cancer 

(p <0.05), and there were significant differences between males and females 

(p<0.001). Conclusion: Although relative prominence of subtypes of lung 

cancers differ between Turkish and other populations, lung cancer overall 

remains as an important health problem in Turkey. Our findings stress the 

critical need for effective cancer prevention programs such as anti-smoking 

campaigns. 
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RESUMEN / SUMMARY:  - Introduction: Non-small-cell lung cancer (NSCLC) is 

one of the most frequently diagnosed cancers, and one of the leading causes of 

cancer-related mortality. As  most newly diagnosed patients present distant 

metastases, chemotherapy is the treatment of choice. Chemotherapy also plays 

a central role in postoperative and  radical treatment in addition to radiotherapy. 

Areas covered: This paper reviews  the role of vinorelbine , both alone and in 

combination with platinum-derivates,  in the treatment of NSCLC. The authors 

review its efficacy at different stages of disease and under different conditions. 

Specifically, the authors evaluate its pharmacokinetic and toxicity profile and 

provide insight into its future as an NSCLC therapeutic. Expert opinion: In the 

first-line treatment of advanced NSCLC, the use of vinorelbine-based regimens 

may be less efficacious in controlling disease than other combinations. 

However, since their activity is not related to  histology, vinorelbine still has 

potential as a first-line treatment for NSCLC patients in whom histology has 
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failed to distinguish non-squamous from squamous histotypes. The use of an 

oral formulation may furthermore improve tolerability and patient compliance. 

Vinorelbine should be the drug of choice in the adjuvant  setting as the 

vinorelbine/cisplatin doublet is the only regimen so far that has  led to a survival 

gain in two Phase III trials. In patients aged > 70 years, vinorelbine (together 

with gemcitabine) should furthermore be the reference drug  for first- and 

second-line therapy when single-agent chemotherapy is the treatment of 

choice. However, new efforts still need to be made to develop oral schedules for 

NSCLC. 
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RESUMEN / SUMMARY:  - Purpose: Non-small cell lung cancers (NSCLC) are a 

heterogeneous group of carcinomas harboring a variety of different gene 

mutations. We have utilized two  distinct genetically engineered mouse models 

of human NSCLC (adenocarcinoma) to investigate how genetic factors within 

tumor parenchymal cells influence the in vivo tumor growth delay after one or 

two fractions of radiation therapy (RT). Materials and Methods: Primary lung 

adenocarcinomas were generated in vivo in mice by intranasal delivery of an 

adenovirus expressing Cre-recombinase. Lung cancers expressed oncogenic 

Kras(G12D) and were also deficient in one of two tumor suppressor genes: p53 

or Ink4a/ARF. Mice received no radiation treatment or whole lung irradiation in a 

single fraction (11.6 Gy) or in two 7.3 Gy fractions  (14.6 Gy total) separated by 
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24 h. In each case, the biologically effective dose  (BED) equaled 25 Gy10. 

Response to RT was assessed by micro-CT 2 weeks after treatment. 

Quantitative reverse transcription-polymerase chain reaction (qRT-PCR) and 

immunohistochemical staining were performed to assess the integrity of the p53 

pathway, the G1 cell-cycle checkpoint, and apoptosis. Results: Tumor growth 

rates prior to RT were similar for the two genetic variants of lung 

adenocarcinoma. Lung cancers with wild-type (WT) p53 (LSL-Kras; 

Ink4a/ARF(FL/FL)  mice) responded better to two daily fractions of 7.3 Gy 

compared to a single fraction of 11.6 Gy (P = 0.002). There was no statistically 

significant difference in the response of lung cancers deficient in p53 (LSL-Kras; 

p53(FL/FL) mice) to a single fraction (11.6 Gy) compared to 7.3 Gy x 2 (P = 

0.23). Expression of the p53 target genes p21 and PUMA were higher and 

bromodeoxyuridine uptake was lower after RT in tumors with WT p53. 

Conclusion: Using an in vivo model of malignant lung cancer in mice, we 

demonstrate that the response of primary lung cancers to one or two fractions 

of RT can be influenced by specific  gene mutations. 
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RESUMEN / SUMMARY:  - Microscopic anthracotic pigment (MAP) is frequently 

observed in endobronchial ultrasound-guided transbronchial needle aspiration 

(EBUS-TBNA) specimen in non-small cell lung cancer, but its clinical 

interpretation is not well-known. The aim of this study was to evaluate the 

clinical implication of MAP in mediastinal staging of non-small cell lung cancer. 

From May 2010 to July 2011, consecutive potentially operable non-small cell 

lung cancer patients who underwent EBUS-TBNA for mediastinal staging were 

recruited. Of the total 133 patients, 102 (76.7%) were male patients. Median 

age was 68 yr. Total 279 mediastinal lymph nodes were sampled by EBUS-

TBNA; station 4R (100, 35.8%) and station 7 (86, 30.8%) were the most 

common sites. Malignant lymph nodes were 100  (35.8%). MAP was observed 

in 61 (21.7%) lymph nodes, and among them only 3 were malignant lymph 
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nodes (P < 0.001). The lymph nodes with MAP were smaller (9.0 vs  10.8 mm, 

P = 0.001) and showed low standard uptake values on FDG-PET (4.4 vs 4.7, P 

= 0.256). In multivariate analysis, MAP was negatively associated with 

malignant lymph node (adjusted OR, 0.12; 95% CI, 0.03-0.42; P < 0.001). In 

potentially operable non-small cell lung cancer patients, MAP in endobronchial 

ultrasound-guided transbronchial needle aspiration specimens is strongly 

associated with benign mediastinal and hilar lymph nodes. 

 

---------------------------------------------------- 

[652] 

TÍTULO / TITLE:  - Defective Lung Macrophage Function in Lung Cancer+/-

Chronic Obstructive Pulmonary Disease (COPD/Emphysema)-Mediated by 

Cancer Cell Production of PGE2? 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - PLoS One. 2013 Apr 26;8(4):e61573. doi: 

10.1371/journal.pone.0061573. Print 2013. 

 ●●Enlace al texto completo (gratuito o de pago) 

1371/journal.pone.0061573 

AUTORES / AUTHORS:  - Dehle FC; Mukaro VR; Jurisevic C; Moffat D; Ahern J; 

Hodge G; Jersmann H; Reynolds PN; Hodge S 

INSTITUCIÓN / INSTITUTION:  - Lung Research Laboratory, Hanson Institute, 

Adelaide, South Australia, Australia  ; Department of Thoracic Medicine, Royal 

Adelaide Hospital, Adelaide, South Australia, Australia. 

RESUMEN / SUMMARY:  - In chronic obstructive pulmonary disease 

(COPD/emphysema) we have shown a reduced ability of lung and alveolar 

(AM) macrophages to phagocytose apoptotic cells (defective ‘efferocytosis’), 

associated with evidence of secondary cellular necrosis and a resultant 

inflammatory response in the airway. It is unknown whether this defect is 

present in cancer (no COPD) and if so, whether this results from soluble 

mediators produced by cancer cells. We investigated efferocytosis in AM (26 

controls, 15 healthy smokers, 37 COPD, 20 COPD+ non small cell lung cancer 

(NSCLC) and 8 patients with NSCLC without COPD) and tumor and tumor-free 

lung tissue macrophages (21 NSCLC with/13 without COPD). To investigate the 

effects of soluble mediators produced by lung cancer cells we then treated AM 

or U937 macrophages with cancer cell line supernatant and assessed their 

efferocytosis ability. We qualitatively identified Arachidonic Acid (AA) 

metabolites in cancer cells by LC-ESI-MSMS, and assessed the effects of COX 

inhibition (using indomethacin) on efferocytosis. Decreased efferocytosis was 

noted in all cancer/COPD groups in all compartments. Conditioned media from 

cancer cell cultures decreased the efferocytosis ability of both AM and U937 

macrophages with the most pronounced effects occurring with supernatant from 

SCLC (an aggressive lung cancer type). AA metabolites identified in cancer 

cells included PGE2. The inhibitory effect of PGE2 on efferocytosis, and the 
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involvement of the COX-2 pathway were shown. Efferocytosis is decreased in 

COPD/emphysema and lung cancer; the latter at least partially a result of 

inhibition by soluble mediators produced by cancer cells that include PGE2. 
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RESUMEN / SUMMARY:  - BACKGROUND: Epithelial-mesenchymal transition 

(EMT) is defined as switching of polarized epithelial cells to a migratory 

fibroblastoid phenotype. EMT is known to be involved in the progression and 

metastasis of various cancers. The aim was  to evaluate that whether EMT-

related proteins’ alterations are associated with clinicopathological features and 

prognosis in lung adenocarcinoma. METHODS: The expression of EMT-related 

proteins including cytokeratin, E-cadherin, TTF-1, beta-catenin, vimentin, Snail, 

Twist, CD44 was evaluated by immunohistochemistry  using a tissue array 

method in the lung adenocarcinoma tissues of 95 patients. In addition, 

clinicopathological characteristics and survival were compared with the 

expression of EMT-related proteins. RESULTS: Loss of epithelial proteins 

and/or acquisition of the expression of mesenchymal proteins were observed in 

lung adenocarcinoma. These proteins’ alteration was associated with poor cell 

differentiation and poor patients’ outcome, respectively. Subjects were divided 

into two groups according to the number of EMT-related proteins’ alteration. A 

higher number of EMT-related proteins’ alteration was found to be significantly 

associated with unfavorable outcome. Multivariate analysis showed that a 

higher number of EMT-related proteins’ alteration was independently associated 

with poor prognosis. CONCLUSIONS: The number of EMT-related proteins’ 

alteration is a significant prognostic marker to predict overall survival in patients 

with lung adenocarcinoma. The information generated will be valuable for the 

prognosis of patients with lung adenocarcinoma. VIRTUAL SLIDES: The virtual 

slides for this article can be found here: 

http://www.diagnosticpathology.diagnomx.eu/vs/1007838329872974. 
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RESUMEN / SUMMARY:  - Lung cancer is the leading cause of cancer-related 

death in the world. Prior to the era of targeted therapy, platinum-based doublet 

chemotherapy was the first-line therapy of choice for patients with metastatic 

non-small-cell lung cancer (NSCLC). The availability of agents that target 

epidermal growth factor receptor (EGFR)-tyrosine kinase, as well as inhibitors 

against anaplastic lymphoma kinase (ALK) gene rearrangement or ROS-1 gene 

rearrangement product, has provided promising clinical benefits in specific 

subpopulations of NSCLC. At present, only first-generation EGFR-tyrosine 

kinase inhibitors (TKIs) (erlotinib  and gefitinib) are available for clinical use. 

Second-generation irreversible EGFR-TKIs, such as afatinib, are still in clinical 

trials. In current clinical practice, EGFR-TKI is the first-line treatment of choice 

for metastatic NSCLC patients with tumor EGFR mutation or as salvage therapy 

in NSCLC patients who received systemic chemotherapy previously. Platinum-

based doublet chemotherapy continues to be the standard of care for those 

treatment-naive patients with EGFR wild -type tumor or unknown EGFR status. 

Even though all investigators agree with the use of EGFR-TKI as the first-line 

treatment in tumor EGFR-mutated patients, only 10-30% of NSCLC patients 

have mutated EGFR, and there was no obvious survival difference when 

EGFR-TKIs were used in a second-line setting versus a first-line treatment in 

EGFR-mutated patients. Thus, the molecular complexity of  lung cancer 

emphasizes the need for optimizing treatment by seeking a more personalized 

approach to care, including searching for driver oncogenes, managing the 

emergence of resistance and overcoming that resistance, and optimizing the 

sequence of treatment. Numerous other novel targeted agents are now in 

clinical development, including new agents targeting novel pathways and those 

that may have the potential to overcome the limitations or resistance associated 

with currently available EGFR-TKIs. In this report, we review the clinical data of 

EGFR-TKIs as molecular-targeted therapies in NSCLC. 
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RESUMEN / SUMMARY:  - Discoveries over the last decade have fundamentally 

transformed the way we define lung cancer. Gone are the days of the simple 

binary classification system of non-small cell lung cancer (NSCLC) and small 

cell lung cancer. Today, accurate identification of the histological and molecular 

subtype of NSCLC is required for selecting standard cytotoxic chemotherapy 

and targeted therapies. The identification of anaplastic lymphoma kinase (ALK) 

rearrangements in 5-7% of NSCLC patients and the rapid clinical development 

of crizotinib for these patients is the most recent clinical example necessitating 

the proper identification of the molecular characteristics of NSCLC for treatment 

decisions. The discovery of ALK rearrangements in NSCLC serendipitously 

coincided with the development of crizotinib for other ALK or MET driven 

malignancies. The clinical  development of crizotinib for ALK-positive NSCLC 

patients has been an amazing success story of translational medicine that relied 

on the prior clinical experience of other targeted predecessors (i.e. erlotinib in 

EGFR mutant NSCLC) and a compound ready for clinical development to gain 

expedited FDA approval. This review discusses the clinical development and 

use of crizotinib in NSCLC. 
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RESUMEN / SUMMARY:  - Targeted therapies for cancer bring the hope of specific 

treatment, providing high efficacy and in some cases lower toxicity than 

conventional treatment. Although targeted therapeutics have helped immensely 

in the treatment of several  cancers, like chronic myelogenous leukemia, colon 

cancer, and breast cancer, the  benefit of these agents in the treatment of lung 

cancer remains limited, in part  due to the development of drug resistance. In 

this review, we discuss the mechanisms of drug resistance and the current 
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strategies used to treat lung cancer. A better understanding of these drug-

resistance mechanisms could potentially benefit from the development of a 

more robust personalized medicine approach for the treatment of lung cancer. 
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INSTITUCIÓN / INSTITUTION:  - Department of Preventive Medicine, Jeju National 

University School of Medicine, Jeju, Korea. jmbae@jejunu.ac.kr 

RESUMEN / SUMMARY:  - The relative risk (RR) of smoking and mortality of lung 

cancer in British doctors was previously reported to have increased throughout 

a 40-yr period. Here, we evaluated this RR based on the incidence of lung 

cancer in Korean men using a longer follow-up period. We compared our data 

to the RR reported in a study using a 10-yr follow-up period; the subjects and 

methods were identical to those of the previous paper with the exception of the 

follow-up period, which ended on December 31, 2008. We found that the RR of 

smoking habits in patients with lung cancer did not increase, and that the data 

showed narrowing 95% confidence intervals over a longer observation in 

Korean men. Estimated lung cancers attributable to smoking were 55.6%. 

These results highlight the need for an intervention program to help patients quit 

smoking in Korea. 

 

---------------------------------------------------- 

[658] 

TÍTULO / TITLE:  - Abnormal methylation of seven genes and their associations 

with clinical characteristics in early stage non-small cell lung cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Oncol Lett. 2013 Apr;5(4):1211-1218. Epub 2013 Jan 29. 

 ●●Enlace al texto completo (gratuito o de pago) 3892/ol.2013.1161 
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Wang W; Zhang H; He Y; Guo S; Zhou X; Yu J; Lin Q 

INSTITUCIÓN / INSTITUTION:  - State Key Laboratory of Oncogenes and Related 

Genes, Shanghai Cancer Institute, Renji Hospital, Shanghai Jiao Tong 

University School of Medicine, Shanghai 200032; 

RESUMEN / SUMMARY:  - To identify novel abnormally methylated genes in early 

stage non-small cell lung  cancer (NSCLC), we analyzed the methylation status 

of 13 genes (ALX1, BCL2, FOXL2, HPP1, MYF6, OC2, PDGFRA, PHOX2A, 
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PITX2, RARB, SIX6, SMPD3 and SOX1) in cancer tissues from 101 cases of 

stage I NSCLC patients and lung tissues from 30  cases of non-cancerous lung 

disease controls, using methylation-specific PCR (MSP). The methylation 

frequencies (29.70-64.36%) of 7 genes (MYF6, SIX6, SOX1, RARB, BCL2, 

PHOX2A and FOLX2) in stage I NSCLC were significantly higher compared 

with those in non-cancerous lung disease controls (P<0.05). The co-methylation 

of SIX6 and SOX1, or the co-methyaltion of SIX6, RARB and SOX1 was 

associated with adenosquamous carcinoma (ADC), and the co-methylation of 

BCL2, RARB and SIX6 was  associated with smoking. A panel of 4 genes 

(MYF6, SIX6, BCL2 and RARB) may offer a sensitivity of 93.07% and a 

specificity of 83.33% in the diagnosis of stage I NSCLC. Furthermore, we also 

detected the expression of 8 pathological markers (VEGF, HER-2, P53, P21, 

EGFR, CHGA, SYN and EMA) in cancer tissues of stage I NSCLC by 

immunohistochemistry, and found that high expression levels of p53 and CHGA 

were associated with the methylation of BCL2 (P=0.025) and PHOX2A 

(P=0.023), respectively. In this study, among the 7 genes which demonstrated 

hypermethylation in stage I NSCLC compared with non-cancerous lung 

diseases, 5 genes (MYF6, SIX6, PHOX2A, FOLX2 and SOX1) were found for 

the first time to be abonormally methylated in NSCLC. Further study of these 

genes shed light on the carcinogenesis of NSCLC. 

---------------------------------------------------- 
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TÍTULO / TITLE:  - A Single Nucleotide Polymorphism in the Phospholipase D1 

Gene is Associated with  Risk of Non-Small Cell Lung Cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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Sungkyunkwan University, School of Medicine, Seoul 135-710, Korea; 

RESUMEN / SUMMARY:  - Phospholipase D (PLD) has an important role in various 

biological functions including vesicular transport, endocytosis, exocytosis, cell 

migration, and mitosis. These cellular biological processes are deregulated in 

the development of various human tumors. In order to explore the relationship 

between the PLD1 gene and risk of non-small cell lung cancer (NSCLC), single 

nucleotide polymorphisms (SNP) in the PLD1 exon region were surveyed in 211 

NSCLC patients and 205 normal controls. In this study, we identified six SNPs 

at exon 23 in the  PLD1 gene. Among the six SNPs, the most notable was a 

heterozygous A to C transition at nucleotide 2698 (A2698C, p<0.001). In 

addition, the genotype frequencies of A2744C (AC+CC) and A2756C (AC+CC) 

were associated with gender (female, A2744C and A2756C: p=0.071) in 

NSCLC patients. Interestingly, although the SNP A2698C did not cause change 
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in amino acid, correlation between odd ratio  of NSCLC patients and the SNP 

A2698C was observed to be statistically significant. 

---------------------------------------------------- 

[660] 

TÍTULO / TITLE:  - Lung Squamous Cell Carcinoma in a Young Female Never 

Smoker: A Case Report. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Ann Thorac Cardiovasc Surg. 2013 Apr 5. 

AUTORES / AUTHORS:  - Kitamura J; Takahashi Y; Neri S; Tomii K; Katakami N 

INSTITUCIÓN / INSTITUTION:  - Department of Thoracic Surgery, Kobe City 

Medical Center General Hospital. 

RESUMEN / SUMMARY:  - A lung squamous cell carcinoma complicated by lung 

abscess was found in a 38-year-old female never smoker. After a transbronchial 

lung biopsy, she complained of chest pain and had a persistent fever. A right 

middle lobectomy was performed to alleviate her symptoms and complete 

surgical resection was achieved. She reported no exposure to factors that 

increase the likelihood of lung cancer.  Unknown factors or the patient’s lung 

cancer susceptibility might cause the disease. Survival time is generally shorter 

in young patients than old patients,  but careful observation and aggressive 

treatment can improve prognoses. A case such as this is rare in the extant 

literature. 
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[661] 

TÍTULO / TITLE:  - Knockdown of TRB3 induces apoptosis in human lung 

adenocarcinoma cells through regulation of Notch 1 expression. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Mol Med Rep. 2013 Jul;8(1):47-52. doi: 

10.3892/mmr.2013.1453. Epub 2013 Apr 30. 

 ●●Enlace al texto completo (gratuito o de pago) 3892/mmr.2013.1453 

AUTORES / AUTHORS:  - Zhou H; Luo Y; Chen JH; Hu J; Luo YZ; Wang W; Zeng 

Y; Xiao L 

INSTITUCIÓN / INSTITUTION:  - Tumor Hospital of Xiangya School of Medicine, 

Central South University, Changsha, Hunan 410013, P.R. China. 

RESUMEN / SUMMARY:  - The upregulation of tribbles homolog 3 (TRB3), a 

pseudokinase in mammals, has been observed in several types of malignant 

cancer, including thyroid, ovarian, liver and colorectal cancer. However, the 

pathological role and the regulatory mechanism of TRB3 in cancer remain 

unknown. In the current study, we demonstrated that the expression of TRB3 

was upregulated in non-small cell lung cancer (NSCLC), correlating with tumor 

metastasis, disease recurrence and poor survival  in patients. Knocking down 

TRB3 in aggressive lung cancer cell lines was demonstrated to significantly 

inhibit their malignant behaviors, including in vitro invasion and cell proliferation, 
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as well as in vivo metastasis and tumor growth. The correlation between TRB3 

and Notch 1 expression revealed that Notch 1 was downregulated by the 

knockdown of TRB3 in the lung adenocarcinoma cell lines. These results have 

provided insights into the correlation between TRB3 expression and lung cancer 

progression, and thus may have potential for the prognosis and therapy of lung 

cancer. 

---------------------------------------------------- 
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TÍTULO / TITLE:  - Molecular classification of non-small-cell lung cancer: 

diagnosis, individualized treatment, and prognosis. 
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AUTORES / AUTHORS:  - Yu Y; He J 

INSTITUCIÓN / INSTITUTION:  - Department of Thoracic Surgery, Cancer Institute 

and Hospital, Peking Union Medical College and Chinese Academy of Medical 

Sciences, Beijing, 100021, China. 

RESUMEN / SUMMARY:  - Non-small-cell lung cancer (NSCLC) is the most 

common cause of premature death among the malignant diseases worldwide. 

The current staging criteria do not fully capture the complexity of this disease. 

Molecular biology techniques, particularly gene expression microarrays, 

proteomics, and next-generation sequencing, have recently been developed to 

facilitate effectively its molecular  classification. The underlying etiology, 

pathogenesis, therapeutics, and prognosis of NSCLC based on an improved 

molecular classification scheme may promote individualized treatment and 

improve clinical outcomes. This review focuses on the molecular classification 

of NSCLC based on gene expression microarray technology reported during the 

past decade, as well as their applications for improving the diagnosis, staging 

and treatment of NSCLC, including the discovery of prognostic markers or 

potential therapeutic targets. We highlight some of the recent studies that may 

refine the identification of NSCLC subtypes using novel techniques such as 

epigenetics, proteomics, or deep sequencing. 

---------------------------------------------------- 

[663] 

TÍTULO / TITLE:  - Spect-guidance to Reduce Radioactive Dose to Functioning 

Lung for Stage III Non-small Cell Lung Cancer. 
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RESUMEN / SUMMARY:  - Objective: To investigate the treatment effect of 

additional information obtained by single photon emission computed 

tomography (SPECT) lung perfusion imaging (LPI) in the radiotherapy planning 

process for patients with stage III non-small  cell lung cancer (NSCLC). 

Methods: 39 patients with stage III NSCLC were enrolled. Gross tumor volume 

(GTV) was outlined by SPECT/CT images, SPECT-LPIs being used to define 

functional lung (FL) and non-functional lung (NFL) regions.  Two sets of IMRT 

plans were designed to deliver 64Gy to PTV. One was a regular IMRT plan 

using CT images only (Plan 1), and the other was a corresponding IMRT plan 

using co-registered images (Plan 2). FLVx (the % volume of functional lung 

receiving >/=x Gy) and WLVx (% volume of whole lung to receive >/=x Gy) were 

compared by paired Student’s t test. Kendalls correlation was used to analyze 

the factor (s) related with the FLV20 decrease. Results: Compared with plan 1, 

both WLVx and FLVx were decreased in plan 2. WLV10, WLV15, WLV20, 

WLV25, WLV30 and WLV35 decreased 9.7%, 13.8%, 17.2%, 12.9%, 9.8% and 

9.8%, and FLV10, FLV15, FLV20, FLV25, FLV30 and FLV35 decreased 10.8%, 

14.6%, 17.3%, 14.5%, 14.5% and 10.5%. FLVx decreased significantly 

compared with WLVx. There were significant differences in WLV10, WLV15, 

WLV20, WLV25, WLV3 and FLV10, FLV15, FLV20, FLV25, FLV30 between 

plan 1 and plan 2 (P=0.002, 0.000, 0.000, 0.005, 0.027 and 0.002, 0.000, 0.000, 

0.006, 0.010). According to Kendall correlation analysis, NFL had a negative 

relation with the percentage FLV20 decrease (r=-0.559, P<0.01), while the 

distance of PTV and NFL center had a significantly positive relation with the 

percentage of FLV20 decrease (r=0.768, P<0.01). Conclusion: Routine use of 

SPECT-LPI for patients undergoing radiotherapy planning for stage III NSCLC 

appears warranted. 
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TÍTULO / TITLE:  - Update on the treatment of non-small-cell lung cancer: focus 

on the cost-effectiveness of new agents. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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INSTITUCIÓN / INSTITUTION:  - Service de Pathologie Respiratoire et 

d’Allergologie, CHU Dupuytren, Limoges, France ; Inserm, U707, Paris, France. 

RESUMEN / SUMMARY:  - BACKGROUND: The incidence of lung cancer and the 

cost of drug treatment have increased dramatically in the last decade. This 

article examines the costs of new target agents, such as tyrosine kinase 

inhibitors (TKIs) and anti-angiogenic drugs. METHODS: This study uses 

PubMed research to focus on the topics of lung cancer, economics, and new 
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targeted therapies. RESULTS: The published papers only addressed TKIs and 

anti-angiogenic antibodies. For gefitinib, the results favored a clinical-based 

selection, despite the low number of studies. Erlotinib was studied in second 

line and as a maintenance treatment (with the studies reaching  opposite 

conclusions in terms of cost-effectiveness). Economic analyses were not  in 

favor of bevacizumab, but the studies on this topic were very heterogeneous. 

CONCLUSION: The economic impact of a drug depends on the health care 

system organization. Future clinical trials must include economic analyses, 

particularly with TKIs in the first line. 
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TÍTULO / TITLE:  - Effect of autophagy inhibition on chemotherapy-induced 

apoptosis in A549 lung cancer cells. 
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RESUMEN / SUMMARY:  - Chemotherapy is one of the main methods of cancer 

treatment and is known to induce autophagy in cancer cells. The main 

mechanism of chemotherapeutic agents is to promote apoptosis. In the process 

of chemotherapy, there is a unique association between autophagy and 

apoptosis. In this study, MDC staining, Hoechst 33342 staining and flow 

cytometry were used to explore the effects of autophagy on chemotherapy-

induced apoptosis in A549 lung cancer cells and the association between 

autophagy and apoptosis was investigated via the addition of an autophagic 

inhibitor (3-methyladenine, 3-MA). This study demonstrated that cisplatin and 

paclitaxel were able to induce autophagy and apoptosis in A549 lung cancer 

cells and the inhibition of autophagy promoted cisplatin and paclitaxel-induced 

apoptosis. Furthermore, autophagy may play a protective role in the processes 

of cisplatin and paclitaxel-induced apoptosis. 
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TÍTULO / TITLE:  - Sinonasal papilloma in Chiang Mai University Hospital. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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RESUMEN / SUMMARY:  - OBJECTIVE: To study sinonasal papilloma patients in 

terms of clinical characteristics, treatment, outcome, and complications. 
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MATERIAL AND METHOD: A retrospective descriptive study was done. 

Sinonasalpapilloma data were gathered between 1999 and 2009. There were 

63 available patients from the 82 cases. RESULTS: There were nine cases of 

nasal papilloma (14.3%) and 54 of inverted papilloma (85.7%). The mean age 

of the inverted papilloma group was higher than the nasal papilloma group (54 

+/- 12.97 years vs. 42.4 +/- 24.8 years). The most  common symptom was 

unilateral nasal obstruction. There were three cases of synchronous malignancy 

in the inverted papilloma and two metachronous (9.3%). Thirty-nine patients 

(72%) could be followed-up for more than three months. Recurrence was more 

common in the inverted papilloma group than nasal papilloma (37% vs. 11.1%). 

The 50% recurrent time of the endoscopic group was 51 weeks and  the 

external group was 14 weeks. The recurrence of the external approach group 

was 1.59 times the endoscopic group. Ten surgical complications were found in 

eight inverted papilloma patients (16%) and included three in the endoscopic 

and  five in the external group. Most of them were minor They were 

hypoesthesia and epiphora. CONCLUSION: Sinonasal inverted papilloma was 

common, able to recur and  associated with malignancy. Though this was a 

limited retrospective study, it showed lower recurrence on the endoscopic 

approach. The life-long follow-up is needed in all cases. 
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Institute, Pittsburgh, PA, United  States. 

RESUMEN / SUMMARY:  - Objective: To investigate the association between 

inherited variation in the estrogen receptor beta (ERbeta) gene (ESR2) and 

ERbeta lung tumor expression, a phenotype that possibly affects survival 

differently in men and women. Methods: We genotyped 135 lung cancer 

patients for 22 ESR2 single nucleotide polymorphisms (SNPs) and measured 

nuclear and cytoplasmic ERbeta expression by immunohistochemistry (IHC) in 

their primary lung tumor. Distributing Allred ERbeta IHC scores according to 

ESR2 genotype classified under a dominant genetic  model, we used rank sum 

tests to identify ESR2 SNPs significantly associated (p<0.05) with ERbeta 
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expression. Results: 35%, 35%, and 29% of lung tumors showed no/low 

(Allred<6), intermediate (Allred 6-7), and maximal (Allred 8) cytoplasmic  

ERbeta expression, whereas 13%, 27%, and 60% showed no/low, intermediate, 

and maximal nuclear ERbeta expression. For SNPs rs8021944, rs1256061 and 

rs10146204,  ERbeta expression was higher according to the rank sum test in 

lung tumors from patients with at least one minor allele. For each of these three 

SNPs, the odds of maximal (Allred 8) relative to no/low (Allred<6) ERbeta 

expression was 3-fold  higher in tumors from patients with at least one minor 

allele than in tumors from patients homozygous for the common allele. 

Conclusion: Inherited variability in ESR2 may determine ERbeta lung tumor 

expression. 
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RESUMEN / SUMMARY:  - BACKGROUND: We aimed to evaluate the efficacy and 

safety of irinotecan monotherapy as a third- or fourth-line treatment for 

advanced non-small cell lung cancer (NSCLC) patients. METHODS: Patients 

with advanced NSCLC refractory to 2 or more previous regimens were treated 

with 80 mg/m2 irinotecan on days 1, 8, and 15, every 4 weeks. The primary 

endpoint was the overall response rate (ORR), whereas secondary endpoints 

included progression-free survival (PFS), overall survival (OS), and toxicity 

profiles. RESULTS: From December 2007 to April 2009,  32 patients (median 

age, 60 years) were enrolled. Most of the patients (75.0%) were male, and 

18.8% had a performance status of 2. Six partial responses to irinotecan 

monotherapy were observed (ORR, 18.8%: 95% confidence interval, 5.3%-

32.3%). The disease control rate (DCR) was 78.1%, median PFS was 4.0 

months, and median survival time (MST) was 10.4 months. Grade 3-4 

neutropenia was observed in 22% of patients, but other toxic effects were 

moderate. No cases of grade 3-4 diarrhea or treatment-related death were 

noted. Of the 15 patients for  whom progressive disease represented the best 

response to previous treatment regimens, 2 exhibited a partial response and 9 

showed stable disease after irinotecan monotherapy, with a DCR of 73.3%, 
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median PFS of 4.4 months, and MST of 8.2 months. CONCLUSIONS: 

Irinotecan monotherapy is effective for advanced NSCLC patients who have 

previously failed 2 or more treatment regimens. 
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RESUMEN / SUMMARY:  - Transcription factor Slug/SNAI2 (snail homolog 2) plays 

a key role in the induction of the epithelial mesenchymal transition in cancer 

cells; however, whether the overexpression of Slug mediates the malignant 

phenotype and alters drug sensitivity in lung cancer cells remains largely 

unclear. We investigated Slug focusing on its biological function and 

involvement in drug sensitivity in lung cancer cells. Stable Slug transfectants 

showed typical morphological changes compared with control cells. Slug 

overexpression did not change the cellular proliferations; however, migration 

activity and anchorage-independent growth activity with an antiapoptotic effect 

were increased. Interestingly, stable Slug  overexpression increased drug 

sensitivity to tubulin-binding agents including vinorelbine, vincristine, and 

paclitaxel (5.8- to 8.9-fold increase) in several lung cancer cell lines but did not 

increase sensitivity to agents other than tubulin-binding agents. Real-time RT-

PCR (polymerase chain reaction) and western  blotting revealed that Slug 

overexpression downregulated the expression of betaIII and betaIVa-tubulin, 

which is considered to be a major factor determining sensitivity to tubulin-

binding agents. A luciferase reporter assay confirmed that Slug suppressed the 

promoter activity of betaIVa-tubulin at a transcriptional level. Slug 

overexpression enhanced tumor growth, whereas Slug overexpression 

increased drug sensitivity to vinorelbine with the downregulation of betaIII and  

betaIV-tubulin in vivo. Immunohistochemistry of Slug with clinical lung cancer 

samples showed that Slug overexpression tended to be involved in response to 

tubulin-binding agents. In conclusion, our data indicate that Slug mediates an 

aggressive phenotype including enhanced migration activity, anoikis 

suppression,  and tumor growth, but increases sensitivity to tubulin-binding 
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agents via the downregulation of betaIII and betaIVa-tubulin in lung cancer 

cells. 
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TÍTULO / TITLE:  - A case of adolescent lung cancer resectable by the 

microthoracoscopic one-port method. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Tokai J Exp Clin Med. 2013 Apr 20;38(1):21-3. 

AUTORES / AUTHORS:  - Nakagawa T; Hamanaka R; Nakano T; Oiwa K; 

Nakazato K; Ogura G; Masuda R; Nakamura N; Iwazaki M 

INSTITUCIÓN / INSTITUTION:  - Division of General Thoracic Surgery, Department 

of Surgery Tokai University School of Medicine, 143 Shimokasuya, Isehara, 

Kanagawa 259-1193, Japan. k167999@is.icc.u-tokai.ac.jp 

RESUMEN / SUMMARY:  - An abnormal shadow was detected in a 15-year-old 

male adolescent by routine chest radiography during a school medical 

examination. Further detailed examination demonstrated stage IA primary lung 

adenocarcinoma in the right inferior lobe. The patient then underwent surgery. 

The right inferior lobe was resected, and the mediastinal lymph node was 

dissected by the microthoracoscopic one-port method. Thoracoscopic surgery 

for stage IA primary adult lung cancer has been established. However, no report 

has been published on thoracoscopic surgery, particularly the one-port method, 

for rare primary lung cancer in an adolescent,  as demonstrated in this case. 
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TÍTULO / TITLE:  - Mitochondrial transcription factor A regulated ionizing radiation-

induced mitochondrial biogenesis in human lung adenocarcinoma A549 cells. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - J Radiat Res. 2013 May 3. 

 ●●Enlace al texto completo (gratuito o de pago) 1093/jrr/rrt046 

AUTORES / AUTHORS:  - Yu J; Wang Q; Chen N; Sun Y; Wang X; Wu L; Chen S; 

Yuan H; Xu A; Wang J 

INSTITUCIÓN / INSTITUTION:  - School of Nuclear Science and Technology, 

University of Science and Technology of China, Hefei 230027, PR China. 

RESUMEN / SUMMARY:  - Mitochondrial transcription factor A (TFAM), the first 

well-characterized transcription factor from vertebrate mitochondria, is closely 

related to mitochondrial DNA (mtDNA) maintenance and repair. Recent 

evidence has shown that  the ratio of mtDNA to nuclearDNA (nDNA) is 

increased in both human cells and murine tissues after ionizing radiation (IR). 

However, the underlying mechanism has not as yet been clearly identified. In 

the present study, we demonstrated that in human lung adenocarcinoma A549 

cells, expression of TFAM was upregulated, together with the increase of the 

relative mtDNA copy number and cytochrome c oxidase (COX) activity after 
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alpha-particle irradiation. Furthermore, short hairpin RNA (shRNA)-mediated 

TFAM knockdown inhibited the enhancement of the relative mtDNA copy 

number and COX activity caused by alpha-particles. Taken together, our data 

suggested that TFAM plays a crucial role in regulating mtDNA amplification and 

mitochondrial biogenesis under IR conditions. 

---------------------------------------------------- 
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TÍTULO / TITLE:  - Biomarkers and molecular testing for early detection, 

diagnosis, and therapeutic  prediction of lung cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Thorac Surg Clin. 2013 May;23(2):211-24. doi: 

10.1016/j.thorsurg.2013.01.002. Epub 2013 Feb 15. 
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Harvey.Pass@nyumc.org 

RESUMEN / SUMMARY:  - The search for biomarkers in the management of lung 

cancer involves the use of multiple platforms to examine changes in gene, 

protein, and microRNA expression.  Multiple studies have been published in an 

attempt to describe early detection, diagnostic, prognostic, and predictive 

biomarkers using chiefly tissues and blood elements. Studies are characterized 

by a lack of commonality of specific biomarkers, and a lack of validated, 

clinically useful markers. The future of biomarker discovery as a means of 

tailoring therapy for patients with lung cancer will involve next-generation 

sequencing along with collaborative efforts to integrate and validate candidate 

markers. 
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[673] 

TÍTULO / TITLE:  - Dose impact of a carbon fiber couch for stereotactic body 

radiation therapy of lung tumors. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Nihon Hoshasen Gijutsu Gakkai Zasshi. 2013 

Apr;69(4):400-6. 

AUTORES / AUTHORS:  - Tominaga H; Araki F; Shimohigashi Y; Kanetake N; 

Tomiyama Y; Kawasaki K; Iwashita Y; Sakata J; Okuda T 

INSTITUCIÓN / INSTITUTION:  - Kumamoto Radiosurgery Clinic. 

RESUMEN / SUMMARY:  - The aim of this study was to measure the dose 

attenuation caused by a carbon fiber radiation therapy table (Imaging Couch 

Top; ICT, BrainLab) and to evaluate  the dosimetric impact of ICT during 

stereotactic body radiation therapy (SBRT) in lung tumors. The dose attenuation 

of ICT was measured using an ionization chamber and modeled by means of a 
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treatment planning system (TPS). SBRT was planned with  and without ICT in a 

lung tumor phantom and ten cases of clinical lung tumors. The results were 

analyzed from isocenter doses and a dose-volume histogram (DVH): D95, 

Dmean, V20, V5, homogeneity index (HI), and conformity index (CI). The dose  

attenuation of the ICT modeled with TPS agreed to within +/-1% of the actually 

measured values. The isocenter doses, D95 and Dmean with and without ICT 

showed differences of 4.1-5% for posterior single field and three fields in the 

phantom  study, and differences of 0.6-2.4% for five fields and rotation in the 

phantom study and six fields in ten clinical cases. The dose impact of ICT was 

not significant for five or more fields in SBRT. It is thus possible to reduce the 

dose effect of ICT by modifying the beam angle and beam weight in the 

treatment plan. 
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TÍTULO / TITLE:  - Depleting NFAT1 expression inhibits the ability of invasion and 

migration of human lung cancer cells. 
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RESUMEN / SUMMARY:  - BACKGROUND: Nuclear factor of activated T-cells 

(NFAT) is a general name applied  to a family of transcription factors shown to 

be important in immune response. One or more members of the NFAT family 

are expressed in most cells of the immune  system. NFAT1 is considered to 

involve in the development of cardiac, skeletal muscle, nervous systems, and 

tumorigenesis. METHODS: In the current study, we analyzed MEKK1 

expression in 159 surgically resection non-small cell lung cancer  patient’s 

samples by immunohistochemistry and determined its role in SK-EMS-1 cells 

via RNAi experiment. RESULTS: The abilities of invasion, motility, and 

adhesion of SK-EMS-1 cells were detected by transwell assay, wound healing 

assay  and adhesion assay, respectively. The result showed NFAT1 was highly 

expressed in lung tumor tissues instead of adjacent lung tissues (54.1% vs 

8.8%, p < 0.05); its overexpression was positively correlated with lymph node 

metastasis (p < 0.05). Depleting its expression in SK-EMS-1 cells can inhibit its 

invasion and migration abilities significantly (p < 0.05); and also can reduce 

proliferation of lung cancer cells (p < 0.05). CONCLUSION: Our study showed 

NFAT1 plays an important role in origination, invasion and metastasis of non-

small lung cancer cells; its underlying action mechanism needs further study. 
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pleural mesothelioma: a genome-wide association study. 
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RESUMEN / SUMMARY:  - Asbestos exposure is the main risk factor for malignant 

pleural mesothelioma (MPM), a rare aggressive tumor. Nevertheless, only 5-

17% of those exposed to asbestos develop MPM, suggesting the involvement 

of other environmental and genetic risk factors. To identify the genetic risk 

factors that may contribute to the development of MPM, we conducted a 

genome-wide association study (GWAS; 370,000 genotyped SNPs, 5 million 

imputed SNPs) in Italy, among 407 MPM cases and 389 controls with a 

complete history of asbestos exposure. A replication study was also undertaken 

and included 428 MPM cases and 1269 controls from Australia.  Although no 

single marker reached the genome-wide significance threshold, several 

associations were supported by haplotype-, chromosomal region-, gene- and 

gene-ontology process-based analyses. Most of these SNPs were located in 

regions  reported to harbor aberrant alterations in mesothelioma (SLC7A14, 

THRB, CEBP350,  ADAMTS2, ETV1, PVT1 and MMP14 genes), causing at 

most a 2-3-fold increase in MPM  risk. The Australian replication study showed 

significant associations in five of these chromosomal regions (3q26.2, 4q32.1, 

7p22.2, 14q11.2, 15q14). Multivariate  analysis suggested an independent 

contribution of 10 genetic variants, with an Area Under the ROC Curve (AUC) of 

0.76 when only exposure and covariates were included in the model, and of 

0.86 when the genetic component was also included,  with a substantial 

increase of asbestos exposure risk estimation (odds ratio, OR: 45.28, 95% 

confidence interval, CI: 21.52-95.28). These results showed that genetic risk 

factors may play an additional role in the development of MPM, and that these 

should be taken into account to better estimate individual MPM risk in 

individuals who have been exposed to asbestos. 
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TÍTULO / TITLE:  - Cytoreductive surgery combined with hyperthermic intrapleural 

chemotherapy to treat thymoma or thymic carcinoma with pleural dissemination. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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RESUMEN / SUMMARY:  - BACKGROUND: The treatment of thymoma or thymic 

carcinoma with pleural dissemination remains controversial due to the 

unpredictable natural history of this tumor. Our study discusses the combination 

of cytoreductive surgery with hyperthermic intrapleural chemotherapy to treat 

thymoma or thymic carcinoma with  pleural dissemination. METHODS: From 

February 2008 to January 2010, there were four patients with pleural thymoma 

metastases undergoing cytoreductive surgery and intrathoracic hyperthermic 

perfusion with chemotherapy at our department. After video-assisted 

thoracoscopic surgery, the hyperthermic perfusion system was set up for 

hyperthermic intrapleural chemotherapy. The thoracic cavity was perfused at a 

speed of approximately 1.8-2.3 L/min with 0.9% normal saline. The intrathoracic 

temperature remained between 42 degrees C and 43 degrees C. The perfusion 

process lasted for 2 hours. RESULTS: There were no perioperative deaths. 

During the hyperthermic perfusion, the patient’s core temperature varied  from 

36.3 degrees C and 39.3 degrees C and pulse varied from 59 beats/min and 

126 beats/min. Intraoperative sinus tachycardia occurred in two elderly patients. 

No  hematologic toxicity and nephrotoxicity was observed within 1 week after 

surgery. Postoperative pneumonia occurred in one elderly patient. Patients 

were followed up for 1-4 years. One elderly patient died of heart failure 1 year 

after surgery. There were no patients with local recurrence or metastases to 

distant sites. CONCLUSIONS: Cytoreductive surgery and intrathoracic 

hyperthermic perfusion with  chemotherapy may be effective in treating 

thymoma or thymic carcinoma with pleural dissemination and has an 

encouraging impact on the patients’ long-term survival. 
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RESUMEN / SUMMARY:  - Long-term exposure to elevated indoor radon 

concentrations has been determined to be the second leading cause of lung 

cancer in adults after tobacco smoking. With  the establishment of a National 

Radon Program in Canada in 2007 thousands of homes across the country 

have been tested for radon. Although the vast majority of people are exposed to 

low or moderate radon concentrations; from time to time; there are homes found 

with very high concentrations of radon. Among those living  in homes with very 

high radon concentrations, it is typically parents of young children that 

demonstrate a great deal of concern. They want to know the equivalent risk in 

terms of the lifetime relative risk of developing lung cancer  when a child has 

lived in a home with high radon for a few years. An answer to this question of 

risk equivalency is proposed in this paper. The results demonstrate clearly that 

the higher the radon concentration; the sooner remedial  measures should be 

undertaken; as recommended by Health Canada in the Canadian radon 

guideline. 
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TÍTULO / TITLE:  - A Case of Desmoid-Type Fibromatosis Arising after 

Thoracotomy for Lung Cancer with a Review of the English and Japanese 

Literature. 
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RESUMEN / SUMMARY:  - Chest wall desmoid-type fibromatoses are rare, locally 

aggressive tumors that occasionally arise from previous thoracotomy sites. 

Tumors arising from previous  sites of thoracotomy to treat malignant disease 

should be discriminated from the  pleural dissemination of the previous 

malignancy. In this study, we report a case of desmoid-type fibromatosis arising 

from a site for thoracotomy to treat lung cancer. Additionally we reviewed 15 

reported cases of desmoid-type fibromatosis following thoracotomy and 

summarized their features. A 62-year-old woman was found to have a tumor on 

computed tomography (CT) at a 1-year routine checkup for lung cancer. The 

tumor (diameter, 3.4 cm) was located at the previous thoracotomy site. Positron 

emission tomography (PET) revealed mild 18F-fluorodeoxyglucose (FDG) 

accumulation in the tumor, with a maximal standardized uptake value 

(SUVmax) of 1.9. CT-guided biopsy revealed only fibrous tissue. Eighteen 

months after the biopsy, CT revealed apparent tumor growth, and a biopsy 

revealed the same histology observed previously. The tumor was removed and 
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diagnosed as desmoid-type fibromatosis. Currently, the patient is alive without 

recurrence 4 years after desmoid surgery. 
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TÍTULO / TITLE:  - Treatment of cervical vertebral (C1) metastasis of lung cancer 

with radiotherapy: A case report. 
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RESUMEN / SUMMARY:  - The present study discusses a patient with C1 vertebral 

metastasis from adenocarcinoma of the left lung. The patient was a 31-year-old 

female suffering from neck pain who was referred by her physician. Magnetic 

resonance imaging revealed osteolytic destruction of the C1 vertebra. Chest 

and computed tomographic scans revealed lung carcinoma changes involving 

the left lung. A biopsy confirmed adenocarcinoma of the left lung. Abnormal 

activity was present in the cervical spine (C1) region in a radionuclide bone 

scan. The patient was then referred to an oncologist. The spine was stabilized 

with a rigid collar and  a course of radiation therapy and pain medication was 

initiated immediately. At the 9-month follow-up examination, there was no 

evidence of progression on the MRI scans and the main neck symptoms had 

disappeared. At present, the overall survival (OS) time is 11 months. Patients 

complaining of new onset back or neck pain should be assumed to have 

vertebral metastasis until proven otherwise. Trivial trauma should be taken 

seriously in these cases and investigated with appropriate clinical, laboratory 

and imaging examinations. 

---------------------------------------------------- 

[680] 

TÍTULO / TITLE:  - Targeted agents in non-small cell lung cancer therapy: What is 

there on the horizon? 
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RESUMEN / SUMMARY:  - Lung cancer is a heterogeneous group of diseases. 

There has been much research in lung cancer over the past decade which has 

advanced our ability to treat these patients with a more personalized approach. 
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The scope of this paper is to review  the literature and give a broad 

understanding of the current molecular targets for which we currently have 

therapies as well as other targets for which we may soon have therapies. 

Additionally, we will cover some of the issues of resistance with these targeted 

therapies. The molecular targets we intend to discuss are epidermal growth 

factor receptor (EGFR), Vascular endothelial growth factor (VEGF), anaplastic 

large-cell lymphoma kinase (ALK), KRAS, C-MET/RON, PIK3CA. ROS-1, RET 

Fibroblast growth factor receptor (FGFR). Ephrins and their receptors, BRAF, 

and immunotherapies/vaccines. This manuscript only summarizes the work 

which has been done to date and in no way is meant to be comprehensive. 
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RESUMEN / SUMMARY:  - Apoptosis plays a key role in inhibiting tumor growth, 

progression and resistance to anti-tumor therapy. We hypothesized that genetic 

variants in apoptotic genes may affect the prognosis of lung cancer. To test this 

hypothesis, we selected 38  potentially functional single nucleotide 

polymorphisms (SNPs) from 12 genes (BAX, BCL2, BID, CASP3, CASP6, 

CASP7, CASP8, CASP9, CASP10, FAS, FASLG and MCL1) involved in 

apoptosis to assess their prognostic significance in lung cancer in a Chinese 

case cohort with 568 non-small cell lung cancer (NSCLC) patients. Thirty-five 

SNPs passing quality control underwent association analyses, 11 of which were 

shown to be significantly associated with NSCLC survival (P < 0.05). After Cox 

stepwise regression analyses, 3 SNPs were independently associated with the 

outcome of NSCLC (BID rs8190315: P = 0.003; CASP9 rs4645981: P = 0.007 

and FAS rs1800682: P = 0.016). A favorable survival of NSCLC was 

significantly associated with the genotypes of BID rs8190315 AG/GG (adjusted 

HR = 0.65, 95% CI: 0.49-0.88), CASP9 rs4645981 AA (HR = 0.22, 95% CI: 

0.07-0.69) and FAS rs1800682 GG (adjusted HR = 0.67, 95% CI: 0.46-0.97). 

Time-dependent receptor operation curve (ROC) analysis revealed that the 

area under curve (AUC) at year 5 was significantly increased from 0.762 to 

0.819 after adding the risk score of these  3 SNPs to the clinical risk score. The 

remaining 32 SNPs were not significantly associated with NSCLC prognosis 
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after adjustment for these 3 SNPs. These findings indicate that BID rs8190315, 

CASP9 rs4645981 and FAS rs1800682 polymorphisms in the apoptotic 

pathway may be involved in the prognosis of NSCLC in the Chinese population. 
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TÍTULO / TITLE:  - Musashi1 as a potential therapeutic target and diagnostic 
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RESUMEN / SUMMARY:  - Lung cancer remains one of the leading causes of 

cancer-related deaths worldwide  with a 5-year survival rate of less than 20%. 

One approach to improving survival  is the identification of biomarkers to detect 

early stage disease. In this study, we investigated the potential of the stem cell 

and progenitor cell marker, Musashi1 (Msi1), as a diagnostic marker and 

potential therapeutic target for lung cancer. Functional studies in A549 

bronchioalveolar carcinoma and NCI-H520 squamous cell carcinoma cells 

revealed that Msi1 was enriched in spheroid cultures of tumor cells and in the 

CD133+ cell population. Downregulation of Msi1 by lentivirus-mediated 

expression of an Msi1 shRNA reduced spheroid colony proliferation. Growth 

inhibition was associated with reduced nuclear localization of beta-catenin and 

inhibition of the processing of intracellular Notch. In primary lung cancer, Msi1 

protein expression was elevated in 86% of 202 tissue microarray specimens, 

and Msi1 mRNA was increased in 80% of 118 bronchoscopic biopsies, 
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including metastatic disease, but was rarely detected in adjacent normal lung 

tissue and in non-malignant diseased tissue. Msi1 was expressed in a  diffuse 

pattern in most tumor subtypes, except in squamous cell carcinomas, where it 

appeared in a focal pattern in 50% of specimens. Thus, Msi1 is a sensitive and 

specific diagnostic marker for all lung cancer subtypes. 
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RESUMEN / SUMMARY:  - The survival of patients with lung cancer remains low in 

most developed countries, which is largely attributable to the advanced stage of 

the disease when it presents. It seems obvious that if lung cancer could be 

found at an earlier stage, the prognosis of patients would be improved. The 

evidence from the medical literature on this point is conflicting; most studies 

suggest that delays in diagnosis are not prognostically important. When 

strategies are in place to expedite the investigation of individuals suspected of 

having lung cancer, the stage of disease typically shifts toward earlier-stage 

disease and resection rates increase. 
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RESUMEN / SUMMARY:  - Metastatic tumors to the oral and maxillofacial region 

are relatively rare, they  constitute 1% of all malignant tumors of the oral cavity. 

The purpose of this case report is to evaluate the efficiency of fine needle 

aspiration cytology (FNAC) in the diagnosis of metastatic small cell lung 

carcinoma. A 50-year-old female patient presenting with a 4x5 cm firm, 

hemorrhagic, tender swelling on the left mandibular bicuspid gingiva was 
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evaluated. Her past medical history revealed a mass measuring 8x5 cm in the 

left pulmonary hilar area with pleural effusion, which was diagnosed as small 

cell lung carcinoma. A FNAC was performed to the oral mucosal swelling, and 

cytological examination revealed metastatic small cell lung carcinoma. The 

duration between diagnosis of the primary lung and development of metastasis 

was 6 months. The FNAC is a rapid, non-invasive, and safe diagnostic method 

when carried out with a proper technique, and proved to be a valuable adjunct 

to a careful physical and radiological examination of the oro-maxillofacial 

lesions. 
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RESUMEN / SUMMARY:  - BACKGROUND: The incidence of malignant 

mesothelioma in Germany is about 20 cases  per million persons per year. Its 

association with asbestos exposure, usually occupational, has been 

unequivocally demonstrated. Even though the industrial use of asbestos was 

forbidden many years ago, new cases of mesothelioma continue to appear 

because of the long latency of the disease (median, 50 years). Its diagnosis and 

treatment still present a major challenge for ambulatory and in-hospital care and 

will do so for years to come. METHODS: This article is based on a selective 

review of the literature, along with data from the German Mesothelioma 

Register. RESULTS: 1397 people died of mesothelioma in Germany in 2010. A 

plateau in the incidence of the disease is predicted between 2015 and 2030. 

Most mesotheliomas arise from the pleura. The histological subtype and the  

Karnofsky score are the main prognostic factors. Only limited data are now 

available to guide treatment with a combination of the available methods 

(chemotherapy, surgery, radiotherapy). The prognosis is still poor, with a 

median survival time of only 12 months. Symptom control and the preservation 

of the patient’s quality of life are the main aspects of care for patients with 

mesothelioma. CONCLUSION: The incidence of mesothelioma is not expected 

to drop in the next few years. The available treatments are chemotherapy, 

surgery, and radiotherapy. Specialized treatment centers now increasingly 

provide multimodal therapy for treatment of mesothelioma. 
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RESUMEN / SUMMARY:  - The epidermal growth factor receptor (EGFR) tyrosine 

kinase inhibitors (TKIs) gefitinib and erlotinib are known to have greater efficacy 

in EGFR mutation-positive non-small cell lung cancer (NSCLC), although 

erlotinib also has activity in wild-type disease. We report the successful long-

term maintenance treatment of a patient with EGFR wild-type NSCLC with 

gefitinib and later erlotinib. The patient (male; 44 years old; smoker) was 

diagnosed with EGFR wild-type NSCLC after computer tomography had 

revealed a mediastinal mass, and histology and mutation testing had identified 

the tumor as an EGFR wild-type grade 3 adenocarcinoma. The patient received 

multiple rounds of chemotherapy, followed by gefitinib maintenance (3 years). 

Later on, he received erlotinib maintenance and developed a persistent rash 

(grade ½) that lasted throughout the treatment. The patient’s condition has 

remained stable on erlotinib for more  than 5 years, with no evidence of 

progression. We describe the patient’s disease  course and treatment in the 

context of EGFR TKI therapy and the prognostic factors for long-term clinical 

outcomes of NSCLC, including the development of erlotinib-induced rash. 
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RESUMEN / SUMMARY:  - Small cell carcinoma (SCC) of the oral cavity is 

extremely rare; only one case has been reported in the English Literature. The 

author herein reports the second case of SCC of the oral cavity. A 59-year-old 

man presented with oral tumor (5 cm) in the right cheek mucosa. A biopsy was 

taken. The HE histology was typical SCC consisting of small epithelial cells with 

hyperchromatic nuclei, molded nuclei, scant nucleocytoplasmic ratio, and 

negative nucleoli. Immunohistochemically, the tumor cells are positive for 

pancytokeratin (PCK) WSS, PCK MNF-116, cytokeratin (CK) 34BE12, CK5/6, 
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CK14, vimentin, KIT (CD117), CD56, synaptophysin, p53 protein, and Ki67 

antigen (Ki-67 labeling = 70%). The tumor cells are negative for PCK AE1/3, 

PSK CAM5.2, CK7, CK8, CK18, CK19, CK20, EMA, NSE, chromogranin, 

platelet-derived growth factor-alpha (PDGFRA), CD45, CD45RO, CD3, CD20, 

CD30, CD79a, and bcl-2. A retrospective genetic analysis using PCR-direct 

sequencing method in paraffin sections identified no mutations of KIT  (exons 9, 

11, 13 and 17) and PDGFRA (exons 12 and 18) genes. Various imaging 

modalities including CT and MRI and upper and lower gastrointestinal 

endoscopy did not identified no tumors other than the oral tumor. Thus, the oral 

tumor was  thought primary. The oral tumor rapidly enlarged, and distant 

metastases to cervical lymph nodes, ribs and iliac bones emerged. The patient 

is now treated by cisplatin-based chemotherapy 16 months after the first 

manifestation. 
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RESUMEN / SUMMARY:  - PURPOSE: Lung cancer is a leading cause of cancer 

deaths and efforts are underway to identify novel therapies to treat these 

tumors. Diacylglycerol kinase eta (DGKeta), an enzyme that phosphorylates 

diacylglycerol to form phosphatidic acid, has been shown to modulate MAPK 

signaling downstream of EGFR, which is an oncogenic driver in some lung 

cancers. Since mutations in EGFR and K-Ras are common in lung cancer, we 

hypothesized that limiting the function of DGKeta would attenuate oncogenic 

properties of lung cancer cells. METHODS: We determined the expression 

levels of DGKeta in a mouse models of mutant EGFR and K-Ras lung cancer 

and in human lung cancer cell lines with activating mutations in either EGFR or 

K-Ras. We also tested the effects of shRNA-mediated depletion of DGKeta in 

lung cancer cells and tested if DGKeta depletion augmented the effects of 

afatinib, a new generation EGFR inhibitor. RESULTS: DGKeta was expressed 

in malignant epithelium from mice with mutant EGFR or K-Ras lung cancer. It 

was also expressed in human lung cancer cell lines with EGFR or K-Ras 

mutations. Depleting DGKeta in lung cancer cell lines, harboring mutant EGFR, 

reduced their growth on  plastic and in soft agar and also augmented the effects 

of afatinib, an EGFR inhibitor. DGKeta depletion also reduced growth of one of 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23572183&dopt=Abstract
http://dx.doi.org/10.1007/s12094-013-1036-y
http://dx.doi.org/10.1007/s12094-013-1036-y


533 

 

two lung cancer cell lines that harbored mutant K-Ras. CONCLUSIONS: Our 

data indicate that DGKeta is a potential therapeutic target in lung cancers, 

especially those harboring EGFR mutations. Our findings warrant further 

studies to examine the effects of limiting its function in vivo. 
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RESUMEN / SUMMARY:  - Patients with bulky non-small cell lung cancer (NSCLC) 

may be at a high risk for  radiation pneumonitis (RP) if treated with up-front 

concurrent chemoradiation. There is limited information about the effect of 

induction chemotherapy on the volume of normal lung subsequently irradiated. 

This study aims to estimate the reduction in risk of RP in patients with NSCLC 

after receiving induction chemotherapy. Between 2004 and 2009, 25 patients 

with Stage IV NSCLC were treated with chemotherapy alone (no surgery or 

radiation therapy [RT]) and had computed tomography (CT) scans before and 

after 2 cycles of chemotherapy. Simulated RT plans were created for the 

prechemotherapy and postchemotherapy scans so as to deliver 60Gy to the 

thoracic disease in patients who had either a>20% volumetric  increase or 

decrease in gross tumor volume (GTV) from chemotherapy. The 

prechemotherapy and postchemotherapy scans were analyzed to compare the 

percentage of lung volume receiving>/=20Gy (V20), mean lung dose (MLD), 

and normal tissue complication probability (NTCP). Eight patients (32%) had a 

GTV reduction>20%, 2 (8%) had GTV increase>20%, and 15 (60%) had stable 

GTV. In the 8 responders, there was an absolute median GTV decrease of 

88.1cc (7.3 to 351.6cc)  or a 48% (20% to 62%) relative reduction in tumor 

burden. One had>20% tumor progression during chemotherapy, yet had an 

improvement in dosimetric parameters  postchemotherapy. Among these 9 

patients, the median decrease in V20, MLD, and NTCP was 2.6% (p<0.01), 

2.1Gy (p<0.01), and 5.6% (p<0.01), respectively. Less than one-third of patients 

with NSCLC obtain>20% volumetric tumor reduction from  chemotherapy alone. 

Even with that amount of volumetric reduction, the 5% reduced risk of RP was 
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only modest and did not convert previously ineligible patients to  safely receive 

definitive thoracic RT. 
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RESUMEN / SUMMARY:  - Hiwi, a human homologue of the Piwi family, plays an 

important role in stem cell  self-renewal and is overexpressed in various human 

tumors. This study aimed to determine whether an RNA interference-based 

strategy to suppress Hiwi expression  could inhibit tumor growth in a xenograft 

mouse model. A rare population of SSCloAldebr cells was isolated and 

identified as lung cancer stem cells in our previous study. Plasmids containing 

U6 promoter-driven shRNAs against Hiwi or control plasmids were successfully 

established. The xenograft tumor model was generated by subcutaneously 

inoculating with lung cancer stem cell SSCloAldebr cells. After the tumor size 

reached about 8 mm in diameter, shRNA plasmids were injected into the mice 

via the tail vein three times a week for two weeks, then xenograft tumor growth 

was assessed. In nude mice, intravenously delivery of Hiwi shRNA plasmids 

significantly inhibited tumor growth compared to treatment with control 

scrambled shRNA plasmids or the vehicle PBS. No mice died during the 

experiment and no adverse events were observed in mice administered the 

plasmids. Moreover, delivery of Hiwi shRNA plasmids resulted in a significant 

suppressed expression of Hiwi and ALDH-1 in xenograft tumor samples, based 

on immunohistochemical analysis. Thus, shRNA-mediated Hiwi gene silencing 

in lung cancer stem cells by an effective in vivo gene delivery strategy appeared 

to be an effective therapeutic approach for lung cancer, and may provide some 

useful clues for RNAi gene therapy in solid cancers. 
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RESUMEN / SUMMARY:  - Metastasis is one of the hallmarks of malignant 

neoplasms and is the leading cause of death in many cancer patients. A major 

challenge in cancer treatment is  to find better ways to specifically target tumor 

metastasis. In this study, the anti-metastatic potential of the methanolic extract 

of Rhizophora apiculata (R.apiculata) was evaluated using the B16F-10 

melanoma induced lung metastasis model in C57BL/6 mice. Metastasis was 

induced in C57BL/6 mice by injecting highly metastatic B16F-10 melanoma 

cells through the lateral tail vein. Simultaneous treatment with R.apiculata 

extract (10 mg/kg b.wt (intraperitoneal) significantly (p<0.01) inhibited 

pulmonary tumor nodule formation (41.1 %) and also increased the life span 

(survival rate) 107.3 % of metastatic tumor bearing animals. The administration 

of R.apiculata extract significantly (p<0.01) reduced biochemical  parameters 

such as lung collagen hydroxyproline, hexosamine, uronic acid content, serum 

nitric oxide (NO), gamma-glutamyl transpeptidase (GGT) and sialic acid levels 

when compared to metastasis controls. These results correlated with lung 

histopathology analysis of R.apiculata extract treated mice showing reduction in  

lung metastasis and tumor masses. Taken together, our findings support that 

R.apiculata extract could be used as a potential anti-metastasis agent against 

lung cancer. 
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RESUMEN / SUMMARY:  - Background: Second primary non-small cell lung cancer 

(SPLC) is a significant cause of death amongst lung cancer survivors. As 

subsequent surgery is seldom feasible post-pneumonectomy, we studied the 

long-term clinical outcomes achieved  with curative radiotherapy using modern 

delivery techniques. METHODS: Retrospective review of an institutional 

database between 2003-2011 identified 27 patients who had received curative 

radiotherapy for SPLC arising post-pneumonectomy. Treatments included; 
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stereotactic ablative radiotherapy (SABR, n=20, dose 54-60 Gy in 3-8 fractions), 

hypofractionated radiotherapy (HFR, n=6, dose 39-60 Gy in 12-23 fractions) 

and conventional radiotherapy (RT, n=1, 60 Gy in 30 fractions). Clinical follow-

up with a CT scan at 3, 6 and 12 months, then yearly was performed. Toxicities 

were scored using the common toxicity criteria for adverse events (version 4.0). 

RESULTS: The median overall survival was 39 months (95% CI, 33-44 

months). After a median follow-up of 52 months (95%  CI, 37-67 months), any 

recurrence was observed in four (15%) patients. Actuarial  3-year rates of local, 

regional and distant recurrences were 8% (95% CI, 0-21 months), 10% (95% 

CI, 0-23%) and 9% (95% CI, 0-20%), respectively. Patients receiving HFR or 

RT all had centrally located tumors. Of the patients treated with HFR delivered 

12 fractions, 75% (3/4) developed grade 3 or higher radiation  pneumonitis 

(RP), including one probable grade 5 toxicity. Of those receiving RT  or HFR in 

13 or more fractions no (0/3) grade 3 or worse RP was observed, despite such 

treatment being used for larger tumors and resulting in worse lung dose-volume 

histogram metrics. All the patients who developed RP had radiotherapy plans, 

which prioritized the sparing of central structures over lung sparing. No  non-RP 

grade 3 or higher toxicities were observed. CONCLUSIONS: Curative 

radiotherapy is an effective treatment for SPLC arising post-pneumonectomy. 

For larger central tumors, our data suggests that plans should prioritize 

reducing lung doses above the sparing of central structures. 
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RESUMEN / SUMMARY:  - In the present study, the effect of radiation on the 

invasion of the pulmonary adenocarcinoma cell line, A549, was investigated. 

Invasion of A549 cells irradiated with 2 and 4 Gy doses of gammaray was 

detected using the transwell Matrigel invasion assay. Levels of matrix 

metalloproteinase 2 (MMP2) and phosphorylated signal transducer and 

activator of transcription 3 (STAT3) were detected by reverse transcription PCR 

(RT-PCR) and/or immunoblotting. The enzyme  activity of MMP2 was examined 

by gelatin zymography. Results demonstrated that the invasion of A549 cells 

was significantly enhanced by gammaray radiation at doses of 2 or 4 Gy. In 

addition, exposure to radiation was found to promote transcriptional expression 

of MMP2 and increase MMP2 enzyme activity. Irradiation activated the 
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phosphorylation of STAT3 and promoted the nuclear localization of STAT3. The 

blockage of STAT3 phosphorylation using a specific inhibitor (AG490) 

suppressed the irradiationinduced elevation of MMP2 expression, enzyme 

activity and invasion of A549 cells. Finally, the expression of vascular 

endothelial growth factor (VEGF) was found to be upregulated by radiation, 

which was associated with the activation of STAT3. Results of the current study 

indicate that irradiation leads to activation of STAT3 and translocation to the 

nucleus, leading to activation of VEGF and MMP2 transcription, resulting in the 

increased  invasion of A549 cells. 
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RESUMEN / SUMMARY:  - Systemic chemotherapy has remained the traditional 

treatment for metastatic non-small-cell lung carcinoma (NSCLC), enhancing 

survival rate at 1 year to 29%.  The median survival had plateaued at around 10 

months until early 2008, and in an attempt to enhance survival in advanced 

disease, maintenance chemotherapy trials  were initiated which had recently 

demonstrated prolongation of survival by an additional 2-3 months in patients 

who had performance status (PS) 0-1 and well-preserved organ functions. 

Suitable patients with any degree of clinical benefit are treated with 4-6 cycles, 

and then one of the active agents is continued until best response, or toxicity 

(continued maintenance), or changed to a cross non-resistant single agent 

(switch maintenance). The article briefly reviews the evolution of systemic 

therapy and describes key randomised trials of  maintenance therapy instituting 

chemotherapy and targeted agents in an attempt to improve outcomes in 

advanced metastatic NSCLC, based on certain clinical features, histology, and 

genetics. 
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S; Shamsuddin N; Rais Mustafa M 

INSTITUCIÓN / INSTITUTION:  - Department of Pharmacy, Faculty of Medicine, 

University of Malaya, 50603 Kuala Lumpur, Malaysia. 

RESUMEN / SUMMARY:  - Murraya koenigii Spreng has been traditionally claimed 

as a remedy for cancer. The current study investigated the anticancer effects of 

girinimbine, a carbazole alkaloid isolated from Murraya koenigii Spreng, on 

A549 lung cancer cells in relation to apoptotic mechanistic pathway. Girinimbine 

was isolated from Murraya  koenigii Spreng. The antiproliferative activity was 

assayed using MTT and the apoptosis detection was done by annexin V and 

lysosomal stability assays. Multiparameter cytotoxicity assays were performed 

to investigate the change in mitochondrial membrane potential and cytochrome 

c translocation. ROS, caspase, and human apoptosis proteome profiler assays 

were done to investigate the apoptotic mechanism of cell death. The MTT assay 

revealed that the girinimbine induces cell death with an IC50 of 19.01 mu M. A 

significant induction of early phase of apoptosis was shown by annexin V and 

lysosomal stability assays. After 24 h treatment with 19.01 mu M of girinimbine, 

decrease in the nuclear area and increase in mitochondrial membrane potential 

and plasma membrane permeability were readily visible. Moreover the 

translocation of cytochrome c also was observed. Girinimbine mediates its 

antiproliferative and apoptotic effects through up- and downregulation of 

apoptotic and antiapoptotic proteins. There was a significant involvement of 

both intrinsic and extrinsic pathways. Moreover, the upregulation of p53 as well 

as the cell proliferation repressor proteins, p27 and p21, and the significant role 

of insulin/IGF-1 signaling were also identified. Moreover the caspases 3 and 8 

were found to be significantly activated. Our results taken together indicated 

that girinimbine may be a potential agent for anticancer drug development. 
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TÍTULO / TITLE:  - Importance of Serum SELDI-TOF-MS Analysis in the 

Diagnosis of Early Lung Cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Asian Pac J Cancer Prev. 2013;14(3):2037-42. 
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RESUMEN / SUMMARY:  - Background: Different methods of diagnosis have been 

found to be inefficient in terms of screening and early diagnosis of lung cancer. 

Cancer cells produce proteins whose serum levels may be elevated during the 

early stages of cancer development. Therefore, those proteins may be 

recognized as potential cancer markers. The aim of this study was to 
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differentiate healthy individuals and lung  cancer cases by analyzing their serum 

protein profiles and evaluate the efficacy  of this method in the early diagnosis 

of lung cancer. Materials and Methods: 170  patients with lung cancer, 53 under 

high risk of lung cancer, and 47 healthy people were included in our study. 

Proteomic analysis of the samples was performed with the SELDI-TOF-MS 

approach. Results: The most discriminatory peak of the high risk group was 

8141. When tree classification analysis was performed  between lung cancer 

and the healthy control group, 11547 was determined as the most 

discriminatory peak, with a sensitivity of 85.5%, a specificity of 89.4%, a  

positive predictive value (PPV) of 96.7% and a negative predictive value (NPV) 

of 62.7%. Conclusions: We determined three different protein peaks 11480, 

11547 and  11679 were only present in the lung cancer group. The 8141 peak 

was found in the  high-risk group, but not in the lung cancer and control groups. 

These peaks may prove to be markers of lung cancer which suggests that they 

may be used in the early diagnosis of lung cancer. 

 

---------------------------------------------------- 

[698] 

TÍTULO / TITLE:  - Post-operative immunohistochemical diagnosis of two 

synchronous primary non-small cell lung cancers in a single lobe. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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RESUMEN / SUMMARY:  - Synchronous primary non-small cell lung cancers 

(NSCLC) are rare and may be discovered unexpectedly following lung 

resection. Discrimination from intrapulmonary metastases is important to guide 

treatment and prognosis but is difficult solely on clinical or radiological findings. 

Histopathological evaluation with immunohistochemistry (IHC) markers can 

prove decisive and should  feature in the diagnostic algorithm of such patients. 

We report a rare case of two synchronous primary NSCLCs diagnosed post 

operatively following pathological  examination of the resected lobe, highlighting 

the value of IHC and discuss the management of such patients. 
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TÍTULO / TITLE:  - Diagnostic value of superoxide dismutase in tuberculous and 

malignant pleural effusions. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Asian Pac J Cancer Prev. 2013;14(2):821-4. 
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RESUMEN / SUMMARY:  - The aim of this study was to investigate the diagnostic 

value of superoxide dismutase (SOD) in tuberculous pleural effusions (TPEs) 

and malignant pleural effusions (MPEs). Pleural effusion (PE) samples from 100 

patients were classified on the basis of diagnosis as TPE (n=57) and MPE 

(n=43). The activity of SOD was determined by pyrolgallol assay. A significant 

difference was observed in SOD activity (P<0.01) between TPE and MPE, 

levels of being significantly higher in TPE compared to MPE. With a threshold 

value of 41 U/L, the area under the ROC curve was 0.653, SOD had a 

sensitivity of 61.4% and a specificity of 61.0% for differential diagnosis. Thus, 

SOD activity in PE was not a good biomarker in differentiating TPE and MPE. 

To the best of our knowledge, five SOD isoforms may  be present in PE. 

Identification of which SOD contributes to the difference of SOD level between 

TPE and MPE is very important for illustrating mechanisms and improving the 

differential diagnostic value. 

 

---------------------------------------------------- 
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TÍTULO / TITLE:  - Good response of malignant pleural effusion from carcinoma of 

unknown primary site to the anti-tuberculosis therapy: a case report. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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P.R. China. 

RESUMEN / SUMMARY:  - Malignant pleural effusion in patients with cancers or 

malignant pleural mesothelioma may often appear at the late stage of disease 

and significantly affect the patients’ life quality and survival. However, there is 

still no very effective treatment to control malignant pleural effusion. Here we 

report that malignant pleural effusion in one patient was completely relieved for 

15 months by the anti-tuberculosis therapy. Case presentation: A 54-year-old 

female patient complained of cough, dyspnea, chest pain, night sweat and light 

fever in the afternoon. Computed tomography (CT) of the chest revealed 

bilateral pleural effusion. But no tumor was found in the lung, pleura and in 

other sites. Blood test revealed serum carcinoembryonic antigen (CEA) level at 

300 ng/mL. One week after we tried anti-tuberculosis combined therapy with 

isoniazid, pyrazinamide, rifapentine and ethambutol. The pleural effusion in 

patient was eliminated, along with decreasing CEA. But the CEA increased 

gradually again when the anti-tuberculosis treatment was forced to 

discontinuation. Sixteen months after anti-tuberculosis treatment, the symptoms 

of cough and breathing difficulty relapsed. Chest CT revealed left pleural 
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effusion, pleural thickness and pericardium nodules. Thoracoscopy and biopsy 

were conducted. The pleural nodules  specimen was pathologically diagnosed 

as squamous cell carcinoma. Conclusion We reported a rare case of 

successfully treating malignant pleural effusion caused by squamous cell 

carcinoma of unknown primary site with the anti-tuberculosis combined. This 

report provides useful evidences for that the anti-tubercular agents may have 

potential anticancer activity in some carcinomas. 

---------------------------------------------------- 
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TÍTULO / TITLE:  - Expression of cytochrome P450 2ª13 in human non-small cell 

lung cancer and its clinical significance. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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RESUMEN / SUMMARY:  - Lung cancer is one of the most important causes of 

cancer-related mortality worldwide. Human cytochrome P450 2ª13 enzyme 

(CYP2A13) is predominantly expressed in the respiratory tract and could 

catalyze various carcinogens. In this study, we quantified CYP2A13 expression 

in non-small cell lung cancer (NSCLC) tissues and examined the relation 

between CYP2A13 and clinicopathologic factors. Thirty-five paired lung cancer 

and normal tissues were studied for the expression of the CYP2A13 gene by 

using real-time PCR and Western blotting assays. We also investigated the 

relationship between CYP2A13 expression and clinicopathologic factors such 

as age, gender, histology and lymph node status in tumor tissues. SPSS (17.0) 

statistical software was applied for data analysis. The real-time PCR results 

showed that there was no significant difference in the CYP2A13 mRNA 

transcript levels between tumor and paired normal tissues in the 35 samples 

and in 12 paired squamous cell carcinomas. In adenocarcinoma, the expression 

of CYP2A13 mRNA in tumor tissues was 12.5% of that in adjacent tissues (P < 

0.05) and it was not associated with age, gender, histology and lymph node 

status of the patients. The amounts of CYP2A13 proteins detected by Western 

blotting assays correlated well with those of the corresponding mRNAs. In 

conclusion, the expression of CYP2A13 was downregulated in lung 

adenocarcinoma. CYP2A13 may be involved in the development and 

progression of lung adenocarcinoma. 
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TÍTULO / TITLE:  - Mitochondrial injury induced by nanosized titanium dioxide in 

A549 cells and rats. 
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RESUMEN / SUMMARY:  - The nanosized titanium dioxide (nano-TiO2) is an 

important nanoscale compound applied in many different fields because of its 

superior performance. Here, an anatase nano-TiO2 showed cytotoxicity in a 

dosage-dependent manner, which was in  accordance with changes of A549 

cell ultrastructure, A549 cell viability and intracellular ATP level. The lungs of 

rats treated with single intratracheal instillation of nano-TiO2 were injured, which 

was demonstrated by changes of alveolar epithelial cell ultrastructure, lung 

tissue pathology and lung tissue MDA level. The results of this study indicated 

that nano-TiO2 should be related to the generation of intracellular reactive 

oxygen species (ROS), which injured mitochondria and prevented the synthesis 

of ATP. The cells were approaching to apoptosis eventually. In macroscopic 

view, the lungs inevitably suffered. 
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TÍTULO / TITLE:  - Crude alkaloid extract of Rhazya stricta inhibits cell growth and 

sensitizes human lung cancer cells to cisplatin through induction of apoptosis. 
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RESUMEN / SUMMARY:  - There is an urgent need to improve the clinical 

management of non-small cell lung cancer (NSCLC), one of the most frequent 

causes of cancer-related deaths in men and women worldwide. Rhazya stricta, 

an important medicinal plant used in traditional Oriental medicine, possesses 

anti-oxidant, anti-carcinogenic and free radical scavenging properties. This 

study was done to explore the potential anticancer activity of a crude alkaloid 

extract of R. stricta (CAERS) against the NSCLC line A549. CAERS markedly 

suppressed the growth of A549 cells and considerably enhanced the anti-

proliferative potential of cisplatin. CAERS-mediated inhibition of A549 cell 

growth correlated with the induction of apoptosis that was accompanied by 

numerous morphological changes, DNA fragmentation, an increase in the 
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Bax/Bcl-2 ratio, the release of mitochondrial cytochrome c, activation of 

caspases 3 and 9 and cleavage of poly(ADP-ribose)-polymerase. CAERS 

reduced the constitutive expression of anti-apoptotic proteins (Bcl-2, Bcl-XL, 

Mcl-1 and Survivin) and cell cycle regulating proteins (cyclin D1 and c-Myc), but 

enhanced expression of the proapoptotic proteins Noxa and BAD. These 

observations indicate that CAERS induced apoptosis and sensitized NSCLC to 

cisplatin via a mitochondria-mediated apoptotic pathway. These data provide a 

rationale for using a combination of CAERS and CDDP to treat NSCLC and 

other CDDP-resistant tumors. 
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TÍTULO / TITLE:  - Casticin induces caspase-mediated apoptosis via activation of 

mitochondrial pathway and upregulation of DR5 in human lung cancer cells. 
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RESUMEN / SUMMARY:  - OBJECTIVE: To assess if casticin induces caspase-

mediated apoptosis via activation of mitochondrial pathway and upregulation of 

DR5 in human lung cancer  cells. METHODS: Human non-small-cell lung 

carcinoma cell lines H460, A549 and H157 were cultured in vitro. The cytotoxic 

activities were determined using MTT assay. The apoptotic cells death was 

examined by flow cytometry using PI staining and DNA agarose gel 

electrophoresis. The activities of caspase-3, -8 and -9 were  measured via 

ELISA. Cellular fractionation was determined by flow cytometry to assess 

release of cytochrome c and the mitochondrial transmembrane potential. Bcl-

2/Bcl-XL/XIAP/Bid/DR5 and DR4 proteins were analyzed using western blot. 

RESULTS: The concentrations required for a 50% decrease in cell growth 

(IC(50)) ranged from 1.8 to 3.2 muM. Casticin induced rapid apoptosis and 

triggered a series of effects associated with apoptosis by way of mitochondrial 

pathway, including the depolarization of the mitochondrial membrane, release of 

cytochrome c from mitochondria, activation of procaspase-9 and -3, and 

increase of DNA fragments. Moreover, the pan caspase inhibitor zVAD-FMK 

and the caspase-3 inhibitor zDEVD-FMK suppressed casticin-induced 

apoptosis. In addition, casticin  induced XIAP and Bcl-XL down-regulation, Bax 

upregulation and Bid clearage. In H157 cell line, casticin increased expression 

of DR5 at protein levels but not affect the expression of DR4. The pretreatment 
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with DR5/Fc chimera protein effectively attenuated casticin-induced apoptosis in 

H157 cells. No correlation was found between cell sensitivity to casticin and that 

to p53 status, suggesting that casticin induce a p53-independent apoptosis. 

CONCLUSIONS: Our results demonstrate that casticin induces caspase-

mediated apoptosis via activation of mitochondrial pathway and upregulation of 

DR5 in human lung cancer cells. 
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RESUMEN / SUMMARY:  - Aberrant expression of microRNA-146ª (miR-146ª) has 

been reported to be involved  in the development and progression of various 

types of cancers. However, its role in non-small cell lung cancer (NSCLC) has 

not been elucidated. The aim of this study was to investigate the contribution of 

miR-146ª to various aspects of the malignant phenotype of human NSCLCs. In 

functional experiments, miR-146ª suppressed cell growth, induced cellular 

apoptosis and inhibited EGFR downstream  signaling in five NSCLC cell lines 

(H358, H1650, H1975, HCC827 and H292). miR-146ª also inhibited the 

migratory capacity of these NSCLC cells. On the other hand, miR-146ª 

enhanced the inhibition of cell proliferation by drugs targeting EGFR, including 

both TKIs (gefitinib, erlotinib, and afatinib) and a monoclonal antibody 

(cetuximab). These effects were independent of the EGFR mutation status  

(wild type, sensitizing mutation or resistance mutation), but were less potent 

compared to the effects of siRNA targeting of EGFR. Our results suggest that 

these effects of miR-146ª are due to its targeting of EGFR and NF-kappaB 

signaling. We also found, in clinical formalin fixed paraffin embedded (FFPE) 

lung cancer samples, that low expression of miR-146ª was correlated with 

advanced clinical TNM stages and distant metastasis in NSCLC (P<0.05). The 

patients with high miR-146ª expression in their tumors showed longer 

progression-free survival  (25.6 weeks in miR-146ª high patients vs. 4.8 weeks 

in miR-146ª low patients, P<0.05). miR-146ª is therefore a strong candidate 

prognostic biomarker in NSCLC.  Thus inducing miR-146ª might be a 

therapeutic strategy for NSCLC. 
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TÍTULO / TITLE:  - Two novel nanoscale preparations of micelle and 

thermosensitive hydrogel for docetaxel to treat malignant tumor. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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RESUMEN / SUMMARY:  - In this paper, two nanoscale preparations were 

described for docetaxel encapsulation using poly(epsilon-

caprolactone)poly(ethylene glycol)-poly(epsilon-caprolactone) (PCEC) 

copolymer as carrier for treating malignant tumor. The first formulation was 

docetaxel-loaded PCEC micelle (D-M), which was characterized by XRD, TEM 

and Malvern laser particle size and drug release studies. The highest drug-

loading of docetaxel in micelle was about 22.1  +/- 1.9%, optimized average 

diameter and polydispersity index was 25.2 +/- 1.1 nm, 0.13 +/- 0.12, 

respectively. Another formulation was docetaxel-loaded PCEC thermosensitive 

hydrogel (D-H), which displayed special gel-sol transition behavior with body 

temperature. We studied the cytotoxicity and in vitro hemolytic test of blank 

PCEC copolymer, the result was superiority. The data of relative body weight 

(RW), relative tumor volume (RV) and micrographs of hematoxylin and eosin 

(H&E)-stained histological sections showed D-M and D-H had  significant 

antitumor effect and exhibited different characteristics of antitumor activity. 

Thus, the experiments signified that the combination therapy of intravenous 

(i.v.) and intratumoral administration using the two formulations maybe an 

effective way to treat malignant tumor. 
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RESUMEN / SUMMARY:  - Although pterostilbene (PTE) has been shown to have 

potent antitumor activities against various cancer types, the molecular 
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mechanisms of these activities remain unclear. In this study, we investigated 

the antitumor activity of PTE against human lung adenocarcinoma in vitro and in 

vivo and explored the role of the Notch1 signaling pathway in this process. PTE 

treatment resulted in a dose- and time-dependent decrease in the viability of 

A549 cells. Additionally, PTE exhibited strong antitumor activity, as evidenced 

not only by a reduced mitochondrial membrane potential (MMP) and a 

decreased intracellular glutathione  content but also by increases in the 

apoptotic index and the level of reactive oxygen species (ROS). Furthermore, 

PTE treatment induced the activation of the Notch1 Intracellular Domain (NICD) 

protein and activated Hes1. DAPT (a gamma secretase inhibitor) and Notch1 

siRNA prevented the induction of NICD and Hes1 activation by PTE treatment 

and sensitized the cells to PTE treatment. The down-regulation of Notch 

signaling also prevented the activation of pro-survival  pathways (most notably 

the PI3K/Akt pathway) after PTE treatment. In summary, lung adenocarcinoma 

cells may enhance Notch1 activation as a protective mechanism in response to 

PTE treatment. Combining a gamma secretase inhibitor with PTE treatment 

may represent a novel approach for treating lung adenocarcinoma by inhibiting 

the survival pathways of cancer cells. 
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RESUMEN / SUMMARY:  - Patients with lung adenocarcinoma are often diagnosed 

with metastasizing symptoms and die of early and distal metastasis. Metastasis 

is made up of a cascade of interrelated and sequential steps, including cell 

adhesion, extracellular matrix  degradation, cell movement, and invasion. 

Hence, substances carrying the ability  to stop one of the metastasis-associated 

steps could be a potential candidate for preventing tumor cells from 

metastasizing and prolonging the life of cancer patients. Cinnamic acid (CA) 

was demonstrated to be such a candidate for human lung adenocarcinoma 

cells. Nevertheless, the effectiveness of CA derivatives on invasion of lung 

cancer cells is still unclear. The aims of this study were to explore the 

mechanisms underlying several select CA derivatives against invasion  of 

human lung adenocarcinoma A549 cells. The results revealed that caffeic acid 

(CAA), chlorogenic acid (CHA), and ferulic acid (FA) can inhibit phorbol-12-

myristate-13-acetate (PMA)-stimulated invasion of A549 cells at a concentration 
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of >/=100 muM. The MMP-9 activity was suppressed by these compounds 

through regulating urokinase-type plasminogen activator (uPA), tissue inhibitor 

of metalloproteinase (TIMP)-1, plasminogen activator inhibitor (PAI)-1, and PAI-

2; the cell-matrix adhesion was decreased by CAA only. The proposed 

molecular mechanism involved not only decreasing the signaling of MAPK and 

PI3K/Akt but also inactivating NF-kappaB, AP-1, and STAT3. In the present 

study, we selected CAA, CHA, and FA as potential inhibitors for invasive 

behaviors of human lung adenocarcinoma cells and disclosed the possible 

mechanisms. The association between structural features and anti-invasive 

activity of these compounds cannot  be determined here and needs to be 

further verified. 
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TÍTULO / TITLE:  - A pilot study: sequential gemcitabine/cisplatin and icotinib as 

induction therapy for stage IIB to IIIA non-small-cell lung adenocarcinoma. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - World J Surg Oncol. 2013 Apr 26;11:96. doi: 

10.1186/1477-7819-11-96. 
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of Carcinogenesis and Translational Research(Ministry of Education), Peking 

University Cancer Hospital  and Institute, 52 Fucheng Road, Beijing, Haidian 

District, 100142, China. zlyangyue@bjmu.edu.cn. 

RESUMEN / SUMMARY:  - BACKGROUND: A phase II clinical trial previously 

evaluated the sequential administration of erlotinib after chemotherapy for 

advanced non-small-cell lung cancer (NSCLC). This current pilot study 

assessed the feasibility of sequential induction therapy in patients with stage IIB 

to IIIA NSCLC adenocarcinoma. METHODS: Patients received gemcitabine 

1,250 mg/m2 on days 1 and 8 and cisplatin  75 mg/m2 on day 1, followed by 

oral icotinib (125 mg, three times a day) on days  15 to 28. A repeatcomputed 

tomography(CT) scan evaluated the response to the induction treatment after 

two 4-week cycles and eligible patients underwent surgical resection. The 

primary objective was to assess the objective response rate (ORR), while 

EGFR and KRAS mutations and mRNA and protein expression levels  of 

ERCC1 and RRM1 were analyzed in tumor tissues and blood samples. 

RESULTS: Eleven patients, most with stage IIIA disease, completed 

preoperative treatment.  Five patients achieved partial response according to 

the Response Evaluation Criteria in Solid Tumors (RECIST) criteria 

(ORR=45%) and six patients underwent resection. Common toxicities included 

neutropenia, alanine transaminase (ALT) elevation, fatigue, dry skin, rash, 

nausea, alopecia and anorexia. No serious complications were recorded 
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perioperatively. Three patients had exon 19 deletions and those with EGFR 

mutations were more likely to achieve a clinical response (P= 0.083). 

Furthermore, most cases who achieved a clinical response had low levels of 

ERCC1 expression and high levels of RRM1. CONCLUSIONS: Two cycles of 

sequentially administered gemcitabine/cisplatin with icotinib as an induction 

treatment is a feasible and efficacious approach for stage IIB to IIIA NSCLC 

adenocarcinoma, which provides evidence for the further investigation of these 

chemotherapeutic and molecularly targeted therapies. 
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TÍTULO / TITLE:  - Induction of long intergenic non-coding RNA HOTAIR in lung 

cancer cells by type I collagen. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - J Hematol Oncol. 2013 May 13;6:35. doi: 10.1186/1756-

8722-6-35. 

 ●●Enlace al texto completo (gratuito o de pago) 1186/1756-8722-6-35 

AUTORES / AUTHORS:  - Zhuang Y; Wang X; Nguyen HT; Zhuo Y; Cui X; Fewell 

C; Flemington EK; Shan B 

INSTITUCIÓN / INSTITUTION:  - Department of Medicine and Pathology, Tulane 

University School of Medicine, 1430  Tulane Ave, SL-9, New Orleans, LA, 

70112, USA. bshan@tulane.edu. 

RESUMEN / SUMMARY:  - BACKGROUND: The tumor microenvironment is a 

crucial determinant in tumor progression. Interstitial extracellular matrix (ECM), 

such as type I collagen (Col-1), is aberrantly enriched in the tumor 

microenvironment and promotes tumor  progression. Long intergenic non-

coding RNAs (lincRNA) are a new family of regulatory RNAs that modulate 

fundamental cellular processes via diverse mechanisms. FINDINGS: We 

investigated whether the expression of lincRNAs was regulated by the tumor 

promoting Col-1. In a three-dimensional organotypic culture model using the 

reconstituted basement membrane ECM Matrigel (rBM 3-D), supplementation 

of Col-1 disrupted acini, a differentiation feature of well-differentiated lung 

adenocarcinoma cells, and concurrently induced the expression of a tumor-

promoting lincRNA, HOX transcript antisense RNA (HOTAIR). Induction of 

HOTAIR by Col-1 was diminished by a neutralizing antibody against the Col-1 

receptor alpha2beta1 integrin. Col-1 activates the expression of a reporter gene 

controlled by the human HOTAIR promoter. Moreover the expression of 

HOTAIR and Col-1 was concurrently up-regulated in human non-small cell lung 

cancer. CONCLUSIONS: Our findings indicate that tumor-promoting Col-1 up-

regulates the expression of HOTAIR in NSCLC cells. These initial results 

warrant further investigation of HOTAIR and other lincRNA genes in lung 

tumorigenesis. 
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TÍTULO / TITLE:  - RASEF is a novel diagnostic biomarker and a therapeutic 

target for lung cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Mol Cancer Res. 2013 May 16. 

 ●●Enlace al texto completo (gratuito o de pago) 1158/1541-7786.MCR-

12-0685-T 
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INSTITUCIÓN / INSTITUTION:  - Human Genome Center, Institute of Medical 

Science, The University of Tokyo. 

RESUMEN / SUMMARY:  - Genome-wide gene expression profile analyses 

revealed that Ras and EF-hand domain containing (RASEF) was significantly 

transactivated in the majority of lung cancers. Transient expression of RASEF 

promoted cell growth, whereas transfection of siRNA for RASEF to lung cancer 

cells reduced its expression and resulted in growth suppression of the cancer 

cells. Immunohistochemical staining using tumor  tissue microarrays consisting 

of 341 archived non-small cell lung cancers revealed the association of strong 

RASEF positivity with poor prognosis (P = 0.0034 by multivariate analysis). 

RASEF could bind to extracellular signal-regulated kinase (ERK) ½ and 

appeared to enhance the ERK1/2 signaling. In addition, inhibition of interaction 

between RASEF and ERK1/2 using cell-permeable peptide that corresponded 

to the ERK1/2-interacting site of RASEF  protein, suppressed growth of lung 

cancer cells. RASEF may play important roles in lung carcinogenesis, and could 

be useful as a prognostic biomarker and a target for the development of new 

molecular therapies. 
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TÍTULO / TITLE:  - Repeated favorable responses to epidermal growth factor 

receptor-tyrosine kinase  inhibitors in a case of advanced lung adenocarcinoma. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Tuberc Respir Dis (Seoul). 2013 Mar;74(3):129-33. doi: 

10.4046/trd.2013.74.3.129. Epub 2013 Mar 29. 
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INSTITUCIÓN / INSTITUTION:  - Lung and Esophageal Cancer Clinic, Chonnam 

National University Hwasun Hospital, Hwasun, Korea. ; Department of Internal 

Medicine, Chonnam National University Medical School, Hwasun, Korea. 

RESUMEN / SUMMARY:  - The presence of epidermal growth factor receptor 

(EGFR) mutation is a prognostic  and predictive marker for EGFR-tyrosine 

kinase inhibitor (TKI) therapy. However,  inevitably, relapse occurs due to the 

development of acquired resistance, such as T790M mutation. We report a 

case of repeated responses to EGFR-TKIs in a never-smoked woman with 
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adenocarcinoma. After six cycles of gemcitabine and cisplatin, the patient was 

treated by gefitinib for 4 months until progression. Following the six cycles of 

third-line pemetrexed, gefitinib retreatment was initiated and continued with a 

partial response for 6 months. After progression,  she was recruited for an 

irreversible EGFR inhibitor trial, and the time to progression was 11 months. 

Although EGFR direct sequencing on the initial diagnostic specimen revealed a 

wild-type, we performed a rebiopsy from the progressed subcarinal node at the 

end of the trial. The result of peptide nucleic acid clamping showed 

L858R/L861Q. 

---------------------------------------------------- 
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TÍTULO / TITLE:  - Bone morphogenetic protein type I receptor antagonists 

decrease growth and induce cell death of lung cancer cell lines. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - PLoS One. 2013 Apr 12;8(4):e61256. doi: 

10.1371/journal.pone.0061256. Print 2013. 

 ●●Enlace al texto completo (gratuito o de pago) 
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AUTORES / AUTHORS:  - Langenfeld E; Hong CC; Lanke G; Langenfeld J 

INSTITUCIÓN / INSTITUTION:  - Department of Surgery, Division of Thoracic 

Surgery, UMDNJ-Robert Wood Johnson Medical School, New Brunswick, New 

Jersey, USA. 

RESUMEN / SUMMARY:  - Bone morphogenetic proteins (BMPs) are highly 

conserved morphogens that are essential for normal development. BMP-2 is 

highly expressed in the majority of non-small cell lung carcinomas (NSCLC) but 

not in normal lung tissue or benign lung tumors. The effects of the BMP 

signaling cascade on the growth and survival  of cancer cells is poorly 

understood. We show that BMP signaling is basally active in lung cancer cell 

lines, which can be effectively inhibited with selective antagonists of the BMP 

type I receptors. Lung cancer cell lines express alk2, alk3, and alk6 and 

inhibition of a single BMP receptor was not sufficient to decrease signaling. 

Inhibition of more than one type I receptor was required to decrease BMP 

signaling in lung cancer cell lines. BMP receptor antagonists and silencing of 

BMP type I receptors with siRNA induced cell death, inhibited cell growth, and 

caused a significant decrease in the expression of inhibitor of differentiation 

(Id1, Id2, and Id3) family members, which are known to regulate cell growth and 

survival in many types of cancers. BMP receptor antagonists also  decreased 

clonogenic cell growth. Knockdown of Id3 significantly decreased cell growth 

and induced cell death of lung cancer cells. H1299 cells stably overexpressing 

Id3 were resistant to growth suppression and induction of cell death induced by 

the BMP antagonist DMH2. These studies suggest that BMP signaling 

promotes cell growth and survival of lung cancer cells, which is mediated 

through its regulation of Id family members. Selective antagonists of the BMP 
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type I receptors represents a potential means to pharmacologically treat  

NSCLC and other carcinomas with an activated BMP signaling cascade. 
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TÍTULO / TITLE:  - Stemness and inducing differentiation of small cell lung cancer 

NCI-H446 cells. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Cell Death Dis. 2013 May 16;4:e633. doi: 

10.1038/cddis.2013.152. 

 ●●Enlace al texto completo (gratuito o de pago) 1038/cddis.2013.152 
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X; Chen D; Yin R; Zhu H; Shao Q; Xu W 

INSTITUCIÓN / INSTITUTION:  - School of Medical Science and Laboratory 

Medicine, Jiangsu University, Zhenjiang, Jiangsu, People’s Republic of China. 

RESUMEN / SUMMARY:  - Small cell lung cancer (SCLC) accounts for nearly 15% 

of human lung cancers and is one of the most aggressive solid tumors. The 

SCLC cells are thought to derive  from self-renewing pulmonary neuroendocrine 

cells by oncogenic transformation. However, whether the SCLC cells possess 

stemness and plasticity for differentiation as normal stem cells has not been 

well understood thus far. In this study, we investigated the expressions of 

multilineage stem cell markers in  the cancer cells of SCLC cell line (NCI-H446) 

and analyzed their clonogenicity, tumorigenicity, and plasticity for inducing 

differentiation. It has been found that most cancer cells of the cell line 

expressed multilineage stem cell markers  under the routine culture conditions 

and generated single-cell clones in anchorage-dependent or -independent 

conditions. These cancer cells could form subcutaneous xenograft tumors and 

orthotopic lung xenograft tumors in BALB/C-nude mice. Most cells in xenograft 

tumors expressed stem cell markers and proliferation cell nuclear antigen Ki67, 

suggesting that these cancer cells remained stemness and highly proliferative 

ability in vivo. Intriguingly, the cancer cells could be induced to differentiate into 

neurons, adipocytes, and osteocytes, respectively, in vitro. During the 

processes of cellular phenotype-conversions, autophagy and apoptosis were 

two main metabolic events. There is cross-talking between autophagy and 

apoptosis in the differentiated cancer cells. In addition, the effects of the 

inhibitor and agonist for Sirtuin1/2 on the inducing osteogenic differentiation 

indicated that Sirtuin1/2 had an important role in this process. Taken together, 

these results indicate that most cancer cells of NCI-H446 cell line possess 

stemness and plasticity for  multilineage differentiation. These findings have 

potentially some translational  applications in treatments of SCLC with inducing 

differentiation therapy. 
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TÍTULO / TITLE:  - Bronchogenic cyst: Clinical course from antenatal diagnosis to 

postnatal thoracoscopic resection. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - J Minim Access Surg. 2013 Jan;9(1):25-8. doi: 

10.4103/0972-9941.107132. 
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AUTORES / AUTHORS:  - Maurin S; Hery G; Bourliere B; Potier A; Guys JM; 

Lagausie PD 

INSTITUCIÓN / INSTITUTION:  - Department of Pediatric Surgery, Marseille 

University, France. 

RESUMEN / SUMMARY:  - PURPOSE: The purpose of this study was to describe 

an approach to surgical management of bronchogenic cysts based on the 

natural course observed from the time of antenatal screening to surgical 

resection in patients treated at our institution and reported in the literature. 

MATERIALS AND METHODS: We retrospectively reviewed the clinical features 

of all children presenting bronchogenic cyst diagnosed antenatally from 2007 to 

2010. A total of six children were included. RESULTS: Antenatal diagnosis was 

accurate in 62.5% of cases. In the first year of life, the size of the cyst remained 

stable in four patients, doubled in one, and increased 30% within six months in 

one. The indication for surgery was emphysema of the left bronchus in two 

patients and rapid growth in two patients. One patient is still awaiting surgery. 

CONCLUSION:  Bronchogenic cysts grow slowly in the first months of life, but 

growth is exponential even in the absence of complications. We recommend 

complete resection before the age of two years to prevent infectious 

complications and facilitate surgery. 

---------------------------------------------------- 

[716] 

TÍTULO / TITLE:  - PIK3CA gene mutation associated with poor prognosis of lung 

adenocarcinoma. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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Tumor Research Institute, Beijing, People’s Republic of China. 

RESUMEN / SUMMARY:  - PURPOSE: PIK3CA gene mutations have been 

detected in many malignancies, but the frequency of different mutations and 

their role in the carcinogenesis of lung adenocarcinoma are still unclear. The 

purpose of this study was to explore the clinical pathological impact and 

prognostic implications of PIK3CA mutations in lung adenocarcinoma. 

METHODS: Five common PIK3CA mutations (E542K, E545K, and E545D 
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mutation in exon 9, H1047R and H1047L mutation in exon 20) were detected by 

amplification refractory mutation system (ARMS) allele-specific polymerase 

chain  reaction (PCR), in 122 patients with lung adenocarcinoma. The 

relationships were  studied between these mutations and various 

clinicopathologic variables (age, lymph node status, distant metastasis, 

clinicopathologic stage, smoking status, and progression-free survival). 

RESULTS: In total, 25 mutations were identified,  of which 24 mutations were 

clustered in exon 20, and one mutation in exon 9. The  most common mutations 

were H1047R (18 out of the 122 patients, 14.8%) in exon 20. PIK3CA-mutated 

tumors were more frequently found in patients with lymph node positive 

metastasis status (P < 0.05). There was no significant association between 

PIK3CA mutations and age, distant metastasis, smoking status, or 

clinicopathologic stage. However, mutations were found less frequently in the 

early clinicopathologic stage patients (six in 50 cases, 12%) than in advanced 

stage (19 in 72 cases, 26.4%). Higher frequency of H1047R mutations was 

associated with poor prognosis, and this association reached statistical 

significance (P < 0.05). CONCLUSION: Our data indicate that the PIK3CA 

mutations  H1047R and H1047L are significant genetic alterations in lung 

adenocarcinoma. Among lung adenocarcinoma patients who underwent 

curative resection, PIK3CA mutations were associated with shorter progression-

free survival. Our findings demonstrated a significant role of PIK3CA in lung 

adenocarcinoma. 
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TÍTULO / TITLE:  - Non-small cell lung cancer therapy: safety and efficacy in the 

elderly. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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INSTITUCIÓN / INSTITUTION:  - Division of Thoracic Surgery, Albany Medical 

Center, Department of Surgery, Albany Medical College, Albany, New York, 

USA. 

RESUMEN / SUMMARY:  - BACKGROUND: Our objective was to evaluate and 

review the current literature on the treatment of non-small cell lung cancer 

(NSCLC) in the elderly. METHODS: We selected recent peer-reviewed articles 

addressing ageing, cancer treatment in the elderly, and lung cancer treatment in 

the elderly. We defined elderly as over the age of 70. RESULTS: The 

population is ageing dramatically throughout most of the  world. Given that 

situation, clinicians are seeing and being asked to treat more  elderly patients 

that have NSCLC. Elderly patients are less likely to participate or be allowed to 

participate in prospective or retrospective studies of treatments for NSCLC. 
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Elderly patients are also less likely to be staged appropriately for their advanced 

tumors, and are less likely to be referred for surgery or adjuvant therapy after 

surgery. When treatment is tailored to patient  comorbidities but not to age, the 

data support survival and outcomes comparable to those of younger patients. 

CONCLUSIONS: Data are limited on the treatment of elderly patients with 

NSCLC. No data exist to support limiting recommendations for treatment based 

on age alone. Treatments should be determined on an individual basis. 
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TÍTULO / TITLE:  - Physiology and clinical applications of cardiopulmonary 

exercise testing in lung  cancer surgery. 
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RESUMEN / SUMMARY:  - Cardiopulmonary exercise testing (CPET) permits 

measurement of oxygen uptake (Vo2), an indicator of overall cardiopulmonary 

fitness and a useful measurement in the assessment of operative risk for lung 

cancer patients. The evidence supporting the use of CPET in pre-operative 

assessment of the lung cancer surgery patient is examined. CPET methodology 

and limitations, as well as alternatives to CPET for risk assessment are 

discussed. 
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TÍTULO / TITLE:  - GSTT1 Null Genotype Contributes to Lung Cancer Risk in 

Asian Populations: A Meta-Analysis of 23 Studies. 
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RESUMEN / SUMMARY:  - BACKGROUND: Genetic variation in glutathione S-

transferases (GSTs) may contribute to lung cancer risk. Many studies have 
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investigated the correlation between the Glutathione S-transferase T1 (GSTT1) 

null genotype and lung cancer risk in Asian  population but yielded inconclusive 

results. METHODOLOGYPRINCIPAL FINDINGS: We performed a meta-

analysis of 23 studies including 4065 cases and 5390 controls. We assessed 

the strength of the association of GSTT1 with lung cancer risk and performed 

sub-group analyses by source of controls, smoking status, histological  types, 

and sample size. A statistically significant correlation between GSTT1 null 

genotype and lung cancer in Asian population was observed (OR = 1.28, 95% 

CI = 1.10, 1.49; Pheterogeneity<0.001 and I(2) = 62.0%). Sub-group analysis 

revealed there was a statistically increased lung cancer risk in ever-smokers 

who carried  the GSTT1 null genotype (OR = 1.94, 95% CI = 1.27, 2.96; P 

heterogeneity = 0.02 and I(2) = 58.1%). It was also indicated that GSTT1 null 

genotype could increase  lung cancer risk among population-based studies (OR 

= 1.25, 95% CI = 1.04, 1.50;  Pheterogeneity = 0.003 and I(2) = 56.8%). The 

positive association was also found in studies of sample size (</=500 

participants) (OR = 1.34, 95% CI = 1.10, 1.62;  Pheterogeneity<0.001 and I(2) = 

65.4%). CONCLUSIONS: These meta-analysis results  suggest that GSTT1 null 

genotype is associated with a significantly increased risk of lung cancer in Asian 

population. 
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TÍTULO / TITLE:  - Osteopontin knockdown suppresses non-small cell lung cancer 

cell invasion and metastasis. 
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RESUMEN / SUMMARY:  - BACKGROUND: Osteopontin (OPN) was identified as 

one of the leading genes that promote the metastasis of malignant tumor. 

However, the mechanism by which OPN mediates metastasis in non-small cell 

lung cancer (NSCLC) remains unknown. The aim of the study is to investigate 

the biological significance and the related molecular mechanism of OPN 

expression in lung cancer cell line. METHODS: Lentiviral-mediated RNA 

interference was applied to inhibit OPN expression in metastatic human NSCLC 

cell line (A549). The invasion, proliferation, and metastasis were evaluated 

OPN-silenced in A549 cells in vitro and in vivo. The related mechanism was 

further investigated. RESULTS: Interestingly, OPN knockdown significantly 

suppressed the invasiveness of A549 cells, but had only a minor effect on the 

cellular migration and proliferation. Moreover, we demonstrated that OPN 

knockdown significantly reduced the levels of matrix metalloproteinase (MMP)-2 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23652051&dopt=Abstract
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and urokinase plasminogen activator (uPA), and led to an obvious inhibition of 

both in vitro invasion and in vivo lung metastasis of A549 cells (P < 0.001). 

CONCLUSIONS: Our data demonstrate that OPN contributes to A549 cell 

metastasis by stimulating cell invasion, independent of cellular migration and 

proliferation. OPN could be a new treatment target of NSCLC. 
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TÍTULO / TITLE:  - Lung cancer: a rare cause of recurrent syncope after 

pacemaker implantation. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Chin Med J (Engl). 2013 May;126(10):1992-3. 

AUTORES / AUTHORS:  - Li YB; Yao ZH; Cao YJ; Wang R 

INSTITUCIÓN / INSTITUTION:  - Department of Cardiology, Tianjin Union Medicine 

Center, Tianjin 300121, China. 
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TÍTULO / TITLE:  - Raw garlic consumption as a protective factor for lung cancer, 

a population-based case-control study in a Chinese population. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Cancer Prev Res (Phila). 2013 May 8. 

 ●●Enlace al texto completo (gratuito o de pago) 1158/1940-6207.CAPR-

13-0015 

AUTORES / AUTHORS:  - Jin ZY; Wu M; Han RQ; Zhang XF; Wang XS; Liu AM; 

Zhou JY; Lu QY; Zhang ZF; Zhao JK 

INSTITUCIÓN / INSTITUTION:  - 1Department of Non-communicable Chronic 

Disease Control, Jiangsu Provincial Center for Disease Control and Prevention. 

RESUMEN / SUMMARY:  - Protective effect of garlic on the development of cancer 

has been reported in vitro and in vivo experimental studies, however, few 

human epidemiological studies have evaluated the relationship. A population-

based case-control study has been conducted in a Chinese population from 

2003 to 2010, with the aim to explore the association between raw garlic 

consumption and lung cancer. Epidemiological data were collected by face-to-

face interviews using a standard questionnaire among 1,424 lung cancer cases 

and 4,543 healthy controls. Unconditional logistic regression was employed to 

estimate adjusted odds ratios (OR) and their 95% confidence intervals (CIs), 

and to evaluate ratio of odds ratios (ROR) for multiplicative interactions between 

raw garlic consumption and other risk factors. After adjusting for potential 

confounding factors, raw garlic consumption of >/= 2 times per week is inversely 

associated with lung cancer (OR  = 0.56, 95% CI = 0.44-0.72) with a monotonic 

dose-response relationship (p for trend <0.001). Furthermore, strong 

interactions at either additive and/or multiplicative scales were observed 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23673126&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23658367&dopt=Abstract
http://dx.doi.org/10.1158/1940-6207.CAPR-13-0015
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between raw garlic consumption and tobacco smoking (Synergy Index (SI) = 

0.70, 95% CI = 0.57-0.85; and ROR = 0.78, 95% CI =  0.67-0.90), as well as 

high-temperature cooking oil fume (ROR = 0.77, 95% CI = 0.59-1.00). In 

conclusion, protective association between intake of raw garlic and lung cancer 

has been observed with a dose-response pattern, suggesting that garlic may 

potentially serve as a chemopreventive agent for lung cancer. Effective 

components in garlic in lung cancer chemoprevention warrant further in-depth 

investigation. 
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TÍTULO / TITLE:  - Therapeutic Delivery of MicroRNA-29b by Cationic Lipoplexes 

for Lung Cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Mol Ther Nucleic Acids. 2013 Apr 16;2:e84. doi: 

10.1038/mtna.2013.14. 

 ●●Enlace al texto completo (gratuito o de pago) 1038/mtna.2013.14 
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Lee LJ; Nana-Sinkam SP 

INSTITUCIÓN / INSTITUTION:  - Center for Affordable Nanoengineering of 

Polymeric Biomedical Devices, 1012 Smith Lab, The Ohio State University, 

Columbus, Ohio, USA. 

RESUMEN / SUMMARY:  - MicroRNA-29b (miR-29b) expression has been shown 

to be reduced in non-small-cell  lung cancer (NSCLC) tissues. Here, we have 

identified the oncogene cyclin-dependent protein kinase 6 (CDK6) as a direct 

target of miR-29b in lung cancer. We hypothesized that in vivo restoration of 

miR-29b and thus targeting of genes important to tumor initiation and 

progression may represent an option for lung cancer treatment. We developed 

a cationic lipoplexes (LPs)-based carrier that efficiently delivered miR-29b both 

in vitro and in vivo. LPs containing miR-29b (LP-miR-29b) efficiently delivered 

miR-29b to NSCLC A549 cells, reduced the expression of key targets CDK6, 

DNMT3B, and myeloid cell leukemia sequence 1  (MCL1), as well as cell 

growth and clonogenicity of A549 cells. In addition, the  IC50 for cisplatin in the 

miR-29b-treated cells was effectively reduced. In a xenograft murine model, 

LPs efficiently accumulated at tumor sites. Systemic delivery of LP-miR-29b 

increased the tumor miR-29b expression by approximately fivefold, 

downregulated the tumor mRNA expression of CDK6, DNMT3B, and MCL1 by 

~57.4, ~40.5, and ~52.4%, respectively, and significantly inhibited tumor growth  

by ~60% compared with LP-miR-NC (negative control). Our results demonstrate 

that  cationic LPs represent an efficient delivery system that holds great 

potential in the development of miRNA-based therapeutics for lung cancer 

treatment.Molecular Therapy-Nucleic Acids (2013) 2, e84; 

doi:10.1038/mtna.2013.14; published online 16 April 2013. 
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TÍTULO / TITLE:  - Molecularly Targeted Therapies in Locally Advanced Non-

Small-Cell Lung Cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Clin Lung Cancer. 2013 May 14. pii: S1525-

7304(13)00065-X. doi: 10.1016/j.cllc.2013.03.005. 

 ●●Enlace al texto completo (gratuito o de pago) 1016/j.cllc.2013.03.005 

AUTORES / AUTHORS:  - Devarakonda S; Morgensztern D; Govindan R 

INSTITUCIÓN / INSTITUTION:  - Department of Internal Medicine, St. Luke’s 

Hospital, Chesterfield, MO. 

RESUMEN / SUMMARY:  - Approximately a third of the patients with non-small cell 

lung cancer (NSCLC) present with locally advanced disease not amenable to 

curative resection. Concurrent chemoradiation is currently the treatment of 

choice for these patients. Outcomes in patients with locally advanced NSCLC 

treated with concurrent chemoradiation are modest at best. No significant 

progress has been made over the past decade in this subset of patients with 

NSCLC. Several trials have examined the role of molecular targeted therapies 

in this setting. We review the results of these trials and present the outline of a 

proposed prospective clinical trial to evaluate targeted drugs in molecularly 

selected group of patients with locally advanced NSCLC. 

---------------------------------------------------- 

[725] 

TÍTULO / TITLE:  - Molecularly targeted therapies for advanced or metastatic non-

small-cell lung carcinoma. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - World J Clin Oncol. 2013 May 10;4(2):29-42. doi: 

10.5306/wjco.v4.i2.29. 

 ●●Enlace al texto completo (gratuito o de pago) 5306/wjco.v4.i2.29 

AUTORES / AUTHORS:  - Bayraktar S; Rocha-Lima CM 

INSTITUCIÓN / INSTITUTION:  - Soley Bayraktar, Departments of Medical 

Oncology, Mercy Cancer Center, Ardmore, OK 73401, United States. 

RESUMEN / SUMMARY:  - Non-small-cell lung cancer (NSCLC) remains the 

leading cause of cancer-related death in both men and women in the United 

States. Platinum-based doublet chemotherapy has been a standard for patients 

with advanced stage disease. Improvements in overall survival and quality of 

life have been modest. Improved knowledge of the aberrant molecular signaling 

pathways found in NSCLC has led to  the development of biomarkers with 

associated targeted therapeutics, thus changing the treatment paradigm for 

many NSCLC patients. In this review, we present a summary of many of the 

currently investigated biologic targets in NSCLC, discuss their current clinical 

trial status, and also discuss the potential for development of other targeted 

agents. 
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TÍTULO / TITLE:  - Efficacy and safety of albumin-bound paclitaxel in treating 

recurrent advanced non-small-cell lung cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Chin J Cancer Res. 2013 Apr;25(2):200-5. doi: 

10.3978/j.issn.1000-9604.2013.03.04. 

 ●●Enlace al texto completo (gratuito o de pago) 3978/j.issn.1000-

9604.2013.03.04 

AUTORES / AUTHORS:  - Xing PY; Li JL; Wang Y; Hao XZ; Wang B; Yang L; Shi 

YK; Zhang XR 

INSTITUCIÓN / INSTITUTION:  - Cancer Institute and Hospital, Chinese Academy of 

Medical Sciences & Peking Union Medical College, Beijing 100021, China. 

RESUMEN / SUMMARY:  - OBJECTIVE: To observe the efficacy and safety of 

albumin-bound paclitaxel (ABP) monotherapy in treating recurrent advanced 

non-small-cell lung cancer (NSCLC). METHODS: We retrospectively analyzed 

the short-term efficacy and toxicities of ABP monotherapy in treating 21 patients 

who had previously undergone multiple cycles of therapy for their advanced 

NSCLC in our hospital since 2010. The treatment-related survival was also 

analyzed. RESULTS: Of these 21 patients, the  best overall response was 

partial response (PR) in 6 patients (28.6%), stable disease (SD) in 10 patients 

(47.6%), and progressive disease (PD) in 5 patients (23.8%). The overall 

response rate (ORR) was 28.6% and the disease control rate (DCR) (PR + SD) 

was 76.2%. The median progression-free survival (PFS) was 4.0 months (95% 

CI, 5.0-7.0 months). The main grade ¾ toxicities included neutropenia (11.1%), 

peripheral nerve toxicity (5.6%), muscle and joint aches (5.6%), and fatigue 

(5.6%). CONCLUSIONS: The ABP monotherapy can achieve good objective 

response in advanced NSCLC patients who have previously received multiple 

cycles of treatment and be well tolerated. 
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TÍTULO / TITLE:  - A phase II single-arm study of induction chemotherapy with 

cisplatin and gemcitabine followed by concurrent cisplatin and gemcitabine with 

thoracic radiation for unresectable locally advanced non-small cell lung cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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INSTITUCIÓN / INSTITUTION:  - AZ Turnhout, Rubensstraat 166, 2300 Turnhout, 

Belgium. 

RESUMEN / SUMMARY:  - OBJECTIVES: The aim of this study was to evaluate 

the efficacy and tolerability of the combination of cisplatin-gemcitabine with 

concurrent thoracic radiotherapy for locally advanced non-small cell lung cancer 

(LA-NSCLC). METHODS: This was a phase II, multicenter, open-label, single-

arm trial in treatment-naive patients with stage IIIA and IIIB LA-NSCLC. After 

three induction cycles with gemcitabine  1250 mg/m(2) plus cisplatin 80 

mg/m(2), two concurrent chemoradiotherapy cycles with gemcitabine 300 

mg/m(2), cisplatin 80 mg/m(2), and radiotherapy (63 Gy) were administered. 

The primary endpoint was response rate after induction chemotherapy followed 

by concurrent chemoradiotherapy. Secondary endpoints included time to 

progressive disease (TtPD), overall survival (OS), and safety. RESULTS: 

Overall,  49 patients (median age 63.4 years; 73.5% male; Karnofsky 

performance status scores of 80, 85, 90, and 100 [16.3%, 2.0%, 49.0%, and 

32.7%, respectively]; disease stage IIIA or IIIB 28.6% and 71.4%, respectively) 

were enrolled and treated. Response rate was 38.8% (95% confidence interval 

[CI] 25.2-53.8%). Median TtPD was 11.4 months (95% CI 9.4-12.9). Median OS 

was 21.8 months (95% CI  17.5-26.0), with 1- and 2-year survival rates of 

70.8% and 43.7%, respectively. Overall, six patients discontinued from study 

treatment due to adverse events (AEs), of which two were serious AEs. The 

most relevant grade ¾ AEs were neutropenia and thrombocytopenia in 

induction chemotherapy and chemoradiotherapy, and grade 3 events related to 

radiation in acute chemoradiotherapy, e.g. dysphagia, radiation pneumonitis, 

and radiation esophagitis. CONCLUSIONS: Induction chemotherapy followed 

by concurrent chemoradiotherapy with gemcitabine  (300 mg/m(2)) and cisplatin 

was associated with acceptable toxicity. The observed median OS time was 

21.8 months. Response evaluation was difficult as in many cases it was not 

possible to differentiate tumor progression from local radiofibrosis. 
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196ª2 on lung cancer risk. 
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RESUMEN / SUMMARY:  - BACKGROUND: Emerging evidence suggests that 

single nucleotide polymorphisms (SNPs) in microRNA-coding genes may 

participate in the pathogenesis of lung cancer by altering the expression of 

tumor-related microRNAs. Several studies were investigated in recent years to 

evaluate the association between hsa-miR-196ª2 rs11614913 polymorphism 

and increased/decreased lung cancer risk. In the present study, we performed a 

meta-analysis to systematically summarize the possible association. 

METHODOLOGYPRINCIPAL FINDINGS: We performed a meta-analysis of 4 

case-control studies that included 2219 lung-cancer cases and  2232 cancer-

free controls. We evaluated the strength of the association using odds ratios 

(ORs) with 95% confidence intervals (CIs). In the overall analysis, it was found 

that the rs11614913 polymorphism significantly elevated the risk of  lung cancer 

(CC versus (vs.) TT OR = 1.26, 95% CI 1.07-1.49, P = 0.007; CC/CT vs. TT: 

OR = 1.13, 95% CI 0.98-1.29, P = 0.007; C vs. T: OR = 1.12, 95% CI 1.03-1.22, 

P = 0.008). In the subgroup analysis by ethnicity, statistically significantly 

increased cancer risk was found among Asians (CC vs. TT: OR = 1.30, 95% CI 

1.10-1.54, P = 0.003; CT vs. TT: OR = 1.16, 95% CI 1.01-1.34, P = 0.039; CC 

vs. CT/TT: OR = 1.21, 95% CI 1.04-1.41, P = 0.012; C vs. T: OR = 1.14, 95% CI 

1.05-1.25, P = 0.002). For Europeans, a significant association with lung cancer  

risk was found in recessive model (CC vs. CT/TT: OR = 0.63, 95% CI 0.40-0.98, 

P = 0.040). No publication bias was found in this study. 

CONCLUSIONSSIGNIFICANCE: Our meta-analysis suggests that the 

rs11614913 polymorphism is significant associated with the increased risk of 

lung cancer, especially in Asians. Besides, the C allele of rs11614913 

polymorphism may contribute to increased lung cancer risk. 
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TÍTULO / TITLE:  - Squamous cell lung carcinoma presenting with erythema 

annulare centrifugum. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Acta Dermatovenerol Croat. 2013 May;21(1):52-8. 

AUTORES / AUTHORS:  - Atalay AA; Abuaf OK; Dogan B 

INSTITUCIÓN / INSTITUTION:  - Ayca Alan Atalay, MD, Department of Dermatology 

and Venereology, GATA Haydarpasa  Teaching Hospital, Tibbiye Caddesi, 

Uskudar, Istanbul, 34668, Turkey; draycaalan@gmail.com. 

RESUMEN / SUMMARY:  - Erythema annulare centrifugum (EAC) is a permanent 

or migrating eruption characterized by annular, arcuate, or polycyclic 

erythematous lesions that expand to the periphery when the medial parts fade. 

Darier was the first to described it in 1916 (1,2). Defining the incidence and 

prevalence of EAC is difficult because  the literature mostly consists of case 

reports and brief reviews. Although its etiology is not known for certain, it is 

assumed to be hypersensitivity reaction  to malignancies, infections, and drugs. 

However, there have not been any underlying factors detected in the majority of 
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cases. The prognosis for EAC is excellent, except when associated with an 

underlying malignancy and other systemic disease (1-3). A diagnosis of EAC 

should be followed by diagnostic work-up because it may result in discovery of 

an underlying disease. We describe  a 52-year-old man affected by EAC, who 

upon further examination was diagnosed with squamous cell carcinoma of the 

lung (SCCL). A 52-year-old male patient was admitted to our department with 

itchy, erythematous, annular, polycyclic plaques, with a trailing scale present on 

the inner aspect of the advancing edges (Figs. 1 and 2). The plaques had been 

present on his trunk, extremities, and face for more than 3 months. The patient 

reported that the itchy lesions had first appeared on  his forearms, then spread 

to his trunk, lower extremities, and face in a few weeks. Skin punch biopsy 

revealed orthokeratotic, parakeratotic hyperkeratosis observed occasionally on 

the epidermis, and mild vascular proliferation and perivascular mononuclear cell 

infiltration on the papillary dermis. The deep dermis, subcutis, and epidermal 

appendages were normal. The patient was diagnosed as EAC based on 

histopathologic and clinical findings. There was no history of antecedent 

infections or recent initiation of a new drug. Routine blood count and other 

chemistry tests produced normal results. Chest x-ray showed changes in the  

paracardiac areas of the middle and lower zones of the left lung, nodular 

opacities with peripheral reticulolinear extensions, and tubular radiolucent areas 

compatible with bronchiectasis in this region (Fig. 3). Thoracic computed 

tomography scan revealed a thick-walled, cavitary lesion, 4.5 cm in diameter, 

centrally located in the suprahilar region of the upper lobe of the left lung, 

observed to have a subsidiary of the upper lobe bronchus, micronodules and 

branching linear opacities on the parenchyma, intra-interlobular irregular septal 

thickening, and tractional bronchiectasis with pleuroparenchymal density 

increments in peripheral areas (Fig. 4). In consultation with pulmonologist, the  

patient was diagnosed with lung cancer; laboratory findings: CA 15-3, 32.7 

U/mL (reference range: 0-31.3); CEA 7.75 ng/mL (reference range: 0-3); and 

erythrocyte sedimentation rate 21 mm/h (reference range: 0-15). The patient 

was hospitalized  for treatment at department of pulmonary disease. Tumorous 

cells were observed on histopathologic examination of the lung biopsy obtained 

during bronchoscopy, which stained positive for P63 and negative for CYT7-20, 

CEA, TTF1, and MUC31. Clinical and histopathologic findings, and in 

consultation with a pulmonologist,  indicated SCCL presented with superficial 

EAC. The patient was referred to thoracic surgery department for surgical 

treatment. Erythema annulare centrifugum is among diseases of unknown 

etiology (4). Erythema giratum repens and EAC are figure erythemas 

associated with malignancy (5). A review of medical literature reveals that 

malignancies related to EAC are squamous cell carcinoma, nasopharyngeal 

carcinoma, acute myelocytic leukemia, peritoneal carcinomatosis, primary 

bronchial carcinoid, Hodgkin’s lymphoma, chronic lymphocytic leukemia, 

multiple myeloma, prostate carcinoma, malignant histiocytosis, mucinous 
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ovarian carcinoma, and breast cancer (3,4,6-9). Monsieur et al. report on EAC, 

pulmonary  osteoarthropathy, palmoplantar hyperkeratosis, inappropriate 

secretion of antidiuretic hormone, ectopic secretion of adrenocorticotropic 

hormone and calcitonin in poorly differentiated lung adenocarcinoma (10). 

Some other publications also report on a random relationship of EAC and 

malignancy (4). One  study of 66 cases identified cutaneous fungal infection as 

the most important etiologic factor (72%), while other causes included benign 

internal neoplasm (13%), skin diseases (18%) and internal diseases (21%) (11). 

A study involving 73 EAC patients revealed neoplasia in 7% of deep type EAC 

cases (12). Squamous cell  carcinoma of the lung accounts for 25%-30% of all 

lung cancers. Most lung carcinomas are diagnosed at an advanced stage, 

conferring a poor prognosis. The need to diagnose lung cancer at an early and 

potentially curable stage is thus obvious. Approximately 7%-10% of patients 

with lung cancer are asymptomatic, and  their cancers are diagnosed 

incidentally after a chest radiograph performed for other reasons. 

Paraneoplastic syndromes may be the first or most prominent manifestation. 

Most paraneoplastic syndromes are caused by small cell lung cancer (SCLC). 

However, many paraneoplastic syndromes also occur in non-small cell lung  

cancer (NSCLC) patients. The symptoms may be endocrine, neuromuscular, 

musculoskeletal, cardiovascular, cutaneous, hematologic, gastrointestinal, 

renal, or miscellaneous in nature. Cutaneous itching is the most frequent 

cutaneous manifestation in patients with cancer. Herpes zoster, ichthyosis, 

flushes, alopecia, acanthosis nigricans, dermic melanosis, or hypertrichosis 

may also be observed. When a patient is diagnosed as a “typical” 

paraneoplastic syndrome, a diagnosis of cancer should be considered and 

investigated (13). Although our patient did not have any symptoms of lung 

carcinoma, etiologic study of EAC revealed early stages of SCCL. To our 

knowledge, this is the first case of EAC presented with SCCL. Etiology oriented 

research performed in EAC patients will help in early diagnosis and treatment of 

malignancies. This report is presented to emphasize the importance of etiologic 

research of EAC and EAC association with SCCL. 
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RESUMEN / SUMMARY:  - Objective: Intraoperative diagnosis of lymph node (LN) 

metastasis is critical in  lung cancer patients. The one-step nucleic acid 

amplification (OSNA) assay is a novel technique using a loop-mediated 

isothermal amplification method of gene amplification. The objective of this 

study was to investigate whether the OSNA assay provides sufficient diagnosis 

of LN metastasis in lung cancer patients.Methods: A total of 40 LN stations 

were dissected from the 20 patients,  who had curative lobectomy for lung 

cancer. The cut halves of LNs were used for pathological diagnosis, and other 

halves were for the OSNA assay. The OSNA assay  used cytokeratin (CK) 19 

mRNA as a marker. The CK19 mRNA copy number was detected using RD-

100i (Sysmex Corp., Hyogo, Japan). One formalin-fixed section with the largest 

cutting surface of the other halves of LNs was used for pathological 

examination. When discordance was observed between OSNA assay and usual 

pathological examination, an additional examination using 1-mm interval 

sections  was performed.Results: In the forty LN stations, three stations were 

diagnosed as LN metastasis positive pathologically. In these three, the OSNA 

assays showed extremely high numbers of CK19 mRNA copies. When the 

cutoff value was set to 250  copies/mul, 4 stations with relatively low copy 

numbers were found to be discordant. Of the 4 discordant cases, one was 

shown to be micro-metastasis positive in the additional pathological 

assessment. The sensitivity of the OSNA assay was 100.0%, and its specificity 

was 91.7%.Conclusions: This method could be applied to intraoperative 

assessment LNs metastasis. 
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RESUMEN / SUMMARY:  - Primary carcinoma of the duodenum is rare. Here we 

present a case of megaduodenum due to duodenal adenocarcinoma mimicking 

Wilkie’s syndrome which was managed by resection and anastomosis. 
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TÍTULO / TITLE:  - Enhancing effect of poly(amino acid)s on albumin uptake in 

human lung epithelial  A549 cells. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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RESUMEN / SUMMARY:  - The clearance of albumin from the alveolar space is a 

critical process in recovery from the edema. In this study, we investigated the 

effect of poly(amino  acid)s such as poly-L-ornithine (PLO) on albumin uptake in 

cultured lung epithelial cell line A549. FITC-albumin uptake as well as cell 

surface binding was markedly stimulated by co-incubation with PLO, and there 

was a good correlation between them. After taken up by A549 cells, FITC-

albumin was predominantly targeted to lysosomes. Interestingly, pretreatment 

of A549 cells with PLO further stimulated FITC-albumin uptake, even in the 

absence of PLO in the uptake buffer. FITC-albumin uptake in the presence of 

PLO was inhibited by a  metabolic inhibitor, clathrin-mediated endocytosis 

inhibitors, and by a macropinocytosis inhibitor, indicating the involvement of 

clathrin-mediated endocytosis and/or macropinocytosis. Effect of PLO on FITC-

albumin clearance was  also examined in in vivo pulmonary administration 

method in rats, and co-administration of PLO enhanced fluorescence 

elimination from the lungs. These  findings suggest that pulmonary 

administration of poly(amino acid)s such as PLO is a possible strategy for 

enhancing albumin clearance from the alveolar space, and therefore facilitating 

the recovery from the pulmonary edema. 
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TÍTULO / TITLE:  - Vascular Endothelial Growth Factor Induces CXCL1 

Chemokine Release via JNK and PI-3K-Dependent Pathways in Human Lung 

Carcinoma Epithelial Cells. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Int J Mol Sci. 2013 May 10;14(5):10090-106. doi: 

10.3390/ijms140510090. 
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RESUMEN / SUMMARY:  - Lung cancer cells express different chemokines and 

chemokine receptors that modulate leukocyte infiltration within tumor 

microenvironment. In this study we screened several mediators/growth factors 

on CXCL1 release in human carcinoma epithelial cells. Of the tested mediators, 

VEGF was found to have a robust increase in causing CXCL1 release. VEGF 

stimulated CXCL1 release and mRNA expression in a time- and concentration-

dependent manner. The release was inhibited by the VEGF receptor 

antagonists and the JNK, PI-3K, tyrosine kinase, and transcription inhibitors. In 

parallel, VEGF induced JNK, PI3K and Akt activation. Strikingly, among these 
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inhibitors only the JNK inhibitor could reduce VEGF-induced CXCL1 mRNA 

expression, suggesting that JNK participated in VEGF-induced CXCL1 

synthesis, whereas PI-3K was responsible for cellular CXCL1 secretory 

process. In addition, the steroid dexamethasone and TGF-beta suppressed 

CXCL1 release through a transcriptional regulation. We also showed that cells 

stimulated with VEGF significantly attracted monocyte migration, which could be 

abolished by CXCL1 B/N Ab, CXC receptor 2 antagonist, TGF-beta, and 

dexamethasone. In summary, we provide here evidence showing JNK 

activation for VEGF-induced CXCL1 DNA transcription and PI-3K pathway for 

extracellular CXCL1 release in human carcinoma epithelial cells. The released 

CXCL1 was functionally  linked to recruiting monocytes into lung cancer cell 

microenvironment. 
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TÍTULO / TITLE:  - Acquisition of Chemo- or Radioresistance and Epithelial to 

Mesenchymal Transition (EMT) Phenotypes in Docetaxel-Resistant Lung 

Adenocarcinoma Cells was Linked with Downregulation of Let-7c. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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RESUMEN / SUMMARY:  - MicroRNA (miRNA) expression and functions have 

been reported to contribute to phenotypic features of tumor cells. Although 

targets and functional roles for many microRNAs have been described in lung 

adenocarcinoma (LAD), their pathophysiologic roles in phenotypes of 

chemoresistant LAD cells are still largely unclear. Previously, docetaxel-

resistant LAD cell lines (SPC-A1/DTX and H1299/DTX) were established by our 

lab and displayed chemoradioresistance and mesenchymal features with 

enhanced invasiveness and motility. MiRNA microarray data indicated that Let-

7c was significantly downregulated in SPC-A1/DTX cells. Ectopic Let-7c 

expression could increase the in vitro and in vivo chemo- or radiosensitivity of 

docetaxel-resistant LAD cells by enhancing apoptosis, reverse their EMT 

phenotypes and inhibit their metastatic potential in vivo by inactivation of Akt 

phosphorylation, whereas Let-7c inhibitor could decrease the  chemo- or 

radiosensitivity of parental cells. Further investigation suggested that Let-7c 

could significantly reduce the luciferase activity of a Bcl-xL 3’ untranslated 

region-based reporter construct and inhibit the endogenous protein level of Bcl-

xL. Additionally, siRNA-mediated Bcl-xL knockdown could mimic the same 

effects of Let-7c precursor and enforced Bcl-xL expression could partially 
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rescue the effects of Let-7c precursor in docetaxel-resistant LAD cells. 

Furthermore, we found that Bcl-xL was significantly upregulated in docetaxel-

nonresponding LAD tissues, and its expression was inversely correlated  with 

Let-7c expression. This study suggests an important role of Let-7c in the 

molecular etiology of chemoresistant LAD cells and implicates a potential target  

to reverse chemo- or radioresistance and EMT phenotype in human LADs. 
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TÍTULO / TITLE:  - Enhanced heme function and mitochondrial respiration 

promote the progression of lung cancer cells. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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RESUMEN / SUMMARY:  - Lung cancer is the leading cause of cancer-related 

mortality, and about 85% of the cases are non-small-cell lung cancer (NSCLC). 

Importantly, recent advance in  cancer research suggests that altering cancer 

cell bioenergetics can provide an effective way to target such advanced cancer 

cells that have acquired mutations in multiple cellular regulators. This study 

aims to identify bioenergetic alterations in lung cancer cells by directly 

measuring and comparing key metabolic activities in a pair of cell lines 

representing normal and NSCLC cells  developed from the same patient. We 

found that the rates of oxygen consumption and heme biosynthesis were 

intensified in NSCLC cells. Additionally, the NSCLC cells exhibited substantially 

increased levels in an array of proteins promoting  heme synthesis, uptake and 

function. These proteins include the rate-limiting heme biosynthetic enzyme 

ALAS, transporter proteins HRG1 and HCP1 that are involved in heme uptake, 

and various types of oxygen-utilizing hemoproteins such  as cytoglobin and 

cytochromes. Several types of human tumor xenografts also displayed 

increased levels of such proteins. Furthermore, we found that lowering  heme 

biosynthesis and uptake, like lowering mitochondrial respiration, effectively 

reduced oxygen consumption, cancer cell proliferation, migration and  colony 

formation. In contrast, lowering heme degradation does not have an effect  on 

lung cancer cells. These results show that increased heme flux and function are 

a key feature of NSCLC cells. Further, increased generation and supply of 

heme and oxygen-utilizing hemoproteins in cancer cells will lead to intensified 

oxygen consumption and cellular energy production by mitochondrial 
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respiration, which would fuel cancer cell proliferation and progression. The 

results show that inhibiting heme and respiratory function can effectively arrest 

the progression of lung cancer cells. Hence, understanding heme function can 

positively impact on research in lung cancer biology and therapeutics. 

---------------------------------------------------- 
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TÍTULO / TITLE:  - HnRNP A1/A2 and SF2/ASF Regulate Alternative Splicing of 

Interferon Regulatory Factor-3 and Affect Immunomodulatory Functions in 

Human Non-Small Cell Lung Cancer Cells. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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RESUMEN / SUMMARY:  - Heterogeneous nuclear ribonucleoparticule A1/A2 

(hnRNP A1/A2) and splicing factor 2/alternative splicing factor (SF2/ASF) are 

pivotal for precursor messenger RNA (pre-mRNA) splicing. Interferon regulatory 

factor-3 (IRF-3) plays critical roles  in host defense against viral and microbial 

infection. Truncated IRF-3 proteins resulting from alternative splicing have been 

identified and characterized as functional antagonists to full-length IRF-3. In this 

study, we examined the molecular mechanism for splicing regulation of IRF-3 

pre-mRNA and first reported  the regulatory effect of hnRNP A1/A2 and 

SF2/ASF on IRF-3 splicing and activation. RNA interference-mediated depletion 

of hnRNP A1/A2 or SF2/ASF in human non-small cell lung cancer (NSCLC) 

cells increased exclusion of exons 2 and 3 of IRF-3 gene and reduced 

expression levels of IRF-3 protein and IRF-3 downstream effector molecules 

interferon-beta and CXCL10/IP-10. In addition, direct binding of hnRNP A1 and 

SF2/ASF to specific binding motifs in IRF-3 intron 1 was confirmed by RNA 

electrophoretic mobility shift assay. Subsequent minigene  splicing assay 

showed that IRF-3 minigenes with mutated hnRNPA 1/A2 or SF2/ASF binding 

motifs increased exclusion of exons 2 and 3. Moreover, knockdown of hnRNP 

A1/A2 or SF2/ASF in NSCLC cells reinforced phytohemagglutinin-induced 

tumor necrosis factor-alpha release by peripheral blood mononuclear cells 

(PBMC) but suppressed that of interleukin-10 in NSCLC/PBMC co-cultures. 

Taken together, our  results suggest that specific knockdown for hnRNP A1/A2 

or SF2/ASF increase exclusion of exons 2 and 3 of IRF-3 pre-mRNA and 

influence immunomodulatory functions of human NSCLC cells. 
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TÍTULO / TITLE:  - Sequencedependent effect of gemcitabine and cisplatin on 

A549 nonsmallcell lung cancer cells. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Mol Med Rep. 2013 Jul;8(1):221-6. doi: 

10.3892/mmr.2013.1495. Epub 2013 May 28. 
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AUTORES / AUTHORS:  - Tang Y; Wang Y; Teng X 
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Hospital, Shenyang, Liaoning 110042, P.R. China. 

RESUMEN / SUMMARY:  - Cisdiamminedichloroplatinum (cisplatin, 

CDDP)containing combination chemotherapy  is commonly used for the 

treatment of nonsmallcell lung cancer (NSCLC). 2’,2’Difluorodeoxycytidine 

(gemcitabine, GEM), an active antineoplastic agent for NSCLC, has been 

previously reported to be suitable for use in combination with cisplatin in 

chemotherapy, since their mechanisms may be complementary. In the present 

study, the sequencedependent effects of GEM and CDDP were investigated in 

the NSCLC cell line, A549. Significantly increased rates of inhibition and cell 

cycle arrest were observed in the group treated with GEM followed by CDDP, 

and this treatment plan was demonstrated to represent the most efficient 

treatment protocol for the A549 NSCLC cell line. Results of the present study 

are consistent with previous studies in other cell lines and are likely to provide 

important insight for subsequent studies. 
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TÍTULO / TITLE:  - MicroRNA-449ª Enhances Radiosensitivity in CL1-0 Lung 

Adenocarcinoma Cells. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - PLoS One. 2013 Apr 17;8(4):e62383. doi: 
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RESUMEN / SUMMARY:  - Lung cancer is the leading cause of cancer-related 

mortality worldwide. Radiotherapy is often applied for treating lung cancer, but it 

often fails because of the relative non-susceptibility of lung cancer cells to 

radiation. MicroRNAs (miRNAs) have been reported to modulate the 

radiosensitivity of lung cancer cells and have the potential to improve the 

efficacy of radiotherapy. The  purpose of this study was to identify a miRNA that 

can adjust radiosensitivity in lung adenocarcinoma cells. Two lung 

adenocarcinoma cell lines (CL1-0 and CL1-5) with different metastatic ability 
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and radiosensitivity were used. In order to understand the regulatory 

mechanisms of differential radiosensitivity in these isogenic tumor cells, both 

CL1-0 and CL1-5 were treated with 10 Gy radiation, and were harvested 

respectively at 0, 1, 4, and 24 h after radiation exposure. The changes in 

expression of miRNA upon irradiation were examined using Illumina Human 

microRNA BeadChips. Twenty-six miRNAs were identified as having differential 

expression post-irradiation in CL1-0 or CL1-5 cells. Among these miRNAs, miR-

449ª, which was down-regulated in CL1-0 cells at 24 h after irradiation, was 

chosen for further investigation. Overexpression of miR-449ª in  CL1-0 cells 

effectively increased irradiation-induced DNA damage and apoptosis, altered 

the cell cycle distribution and eventually led to sensitization of CL1-0  to 

irradiation. 

---------------------------------------------------- 

[739] 

TÍTULO / TITLE:  - Digoxin Downregulates NDRG1 and VEGF through the 

Inhibition of HIF-1alpha under Hypoxic Conditions in Human Lung 

Adenocarcinoma A549 Cells. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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RESUMEN / SUMMARY:  - Digoxin, an inhibitor of Na+/K+ ATPase, has been used 

in the treatment of heart-related diseases (such as congestive heart failure and 

atrial arrhythmia) for decades. Recently, it was reported that digoxin is also an 

effective HIF-1alpha inhibitor. We investigated whether digoxin could suppress 

tumor cell growth through HIF-1alpha in non-small cell lung cancer cells (A549 

cells) under  hypoxic conditions. An MTT assay was used to measure cell 

viability. RT-PCR and western blotting were performed to analyze the mRNA 

and protein expression of VEGF, NDRG1, and HIF-1alpha. HIF-1alpha nuclear 

translocation was then determined by EMSA. Digoxin was found to inhibit the 

proliferation of A549 cells under hypoxic conditions. Our results showed that 

hypoxia led to the upregulation of VEGF, NDRG1, and HIF-1alpha both at the 

mRNA and protein levels. We also found that the hypoxia-induced 

overexpression of VEGF, NDRG1, and HIF-1alpha was suppressed by digoxin 

in a concentration-dependent manner. As expected, our EMSA  results 

demonstrated that under hypoxic conditions HIF-1alpha nuclear translocation 

was also markedly reduced by digoxin in a concentration-dependent manner. 

Our results suggest that digoxin downregulated hypoxia-induced 
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overexpression of VEGF and NDRG1 at the transcriptional level probably 

through the inhibition of HIF-1alpha synthesis in A549 cells. 
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TÍTULO / TITLE:  - CD11b(-)CD27(-) NK cells are associated with the progression 

of lung carcinoma. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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RESUMEN / SUMMARY:  - NK cells are a major component of the antitumour 

immune response that limits tumour progression. However, it has been reported 

that tumour-infiltrating NK (TINK) cells from patients with non-small-cell lung 

carcinoma (NSCLC) exhibit profound defects in degranulation and IFN-gamma 

production. In support of this notion, we report a novel mechanism associated 

with tumour escape from NK cell-mediated antitumour immunity in lung 

carcinoma. In this study, we investigated the phenotypic profile of TINK cells 

based on the expression of the  NK-cell maturation markers CD11b and CD27. 

Interestingly, we found a substantial  CD11b(-)CD27(-) (DN) NK-cell population 

harboured within the tumour tissues. The  presence of this CD11b(-)CD27(-) NK 

subset indicated that the TINK cells were of  an immature and inactive 

phenotype. Remarkably, we determined that the presence of DN NK cells had 

an impact on the clinical outcomes of patients with NSCLC, as  the frequency of 

tumour-infiltrating DN NK cells was positively correlated with the tumour stage 

and tumour size. We further used a murine Lewis lung cancer (LLC) model to 

confirm the correlation between the frequency of tumour-infiltrating DN NK cells 

and the progression of lung carcinoma. Together,  our findings demonstrate that 

the tumour microenvironment may render TINK cells less tumouricidal and 

thereby contribute to cancer progression. 
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sign: MR imaging features for differential diagnosis. 
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RESUMEN / SUMMARY:  - The characteristic morphology called broccoli sign 

combines a stalk and prolapsed tumor and is a useful diagnostic indicator of 

prolapsed tumor of the uterine body. Magnetic resonance (MR) imaging findings 

of broccoli sign are common for uterine submucosal leiomyomata but not well 

described for other tumors of the endometrial cavity, such as endometrial polyp, 

atypical polypoid adenomyoma, endometrial carcinoma, carcinosarcoma, and 

adenosarcoma. Both benign and malignant masses of the uterine body can 

show broccoli sign. The MR imaging features of prolapsed uterine tumor with 

broccoli sign resemble those of usual uterine body tumors, but the location is 

different. We describe the MR imaging features of prolapsed uterine tumors with 

broccoli sign. 
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TÍTULO / TITLE:  - Late recurrence of basaloid carcinoma initially treated as a 

small cell lung cancer. 
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RESUMEN / SUMMARY:  - We present a patient originally treated with definitive 

chemoradiation therapy for small cell lung cancer (SCLC) of the right lower 

lobe. At 8 years post-therapy tumor recurred at the site of the original lesion 

without evidence of distant disease and was treated with lobectomy. Pathology 

demonstrated the tumor was a basaloid carcinoma (BC) rather than SCLC. She 
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is alive and well at 2  years following her resection and 10 years following her 

definitive chemoradiation therapy. 
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TÍTULO / TITLE:  - The treatment of pleural carcinosis with malignant pleural 

effusion. 
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RESUMEN / SUMMARY:  - BACKGROUND: Pleural carcinosis is caused by tumors 

of the chest (e.g., lung and breast cancer) or elsewhere in the body (e.g., 

ovarian carcinoma) that metastasize to the visceral and/or parietal pleura. 

Recurrent malignant pleural effusion due to pleural carcinosis is one of the most 

common findings in oncology. It affects about 56 000 patients per year in 

Germany alone. METHODS: This review is based on pertinent literature 

retrieved by a selective search of the Medline database (key words: malignant 

pleural effusion, pleural carcinosis)  and on the authors’ clinical experience. 

RESULTS: Although many retrospective studies have been published, there 

has been only one randomized controlled trial  of treatment, in which permanent 

pleural catheters were compared with talcum pleurodesis. Patients with pleural 

carcinosis have a median survival of less than 12 months. Many are suffering 

from progression of their underlying disease, with  generalized tumor 

involvement; thus, the symptomatic treatment of pain and dyspnea is often the 

main therapeutic issue. The underlying tumor, usually an adenocarcinoma, can 

be diagnosed either by histology or by cytology. The main complication is 

progressive respiratory failure. The treatment is palliative, rather than curative. 

The main approaches are drainage of the effusion (by thoracocentesis or with 

permanent pleural catheters) and pleurodesis (obliteration of the pleural space 
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by causing the visceral and parietal pleura to adhere to each other). 

CONCLUSION: Pleural carcinosis with symptomatic malignant  pleural effusion 

is treated palliatively. The appropriate treatment in each case  should be 

determined through discussion with the patient, with the goal of improving the 

patient’s quality of life. 
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TÍTULO / TITLE:  - Two Is Better Than One: Combining IGF1R and MEK Blockade 

as a Promising Novel Treatment Strategy Against KRAS-Mutant Lung Cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Cancer Discov. 2013 May;3(5):491-3. doi: 10.1158/2159-

8290.CD-13-0128. 
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AUTORES / AUTHORS:  - Chen R; Sweet-Cordero EA 

INSTITUCIÓN / INSTITUTION:  - Division of Hematology/Oncology and Stem Cell 

Transplant, Department of Pediatrics, Stanford University School of Medicine, 

Stanford, California. 

RESUMEN / SUMMARY:  - Summary: A small-molecule inhibitor screen on a panel 

of human lung cancer cell lines has uncovered an unexpected sensitivity of cells 

expressing oncogenic KRAS  toward insulin-like growth factor 1 receptor 

(IGF1R) inhibition. Combining IGF1R  and MAP-ERK kinase blockade led to 

significant effects on viability in human non-small cell lung cancer (NSCLC) cell 

lines and in 2 mouse models of oncogenic  KRAS-driven lung cancer. The 

mechanistic basis for this effect seems to be an increased baseline activation of 

IGF1R-mediated activation of AKT in cells that express oncogenic KRAS. The 

studies thus point to a novel approach for treatment  of KRAS-driven NSCLC, a 

particularly difficult subset of patients to treat with existing approaches. Cancer 

Discov; 3(5); 491-3. ©2013 AACR. 
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INSTITUCIÓN / INSTITUTION:  - Department of Internal Medicine, Kangwon 

National University Hospital, Kangwon National University School of Medicine, 

Chuncheon, Korea. 

RESUMEN / SUMMARY:  - Pemetrexed is approved as a first-line treatment for 

advanced non-squamous non-small cell lung cancer (NSCLC) with cisplatin and 

as a single agent for second-line treatment or for patients who show no disease 

progression after four  cycles of platinum-based doublet induction 

chemotherapy as maintenance therapy. Pemetrexed has a modest toxicity 

profile and has not traditionally been regarded  as a cause of interstitial 

pneumonitis. Here, we report on a rare case of pemetrexed-induced 

pneumonitis in a patient with NSCLC. 
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INSTITUCIÓN / INSTITUTION:  - Dow Medical College, Dow University of Health 

Sciences, Baba-e-Urdu Road, Karachi, Pakistan. sh.abbas.naqvi@gmail.com. 

RESUMEN / SUMMARY:  - Lung cancer is an important etiology of malignant 

mortality worldwide with global statistics indicating over 1 million deaths 

annually. Although there have been advances in cytotoxic chemotherapy, the 

prognosis after treatment still remains poor. Remarkably, recent studies on the 

molecular level are creating the possibility to hamper lung cancer by inhibiting 

the hedgehog pathway. Currently,  hedgehog pathway inhibitors include IWP-2, 

cyclopamine and aprotinin. However, Vismodegib is a new upcoming prospect 

which has shown positive results while undergoing clinical trials. If approved, it 

may lead to a novel class of anti-cancer therapy for patients seeking treatment 

for small cell lung cancer. 
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INSTITUCIÓN / INSTITUTION:  - From the Swedish Cancer Institute, Seattle, WA; 

Dana-Farber Cancer Institute, Boston, MA; University of Colorado Cancer 

Center, Aurora, CO. 

RESUMEN / SUMMARY:  - Although the transition to molecularly defined patient 

subgroups in advanced non-small cell lung cancer (NSCLC) often leads to 

dramatic and prolonged responses to an inhibitor of an identified oncogenic 

mutation, acquired resistance eventually ensues. The optimal approach to 

management in that setting  remains the subject of ongoing research, although 

it is possible to identify several points that distinguish it from traditional tenets 

based on conventional  chemotherapy. Such patients are not equivalent to 

those who have progressed on first-line chemotherapy, and consideration of 

initiation of chemotherapy-based regimens as if the patient were being treated 

first line in the absence of an oncogenic mutation is a reasonable consideration. 

Acquired resistance is often partial; therefore, continued treatment with the 

same targeted therapy or another agent against the same target is a strategy 

favored by many experts, in part to minimize the risk of “rebound progression” 

that may occur when the targeted therapy is withdrawn. Progression within the 

central nervous system (CNS) may occur because of poor penetration of the 

systemic targeted therapy into the CNS,  rather than true cellular resistance to 

the therapy itself; accordingly, local therapy for “brain only” progression with 

sustained targeted therapy for extracranial disease can be associated with 

prolonged disease control. Finally, patients with acquired resistance to a 

targeted therapy are ideal candidates for  clinical trials when available, 

particularly when repeat biopsies of progressing  lesions can help elucidate 

mechanisms of resistance and thereby lead to histologically and molecularly 

informed treatment decisions. 
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TÍTULO / TITLE:  - Current State-of-the-Art Therapy for Advanced Squamous Cell 

Lung Cancer. 
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INSTITUCIÓN / INSTITUTION:  - From the Department of Oncology, University of 

Torino, San Luigi Hospital, Orbassano, Torino, Italy. 

RESUMEN / SUMMARY:  - Squamous cell carcinoma (SCC) represents the second 

most common histologic subtype of lung cancer (preceded only by 

adenocarcinoma). SSC of the lung is prevalently diagnosed in smokers and has 

been described as a preferentially centrally located tumor in which the main 

airways are commonly involved. Clinically, it presents with predominant 
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locoregional signs and symptoms, but in  recent years an increasing frequency 

of peripheral SCC of the lung has been reported. Pathologic diagnosis can be 

easily made through light microscopy and immunohistochemistry. The treatment 

approach for early-stage disease does not differ from that of other histologic 

subtypes of non-small cell lung cancer; in locally advanced unresectable or 

metastatic disease, doublet chemotherapy regimens (including cisplatin or 

carboplatin and a third-generation agent such as gemcitabine, taxanes, or 

vinorelbine) remain the cornerstone of front-line systemic treatment. 

Conversely, a single agent, mainly docetaxel, is the preferred treatment in 

second-line treatment. In unselected patient populations,  targeted therapies 

have been extensively tested in combination with cytotoxic chemotherapy with 

disappointing results because of increased toxicity or lack of  improvement in 

efficacy outcomes. Genomic alterations in SCC of the lung have not been 

comprehensively characterized, and no molecularly targeted therapies have 

been specifically developed for the treatment of this disease, but recently 

immune checkpoints have emerged as new therapeutic agent. 
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TÍTULO / TITLE:  - Secondary malignant peritoneal mesothelioma of the greater 

omentum after therapy  for primary pleural mesothelioma. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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10.1159/000351124. Print 2013 Jan. 
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Winterthur, Winterthur, Lucerne, Switzerland ; Department of Radiology, 

Research Group, Klinik St. Anna, Lucerne,  Switzerland ; Department of 

Radiology, Paracelsus Medical University Salzburg, Salzburg, Austria. 

RESUMEN / SUMMARY:  - Mesothelioma is the most common malignant primary 

tumor of the pleura and usually associated with inhalation of asbestos fibers. In 

contrast, peritoneal mesothelioma is a rare entity whose pathomechanism is not 

yet fully understood. The coexistence of pleural mesothelioma with secondary 

involvement of the abdominal cavity has not been addressed in the literature. In 

this case report, we describe secondary malignant mesothelioma of the greater 

omentum. A 69-year-old man with histologically proven pleural mesothelioma 

on the right side and no past medical history of asbestos exposure received 

palliative treatment consisting of a talc pleurodesis. After a 6-month interval of 

stable disease, a local progressive tumor of the right pleura was seen on a CT 

scan. Eleven months  later, during follow-up, the patient presented at our 

emergency department with a sudden onset of diffuse abdominal pain. 

Abdominal ultrasound revealed a mass within the greater omentum and the 

coexistence of free fluid. Subsequent abdominal CT scans demonstrated tumor 
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infiltration from the right pleura by a transdiaphragmatic route into the abdomen, 

where diffuse infiltration of the greater omentum was observed. Aspiration of the 

ascites and the biopsy of the greater omentum confirmed the diagnosis of 

secondary malignant mesothelioma of the peritoneum. In conclusion, we 

present the extremely rare diagnosis of secondary malignant mesothelioma of 

the abdomen, which arose as a result of local progression from the right pleura 

into the abdomen. 
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TÍTULO / TITLE:  - Paclitaxel-loaded poly(glycolide-co-epsilon-caprolactone)-b-D-

alpha-tocopheryl polyethylene glycol 2000 succinate nanoparticles for lung 

cancer therapy. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Int J Nanomedicine. 2013;8:1947-57. doi: 

10.2147/IJN.S44220. Epub 2013 May 16. 
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AUTORES / AUTHORS:  - Zhao T; Chen H; Dong Y; Zhang J; Huang H; Zhu J; 

Zhang W 

INSTITUCIÓN / INSTITUTION:  - Institute of Cardiothoracic Surgery, Changhai 

Hospital, Shanghai, People’s Republic of China. 

RESUMEN / SUMMARY:  - In order to improve the therapeutic efficacy and 

minimize the side effects of lung cancer chemotherapy, the formulation of 

paclitaxel-loaded poly(glycolide-co-epsilon-caprolactone)-b-D-alpha-tocopheryl 

polyethylene glycol  2000 succinate nanoparticles (PTX-loaded [PGA-co-PCL]-

b-TPGS2k NPs) was prepared. The novel amphiphilic copolymer (PGA-co-

PCL)-b-TPGS2k was synthesized by ring-opening polymerization and 

characterized by proton nuclear magnetic resonance spectroscopy and gel 

permeation chromatography. The PTX-loaded (PGA-co-PCL)-b-TPGS2k NPs 

were characterized in terms of size, size distribution, zeta potential, drug 

encapsulation, surface morphology, and drug release. In vitro cellular uptakes 

of NPs were investigated with confocal laser scanning microscopy, indicating 

the coumarin 6-loaded (PGA-co-PCL)-b-TPGS2k NPs could be internalized by 

human lung cancer A-549 cells. The antitumor effect of PTX-loaded NPs was 

evaluated, both in vitro and in vivo, on an A-549 cell tumor-bearing mouse 

model via intratumoral injection. The commercial PTX formulation Taxol was  

chosen as the reference. Experimental results showed that the PTX-loaded NPs 

possessed higher cytotoxicity and could effectively inhibit the growth of tumor.  

All the results suggested that amphiphilic copolymer (PGA-co-PCL)-b-TPGS2k 

could  act as a potential biological material for nanoformulation in the treatment 

of lung cancer. 
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TÍTULO / TITLE:  - Fer Protein-Tyrosine Kinase Promotes Lung Adenocarcinoma 

Cell Invasion and Tumor  Metastasis. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Mol Cancer Res. 2013 May 22. 

 ●●Enlace al texto completo (gratuito o de pago) 1158/1541-7786.MCR-
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AUTORES / AUTHORS:  - Ahn J; Truesdell P; Meens J; Kadish C; Yang X; Boag 

AH; Craig AW 

INSTITUCIÓN / INSTITUTION:  - Queen’s University. 

RESUMEN / SUMMARY:  - Epidermal Growth Factor Receptor (EGFR) is 

frequently amplified or mutated in non-small cell lung cancer (NSCLC). 

Although Fer protein-tyrosine kinase signals  downstream of EGFR, its role in 

NSCLC tumor progression has not been reported. Here, we show that Fer 

levels are elevated in most NSCLC tumors compared to normal lung epithelium. 

EGFR signaling in NSCLC cell lines led to rapid Fer activation and increased 

localization to lamellipodia. Stable silencing of Fer in H1299 lung 

adenocarcinoma cells (Fer KD) caused impaired EGFR-induced lamellipodia 

formation compared to control cells. Fer-deficient cells showed reduced Vav2 

tyrosine phosphorylation and this correlated with direct Fer-mediated 

phosphorylation of Vav2 on tyrosine-172, which was previously reported to 

increase the guanine nucleotide exchange factor activity of Vav2. Indeed, Fer 

KD NSCLC cells displayed defects in RacGTP localization to lamellipodia, cell 

migration, and cell invasion in vitro. To test the role of Fer in NSCLC 

progression and metastasis, control and Fer KD H1299 cells were grown as 

subcutaneous tumors in immune compromised mice. Although Fer was not 

required for tumor growth, Fer KD tumor-bearing mice had significantly fewer 

numbers of spontaneous metastases. Taken together, this study identifies Fer 

as a potential  therapeutic target in metastatic lung cancers. 
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TÍTULO / TITLE:  - Prognostic value of MET, cyclin D1 and MET gene copy 

number in non-small cell lung cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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RESUMEN / SUMMARY:  - The aim of this study was to analyze the correlation of 

the expression of MET and cyclin D1 and MET gene copy number in non-small 

cell lung cancer (NSCLC) tissues  and patient clinicopathologic characteristics 
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and survival. Sixty-one NSCLC tissue specimens were included in the study. 

The expression of MET and cyclin D1  was evaluated by immunohistochemistry 

and MET gene copy number was assessed by quantitative real-time 

polymerase chain reaction (Q-PCR). Positive expression of  MET and cyclin D1 

protein and increased MET gene copy number occurred in 59.0%, 59.0% and 

18.0% of 61 NSCLC tissues, respectively. MET-positivity correlated with poor 

differentiation (P = 0.009). Increased MET gene copy number was significantly 

associated with lymph node metastasis (P = 0.004) and advanced tumor stage 

(P = 0.048), while the expression of cyclin D1 was not associated with any 

clinicopathologic parameters. There was a significant correlation between the 

expression of MET and MET gene copy number (P = 0.002). Additionally, the 

expression of cyclin D1 had a significant association with the expression of  

MET as well as MET gene copy number (P = 0.002 and P = 0.017, 

respectively). MET-positivity and increased MET gene copy number were 

significantly associated with poor overall survival (P = 0.003 and P < 0.001, 

respectively) in univariate  analysis. Multivariate Cox proportional hazard 

analysis confirmed that the expression of MET and MET gene copy number 

were prognostic indicators of NSCLC (P = 0.003 and P = 0.001, respectively). 

The overexpression of MET and the increased MET gene copy number might 

be adverse prognostic factors for NSCLC patients. The  activation of the 

MET/cyclin D1 signaling pathway may contribute to carcinogenesis and the 

development of NSCLC, and may represent a target for therapy. 
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TÍTULO / TITLE:  - PRC2 overexpression and PRC2-target gene repression 

relating to poorer prognosis  in small cell lung cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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RESUMEN / SUMMARY:  - Small cell lung cancer (SCLC) is a subtype of lung 

cancer with poor prognosis. Expression array analysis of 23 SCLC cases and 

42 normal tissues revealed that EZH2 and other PRC2 members were highly 

expressed in SCLC. ChIP-seq for H3K27me3  suggested that genes with 

H3K27me3(+) in SCLC were extended not only to PRC2-target genes in ES 

cells but also to other target genes such as cellular adhesion-related genes. 

These H3K27me3(+) genes in SCLC were repressed significantly, and 
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introduction of the most repressed gene JUB into SCLC cell line lead to growth 

inhibition. Shorter overall survival of clinical SCLC cases correlated to 

repression of JUB alone, or a set of four genes including H3K27me3(+) genes. 

Treatment with EZH2 inhibitors, DZNep and GSK126, resulted in  growth 

repression of SCLC cell lines. High PRC2 expression was suggested to 

contribute to gene repression in SCLC, and may play a role in genesis of SCLC. 
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TÍTULO / TITLE:  - Hypofractionated three-dimensional conformal radiotherapy for 

medically inoperable early stage non-small-cell lung cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Radiat Oncol J. 2013 Mar;31(1):18-24. doi: 
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RESUMEN / SUMMARY:  - PURPOSE: The purpose of this study was to assess 

the clinical outcomes of hypofractionated radiotherapy (HFRT) with three-

dimensional conformal technique for medically inoperable patients with early 

stage non-small-cell lung cancer (NSCLC) and to evaluate prognostic factors. 

MATERIALS AND METHODS: We performed a retrospective review of 26 

patients who underwent HFRT for early stage NSCLC between September 

2005 and August 2011. Only clinical stage T1-3N0 was included.  The median 

RT dose was 70 Gy (range, 60 to 72 Gy) and the median biologically equivalent 

dose (BED) was 94.5 Gy (range, 78.0 to 100.8 Gy). In 84.6% of patients, 4 Gy 

per fraction was used. Neoadjuvant chemotherapy with paclitaxel and cisplatin 

was given to 2 of 26 patients. RESULTS: The median follow-up time for 

surviving patients was 21 months (range, 13 to 49 months). The overall 

response rate was 53.9%, and the initial local control rate was 100%. The 

median  survival duration was 27.8 months. Rates of 2-year overall survival, 

progression-free survival (PFS), local control (LC), and locoregional-free 

survival (LRFS) were 54.3%, 61.1%, 74.6%, and 61.9%, respectively. 

Multivariate analysis showed that BED (>90 vs. </=90 Gy) was an independent 

prognostic factor  influencing PFS, LC, and LRFS. Severe toxicities over grade 

3 were not observed.  CONCLUSION: Radical HFRT can yield satisfactory 

disease control with acceptable rates of toxicities in medically inoperable 

patients with early stage NSCLC. HFRT is a viable alternative for clinics and 

patients ineligible for stereotactic ablative radiotherapy. BED over 90 Gy and 4 

Gy per fraction might be appropriate  for HFRT. 
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TÍTULO / TITLE:  - Antiestrogen Use and Survival of Women with Non-small Cell 

Lung Cancer in Manitoba, Canada. 
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RESUMEN / SUMMARY:  - Lung cancer is the leading cause of cancer death 

worldwide. Sex differences in lung cancer incidence and survival are known. 

Female sex is an independent good prognostic factor. Estrogens appear to play 

a key role in lung cancer outcomes. Accordingly, antiestrogen use may also 

influence survival in female non-small cell lung cancer (NSCLC) patients. In this 

study, we compared survival among antiestrogen users and nonusers. We 

performed a retrospective population-based study. Using the Manitoba Cancer 

Registry (MCR), we identified all women diagnosed with NSCLC from 2000 to 

2007. The population-based Drug Program Information Network was accessed 

to establish which patients received antiestrogens. Demographic data (e.g., 

smoking patterns, stage, histology) were gathered from the MCR and by chart 

review. Survival differences between antiestrogen-exposed and not exposed 

groups were compared using multivariable Cox regression. Two thousand three 

hundred twenty women fit our patient criteria, of  which 156 had received 

antiestrogens. Exposure to antiestrogens was associated with a significantly 

decreased mortality in those exposed both before and after the diagnosis of 

NSCLC (adjusted hazard ratio, 0.42, p = 0.0006). This association remained 

consistent across age and stage groups. Antiestrogen use before and after the 

diagnosis of NSCLC is associated with decreased mortality. This supports 

previous evidence that estrogens may play a key role in the biology and 

outcomes of NSCLC and suggests a potential therapeutic use for these agents 

in this disease. 

---------------------------------------------------- 

[758] 

TÍTULO / TITLE:  - Pleural mesothelioma presenting as periumbilical metastasis: 

the first clinical documentation. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Case Rep Oncol Med. 2013;2013:198729. doi: 

10.1155/2013/198729. Epub 2013 Apr 18. 

 ●●Enlace al texto completo (gratuito o de pago) 1155/2013/198729 

AUTORES / AUTHORS:  - Falkenstern-Ge RF; Kimmich M; Bode-Erdmann S; 

Friedel G; Ott G; Kohlhaufl M 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23715671&dopt=Abstract
http://dx.doi.org/10.1007/s12672-013-0149-7
http://dx.doi.org/10.1007/s12672-013-0149-7
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23691382&dopt=Abstract
http://dx.doi.org/10.1155/2013/198729


583 

 

INSTITUCIÓN / INSTITUTION:  - Division of Pulmonology, Klinik Schillerhoehe, 

Center for Pulmonology and Thoracic Surgery, Teaching Hospital of the 

University of Tuebingen, Solitude Street 18, Gerlingen, 70839 Stuttgart, 

Germany. 

RESUMEN / SUMMARY:  - Introduction. Pleural mesothelioma with metastasis to 

the subcutaneous tissue of  the abdominal wall at first diagnosis and without 

penetration into the peritoneum is an extremely rare clinical presentation. 

Methods. Patients with pleural mesothelioma have low survival rate. Usually, 

the disease at presentation is confined to its site of origin (most often the pleural 

cavity). A 55-year-old man was referred to our center due to increasing dyspnea 

and a painful periumbilical  mass in the anterior abdominal wall. CT scan 

revealed both advanced mesothelioma  of the pleura and a tumor mass 

confined to the subcutaneous fatty tissue without  penetration through the 

peritoneum. Results. Video-assisted thoracoscopy confirmed the diagnosis of 

epithelioid pleural mesothelioma, which was also confirmed by a biopsy of the 

periumbilical mass. Systemic chemotherapy with cisplatin and pemetrexed was 

initiated. Under the ongoing systemic chemotherapy,  the evaluation revealed 

partial remission of pleura mesothelioma and its subcutaneous manifestation of 

the abdominal wall. Conclusion. Mesothelioma of the pleura with a 

simultaneous metastasis to the subcutaneous fatty tissue of the abdominal wall 

at presentation without penetration of peritoneum is a rare clinical presentation 

of mesothelioma disease. The knowledge of its natural history is very limited. 

This is the first ever clinical documentation of a patient with pleura 

mesothelioma and simultaneous subcutaneous manifestation of abdominal wall. 

---------------------------------------------------- 

[759] 

TÍTULO / TITLE:  - New dilemmas in small-cell lung cancer TNM clinical staging. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Onco Targets Ther. 2013 May 16;6:539-47. doi: 

10.2147/OTT.S44201. Print 2013. 

 ●●Enlace al texto completo (gratuito o de pago) 2147/OTT.S44201 

AUTORES / AUTHORS:  - Zarogoulidis K; Latsios D; Porpodis K; Zarogoulidis P; 

Darwiche K; Antoniou N; Hohenforst-Schmidt W; Eleftheriadou E; Boutsikou E; 

Kontakiotis T 

INSTITUCIÓN / INSTITUTION:  - Pulmonary Department-Oncology Unit, “G 

Papanikolaou” General Hospital, Aristotle  University of Thessaloniki, 

Thessaloniki, Greece. 

RESUMEN / SUMMARY:  - BACKGROUND: Many patients with limited disease 

(LD) behave similarly to those with extensive disease (ED) from a prognostic 

point of view. On the other hand, a proportion of patients with ED small-cell lung 

cancer (SCLC) behave similarly to  those with LD. PATIENTS AND METHODS: 

In this retrospective study analysis, 764 patients with proven SCLC were 

included and managed with the same therapeutic protocols. Of these patients, 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23700372&dopt=Abstract
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278 (36.4%) had LD, while 486 (63.6%) had ED. RESULTS: No statistically 

significant difference was observed for survival for IA and IB disease stages (P 

= 0.254) and between IIA and IIB stages (P = 0.256) according to the new 

tumor, node, metastasis (TNM) staging classification classification. In addition, 

no statistical significant difference was observed for survival between patients 

with (IIA + IIB) and IIIA (P = 0.951), (IIA + IIIA, P = 0.658), and (IIB + IIIA, P = 

0.573) stages. Statistical significant difference was observed for survival among 

the LD SCLC patients with (IA + IB), (IIA + IIB + IIIA), and IIIB stages (P < 

0.001). Similarly, statistical significance was observed for ED SCLC patients 

with (IIA + IIB + IIIA), IIIB, and IV stages (P < 0.001). CONCLUSIONS: Although 

stratification of SCLC patients in LD and ED is generally satisfactory, the TNM 

staging system is recommended for more detailed prognostic information and 

treatment evaluation in these patients. 

---------------------------------------------------- 

[760] 

TÍTULO / TITLE:  - FER overexpression is associated with poor postoperative 

prognosis and cancer-cell survival in non-small cell lung cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Int J Clin Exp Pathol. 2013;6(4):598-612. Epub 2013 Mar 

15. 

AUTORES / AUTHORS:  - Kawakami M; Morita S; Sunohara M; Amano Y; 

Ishikawa R; Watanabe K; Hamano E; Ohishi N; Nakajima J; Yatomi Y; Nagase 

T; Fukayama M; Takai D 

INSTITUCIÓN / INSTITUTION:  - Department of Respiratory Medicine, The 

University of Tokyo Hospital, Tokyo 113-8655, Japan. 

RESUMEN / SUMMARY:  - Here, we show that overexpression of fer tyrosine 

kinase (FER), a non-receptor tyrosine kinase, predicts poor postoperative 

outcome and might be involved in cancer-cell survival in non-small cell lung 

cancer (NSCLC). Systematic screening  using in silico analyses and 

quantitative RT-PCR revealed that FER was overexpressed in about 10% of 

NSCLC patients. Evaluation of FER expression using  immunohistochemistry 

(IHC) on tissue microarrays was consistent with the mRNA level detected using 

quantitative RT-PCR. In analyses of 135 NSCLC patients who had undergone 

potential curative resection, we found that FER overexpression detected using 

IHC had no association with clinicopathological features such as age, sex, 

smoking history, histological type, disease stage, T factor, N factor,  adjuvant 

chemotherapy history, or EGFR mutation, but was correlated with poor 

postoperative survival periods. A multivariate Cox regression analysis showed 

that this prognostic impact was independent of other clinicopathological 

features. In functional analyses of FER in vitro, FER exhibited a transforming 

activity, suggesting that it possesses oncogenic functions. We also found that 

human lung cancer NCI-H661 cells, which exhibited FER-outlier expression, 

were led to apoptosis by the knockdown of FER using RNA interference. FER 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23573306&dopt=Abstract
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overexpression might serve as a prognostic biomarker and be involved in 

cancer-cell survival in NSCLC. 

---------------------------------------------------- 

[761] 

TÍTULO / TITLE:  - The Anti-neoplastic Effects of Alpha-Lipoic Acid: Clinical 

Benefits in System Tumors besides Lung Carcinomas. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Korean J Thorac Cardiovasc Surg. 2013 Apr;46(2):162-3. 

doi: 10.5090/kjtcs.2013.46.2.162. Epub 2013 Apr 9. 

 ●●Enlace al texto completo (gratuito o de pago) 

5090/kjtcs.2013.46.2.162 

AUTORES / AUTHORS:  - Kapoor S 

INSTITUCIÓN / INSTITUTION:  - Private practice, USA. 
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[762] 

TÍTULO / TITLE:  - Insulin-like growth factor-1 receptor (IGF-1R) as a biomarker 

for resistance to the tyrosine kinase inhibitor gefitinib in non-small cell lung 

cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Cell Oncol (Dordr). 2013 Apr 26. 

 ●●Enlace al texto completo (gratuito o de pago) 1007/s13402-013-0133-

9 

AUTORES / AUTHORS:  - Peled N; Wynes MW; Ikeda N; Ohira T; Yoshida K; Qian 

J; Ilouze M; Brenner R; Kato Y; Mascaux C; Hirsch FR 

INSTITUCIÓN / INSTITUTION:  - Departments of Medicine/Medical Oncology and 

Pathology, University of Colorado Cancer Center, UC Denver, 12801 E 17th 

Ave; Mail Stop 8177, Aurora, CO, 80045, USA, nirp@post.tau.ac.il. 

RESUMEN / SUMMARY:  - BACKGROUND: The insulin-like growth factor-1 

receptor (IGF-1R) pathway is known to play a role in the acquisition of 

resistance to epidermal growth factor receptor (EGFR)-specific tyrosine kinase 

inhibitors (TKIs) in non-small cell lung cancer (NSCLC). However, its exact role 

in TKI resistance has so far remained unclear. Here, we interrogated the 

hypothesis that the IGF-1R may serve as a biomarker for, and may play a role 

in, intrinsic resistance to the EGFR-specific  TKI gefitinib in NSCLC. 

METHODS: Total-IGF-1R and phosphorylated (p)-IGF-1R expression levels 

were related to gefitinib sensitivity in 23 NSCLC cell lines. This sensitivity was 

re-evaluated after knocking down IGF-1R expression and after IGF-1R up-

regulation through exogenous IGF-1 expression. The utility of IGF-1R 

expression as a predictive biomarker was also evaluated by 

immunohistochemistry (IHC) in 98 primary NSCLC samples from patients 

treated with gefitinib. RESULTS:  Seventeen of the cell lines tested were 

resistant to gefitinib, whereas 3 cell lines were sensitive. The three remaining 

cell lines showed intermediate values.  Thirteen resistant cell lines were found 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23614108&dopt=Abstract
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to be positive for total-IGF-1R expression, while all the sensitive cell lines were 

negative, resulting in a positive predictive value (PPV) of 81 % for total-IGF-1R 

to predict resistance. Seven resistant cell lines exhibited high p-IGF-1R levels, 

whereas all 3 sensitive cell lines were negative for p-IGF-1R, resulting in a PPV 

of 100 % for  p-IGF-1R to predict resistance. Neither a knock-down of IGF-1R 

expression nor an  activation of the IGF1-R pathway through exogenous IGF-1 

expression affected gefitinib sensitivity. In primary NSCLC tissues, IGF-1R 

expression was found to be significantly higher in patients with progressive 

disease, i.e., showing gefitinib resistance, as compared to those with a 

complete or partial response. CONCLUSIONS: IGF-1R acts as a predictor for 

resistance to gefitinib in NSCLC cell lines and NSCLC patients, but does not 

seem to play a role in the intrinsic resistance to this drug. High total-IGF-1R and 

p-IGR-1R levels may predict such a resistance. Since the underlying 

mechanism does not appear to be related to proliferation induction, alternative 

pathways should be explored. 

---------------------------------------------------- 

[763] 

TÍTULO / TITLE:  - The presence of old pulmonary tuberculosis is an independent 

prognostic factor for squamous cell lung cancer survival. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - J Cardiothorac Surg. 2013 May 6;8:123. doi: 

10.1186/1749-8090-8-123. 

 ●●Enlace al texto completo (gratuito o de pago) 1186/1749-8090-8-123 

AUTORES / AUTHORS:  - Zhou Y; Cui Z; Zhou X; Chen C; Jiang S; Hu Z; Jiang G 

INSTITUCIÓN / INSTITUTION:  - Department of Thoracic Surgery, Shanghai 

Pulmonary Hospital, Tongji University School of Medicine, 507 Zhengmin Rd, 

Shanghai, 200433, China. shhuzy@163.com. 

RESUMEN / SUMMARY:  - BACKGROUND: Pulmonary tuberculosis (TB) is 

associated with an increased risk of lung cancer. Our study investigated 

whether the coexistence of an old pulmonary TB lesion is an independent 

prognostic factor for lung cancer survival in Chinese non-small cell lung cancer 

patients. METHODS: We performed a retrospective review of 782 non-small cell 

lung cancer patients who underwent surgical resection as their primary 

treatment in 2006 and were followed for 5 years. The associations between lung 

cancer survival and the presence of old pulmonary TB lesions were assessed 

using Cox’s proportional hazard regression analysis adjusted for WHO 

performance status (PS), age, sex, smoking-status, tumor stage, and surgical 

approach. RESULTS: Sixty-four of the patients had old pulmonary TB lesions. 

The median survival of squamous cell carcinoma patients with TB was 

significantly shorter than that of patients without TB (1.7 vs. 3.4 years, p < 0.01). 

The presence of an old pulmonary TB lesion is an independent predictor of poor 

survival with a hazard ratio (HR) of 1.72 (95% CI, 1.12-2.64) in the subgroup of  

squamous cell carcinoma patients studied. CONCLUSION: The presence of an 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23647947&dopt=Abstract
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old pulmonary TB lesion may be an important prognostic factor for predicting 

the survival of squamous cell carcinoma patients. 

---------------------------------------------------- 

[764] 

TÍTULO / TITLE:  - Rare case of malignant transformation of recurrent respiratory 

papillomatosis associated with human papillomavirus type 6 infection and p53 

overexpression. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Springerplus. 2013 Apr 10;2(1):153. Print 2013 Dec. 

 ●●Enlace al texto completo (gratuito o de pago) 1186/2193-1801-2-153 

AUTORES / AUTHORS:  - Kanazawa T; Fukushima N; Imayoshi S; Nagatomo T; 

Kawada K; Nishino H; Misawa K; Ichimura K 

INSTITUCIÓN / INSTITUTION:  - Department of Otolaryngology/Head and Neck 

Surgery, Jichi Medical University School of Medicine, 3311-1 Yakushiji, 

Shimotsuke, Tochigi, 329-0498 Japan. 

RESUMEN / SUMMARY:  - Recurrent respiratory papillomatosis (RRP), a chronic 

upper respiratory condition characterized by diffuse multiple recurring 

papillomas, is thought to result from human papillomavirus (HPV) type 6 or 11 

infection. Although RRP is an intractable disease, malignant transformation of 

RRP is rare. The underlying mechanism, however, has not been elucidated. We 

describe the clinical course of a patient who underwent more than 130 

operations for RRP associated with HPV type 6 infection and subsequently 

suffered spontaneous malignant transformation to squamous cell carcinoma. 

Immunohistochemical analysis revealed that malignant transformation might 

result from a genomic defect, such as p53 inactivation, leading to stimulation of 

uncontrolled cell proliferation by HPV type 6 for an extended period, but not 

directly because of HPV itself. Our results could help in the development of 

novel therapeutic strategies for severe RRP, although further studies are 

required before clinical application of molecular targeted therapies. 

---------------------------------------------------- 

[765] 

TÍTULO / TITLE:  - VEGF is an important mediator of tumor angiogenesis in 

malignant lesions in a genetically engineered mouse model of lung 

adenocarcinoma. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - BMC Cancer. 2013 Apr 29;13(1):213. 

 ●●Enlace al texto completo (gratuito o de pago) 1186/1471-2407-13-213 

AUTORES / AUTHORS:  - Majeti BK; Lee JH; Simmons BH; Shojaei F 

RESUMEN / SUMMARY:  - BACKGROUND: VEGF is one of the key drivers of 

physiological or pathological angiogenesis hence several VEGF inhibitors are in 

different stages of clinical development. To further dissect the role of VEGF in 

different stages of tumor progression in lung tumors, we utilized KrasG12D-LSL 

GEMMs (genetically engineered mouse models). METHODS: Intranasal 
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delivery of adenoviruses expressing cre recombinase in KrasG12D-LSL mice 

results in the expression of mutant Kras that leads to development of tumor 

lesions ranging from adenomatous hyperplasia to large adenoma and 

adenocarcinoma over time in lung. In the current study, we treated KrasG12D-

LSL mice at 14 weeks post inhalation with three different angiogenic inhibitors 

including axitinib and PF-00337210 both of which are selective inhibitors of 

VEGFR and sunitinib which targets VEGFR, C-SF1-R, PDGFR and KIT. 

RESULTS: Pathology findings showed no significant difference in percentage of 

adenomatous hyperplastic lesions between the vehicle vs. any of the treatments 

suggesting that angiogenesis may not play a major role at early stages of 

tumorigenesis. However, each inhibitor suppressed percentage of benign 

adenoma lesions and almost fully inhibited growth of adenocarcinoma lesions in 

the recipients which was consistent with a reduction in tumor vasculature. 

Treatment  with sunitinib which is a multi-targeted RTKI did not provide any 

advantage compared to selective VEGFR inhibitor further emphasizing role of 

VEGF in tumor angiogenesis in this model. CONCLUSION: Overall, our studies 

indicate significance of VEGF and angiogenesis in a spontaneous model of lung 

tumorigenesis and provide a proof of mechanism for anti-cancer activity of 

VEGF inhibitors in this model. 

---------------------------------------------------- 

[766] 

TÍTULO / TITLE:  - Stat3 downstream gene product chitinase 3-like 1 is a potential 

biomarker of inflammation-induced lung cancer in multiple mouse lung tumor 

models and humans. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - PLoS One. 2013 Apr 22;8(4):e61984. doi: 

10.1371/journal.pone.0061984. Print 2013. 

 ●●Enlace al texto completo (gratuito o de pago) 

1371/journal.pone.0061984 

AUTORES / AUTHORS:  - Yan C; Ding X; Wu L; Yu M; Qu P; Du H 

INSTITUCIÓN / INSTITUTION:  - Department of Pathology and Laboratory Medicine, 

Indiana University School of Medicine, Indianapolis, Indiana, USA. 

RESUMEN / SUMMARY:  - Over-activation of the signal transducers and activators 

of the transcription 3 (Stat3) pathway in lung alveolar type II (AT II) epithelial 

cells induces chronic inflammation and adenocarcinoma in the lung of CCSP-

rtTA/(tetO)7-CMV-Stat3C bitransgenic mice. One of Stat3 downstream genes 

products, chitinase 3-like 1 (CHI3L1) protein, showed increased concentration 

in both bronchioalveolar lavage  fluid (BALF) and blood of doxycycline-treated 

CCSP-rtTA/(tetO)7-CMV-Stat3C bitransgenic mice. When tested in other 

inflammation-induced lung cancer mouse models, the CHI3L1 protein 

concentration was also highly increased in BALF and blood of these models 

with tumors. Immunohistochemical staining showed strong staining of CHI3L1 

protein around tumor areas in these mouse models. Analysis of  normal objects 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23613996&dopt=Abstract
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and lung cancer patients revealed a significant elevation of CHI3L1 protein 

concentration in human serum samples from all categories of lung cancers. 

Furthermore, recombinant CHI3L protein stimulated proliferation and growth of 

Lewis lung cancer cells. Therefore, secretory CHI3L1 plays an important role in 

inflammation-induced lung cancer formation and potentially serve as a 

biomarker for lung cancer prediction. Based on our previous publication and this  

work, this is the first animal study linking overexpression of CHI3L1 to various  

lung tumor mouse models. These models will facilitate identification of 

additional biomarkers to predict and verify lung cancer under various 

pathogenic  conditions, which normally cannot be done in humans. 

---------------------------------------------------- 

[767] 

TÍTULO / TITLE:  - The changing epidemic of lung cancer and occupational and 

environmental risk factors. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Thorac Surg Clin. 2013 May;23(2):113-22. doi: 

10.1016/j.thorsurg.2013.01.015. Epub 2013 Feb 15. 

 ●●Enlace al texto completo (gratuito o de pago) 

1016/j.thorsurg.2013.01.015 

AUTORES / AUTHORS:  - Dresler C 

INSTITUCIÓN / INSTITUTION:  - Tobacco Prevention and Cessation Network, 

Arkansas Department of Health, 4815 West Markham Street, Little Rock, AR 

72205, USA. carolyn_dresler@ksg03.harvard.edu 

RESUMEN / SUMMARY:  - The epidemiology of lung cancer continues to evolve. 

Since the invention of a machine that could rapidly manufacture cigarettes in 

the 1880s, tobacco smoking has progressively been the major causative agent 

for the lung cancer epidemic. Until tobacco inhalation is ceased, globally, there 

will continue to be readily preventable lung cancers. Because cigarettes and 

other products the tobacco industry develops or modifies for inhalation are 

continually changing, the types  of lung cancer could continue to change. There 

are other causes of lung cancer in people who never smoke, which include 

environmental and occupational. Enough is now known to implement strong 

policies that could eliminate most lung cancers. 
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[768] 

TÍTULO / TITLE:  - Adjuvant chemotherapy in older adults with non-small cell lung 

cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Am Soc Clin Oncol Educ Book. 2013;2013:185-9. doi: 

E10.1200/EdBook_AM.2013.33.e185. 

 ●●Enlace al texto completo (gratuito o de pago) 
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AUTORES / AUTHORS:  - Gajra A 
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INSTITUCIÓN / INSTITUTION:  - From SUNY Upstate Medical University, Syracuse, 

NY. 

RESUMEN / SUMMARY:  - Platinum-based adjuvant chemotherapy is the standard 

of care for patients with early-stage non-small cell lung cancer (NSCLC) treated 

with surgery. There is a paucity of data regarding the appropriate use of 

adjuvant chemotherapy in the treatment of older adults. In the absence of 

prospective randomized controlled trials specific to this population, the available 

evidence is limited to post hoc analyses of prospective studies in age-

unselected populations and retrospective reviews of population databases. The 

available evidence for treatment of older adults with adjuvant therapy using 

cisplatin- and carboplatin-based therapy is reviewed. Strategies for future 

research, as well as the role of geriatric assessment in risk stratification, will be 

addressed. 

---------------------------------------------------- 

[769] 

TÍTULO / TITLE:  - Independent of ErbB1 gene copy number, EGF stimulates 

migration but is not associated with cell proliferation in non-small cell lung 

cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Cancer Cell Int. 2013 Apr 30;13(1):38. doi: 10.1186/1475-

2867-13-38. 

 ●●Enlace al texto completo (gratuito o de pago) 1186/1475-2867-13-38 

AUTORES / AUTHORS:  - Lauand C; Rezende-Teixeira P; Cortez BA; Niero EL; 

Machado-Santelli GM 

INSTITUCIÓN / INSTITUTION:  - Department of Cell and Developmental Biology, 

Institute of Biomedical Sciences, University of Sao Paulo, Av, Prof, Lineu 

Prestes, 1524, Butanta, Sao Paulo, SP 05508-000, Brazil. gmmsante@usp.br. 

RESUMEN / SUMMARY:  - BACKGROUND: Lung cancer often exhibits molecular 

changes, such as the overexpression of the ErbB1 gene. ErbB1 encodes 

epidermal growth factor receptor  (EGFR), a tyrosine kinase receptor, involved 

mainly in cell proliferation and survival. EGFR overexpression has been 

associated with more aggressive disease, poor prognosis, low survival rate and 

low response to therapy. ErbB1 amplification and mutation are associated with 

tumor development and are implicated in ineffective treatment. The aim of the 

present study was to investigate whether the ErbB1 copy number affects EGFR 

expression, cell proliferation or cell migration by comparing two different cell 

lines. METHODS: The copies of ErbB1 gene was evaluated by FISH. 

Immunofluorescence and Western blotting were performed to determine 

location and expression of proteins mentioned in the present study. Proliferation 

was studied by flow cytometry and cell migration by wound healing assay and 

time lapse. RESULTS: We investigated the activation and function of EGFR in 

the A549 and HK2 lung cancer cell lines, which contain 3 and 6 copies of 

ErbB1, respectively. The expression of EGFR was lower in the HK2 cell line. 
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EGFR was activated after stimulation with EGF in both cell lines, but this 

activation did not promote differences in cellular proliferation when compared to 

control cells. Inhibiting EGFR with AG1478 did not modify cellular proliferation, 

confirming previous data. However, we observed morphological alterations, 

changes in microfilament organization and increased cell migration upon EGF 

stimulation. However, these effects did not seem to be consequence of an 

epithelial-mesenchymal transition. CONCLUSION: EGFR expression  did not 

appear to be associated to the ErbB1 gene copy number, and neither of these 

aspects appeared to affect cell proliferation. However, EGFR activation by  EGF 

resulted in cell migration stimulation in both cell lines. 
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[770] 

TÍTULO / TITLE:  - The Motor Protein KIF14 Inhibits Tumor Growth and Cancer 

Metastasis in Lung Adenocarcinoma. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - PLoS One. 2013 Apr 23;8(4):e61664. doi: 

10.1371/journal.pone.0061664. Print 2013. 

 ●●Enlace al texto completo (gratuito o de pago) 
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AUTORES / AUTHORS:  - Hung PF; Hong TM; Hsu YC; Chen HY; Chang YL; Wu 

CT; Chang GC; Jou YS; Pan SH; Yang PC 

INSTITUCIÓN / INSTITUTION:  - Graduate Institute of Life Sciences, National 

Defense Medical Center, Taipei, Taiwan. 

RESUMEN / SUMMARY:  - The motor protein kinesin superfamily proteins (KIFs) 

are involved in cancer progression. The depletion of one of the KIFs, KIF14, 

might delay the metaphase-to-anaphase transition, resulting in a binucleated 

status, which enhances tumor progression; however, the exact correlation 

between KIF14 and cancer progression remains ambiguous. In this study, using 

loss of heterozygosity and array comparative genomic hybridization analyses, 

we observed a 30% loss in the regions surrounding KIF14 on chromosome 1q 

in lung adenocarcinomas. In addition, the protein expression levels of KIF14 in 

122 lung adenocarcinomas also indicated that approximately 30% of 

adenocarcinomas showed KIF14 down-regulation  compared with the 

expression in the bronchial epithelial cells of adjacent normal counterparts. In 

addition, the reduced expression of KIF14 mRNA or proteins was correlated 

with poor overall survival (P = 0.0158 and <0.0001, respectively), and the 

protein levels were also inversely correlated with metastasis (P<0.0001). The 

overexpression of KIF14 in lung adenocarcinoma cells inhibited anchorage-

independent growth in vitro and xenograft tumor growth in vivo. The 

overexpression and silencing of KIF14 also inhibited or enhanced cancer cell 

migration, invasion and adhesion to the extracellular matrix proteins laminin and 

collagen IV. Furthermore, we detected the adhesion molecules cadherin 11 

(CDH11)  and melanoma cell adhesion molecule (MCAM) as cargo on KIF14. 
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The overexpression  and silencing of KIF14 enhanced or reduced the 

recruitment of CDH11 in the membrane fraction, suggesting that KIF14 might 

act through recruiting adhesion molecules to the cell membrane and modulating 

cell adhesive, migratory and invasive properties. Thus, KIF14 might inhibit 

tumor growth and cancer metastasis in lung adenocarcinomas. 
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RESUMEN / SUMMARY:  - Although multidrug-resistance-associated protein-1 

(MRP1) is a major contributor  to multi-drug resistance (MDR), the regulatory 

mechanism of Mrp1 still remains unclear. Nrf2 is a transcription factor that 

regulates cellular defense response  through antioxidant response elements 

(AREs) in normal tissues. Recently, Nrf2 has emerged as an important 

contributor to chemo-resistance in tumor tissues. In  the present study, the role 

of Nrf2-ARE pathway on regulation of Mrp1 was investigated. Compared with 

H69 lung cancer cells, H69AR cells with MDR showed significantly higher Nrf2-

ARE pathway activity and expression of Mrp1 as well. When Nrf2 was knocked 

down in H69AR cells, MRP1’s expression decreased accordingly. Moreover, 

those H69AR cells with reduced Nrf2 level restored sensitivity to chemo-drugs. 

To explore how Nrf2-ARE pathway regulates Mrp1, the promoter of Mrp1 gene 

was searched, and two putative AREs-ARE1 and ARE2-were found. Using 

reporter gene and ChIP assay, both ARE1 and ARE2 showed response to  and 

interaction with Nrf2. In 40 cases of cancer tissues, the expression of Nrf2  and 

MRP1 was measured by immunohistochemistry (IHC). As the quantitive data of 

IHC indicated, both Nrf2 and MRP1 showed significantly higher expression in 

tumor tissue than adjacent non-tumor tissue. And more important, the 

correlation analysis of the two genes proved that their expression was 

correlative. Taken together, theses data suggested that Nrf2-ARE pathway is 

required for the regulatory expression of Mrp1 and implicated Nrf2 as a new 

therapeutic target for MDR. 
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RESUMEN / SUMMARY:  - We explored the contribution of nitrosamine metabolism 

to lung cancer in a pilot  investigation of genetic variation in CYP2B6, a high-

affinity enzymatic activator of tobacco-specific nitrosamines with a negligible 

role in nicotine metabolism. Previously we found that variation in CYP2A6 and 

CHRNA5-CHRNA3-CHRNB4 combined to increase lung cancer risk in a case-

control study in European American ever-smokers (n = 860). However, these 

genes are involved in the pharmacology of  both nicotine, through which they 

alter smoking behaviours, and carcinogenic nitrosamines. Herein, we separated 

participants by CYP2B6 genotype into a high- vs. low-risk group (*1/*1 + *1/*6 

vs. *6/*6). Odds ratios estimated through logistic regression modeling were 1.25 

(95% CI 0.68-2.30), 1.27 (95% CI 0.89-1.79) and 1.56 (95% CI 1.04-2.31) for 

CYP2B6, CYP2A6 and CHRNA5-CHRNA3-CHRNB4, respectively, with 

negligible differences when all genes were evaluated concurrently. Modeling the 

combined impact of high-risk genotypes  yielded odds ratios that rose from 2.05 

(95% CI 0.39-10.9) to 2.43 (95% CI 0.47-12.7) to 3.94 (95% CI 0.72-21.5) for 

those with 1, 2 and 3 vs. 0 high-risk genotypes, respectively. Findings from this 

pilot point to genetic variation in CYP2B6 as a lung cancer risk factor supporting 

a role for nitrosamine metabolic activation in the molecular mechanism of lung 

carcinogenesis. 
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RESUMEN / SUMMARY:  - Activation of normally silent tissue-specific genes and 

the resulting cell “identity crisis” are the unexplored consequences of malignant 

epigenetic reprogramming. We designed a strategy for investigating this 

reprogramming, which consisted of identifying a large number of tissue-

restricted genes that are epigenetically silenced in normal somatic cells and 

then detecting their expression in cancer. This approach led to the 

demonstration that large-scale “off-context” gene activations systematically 

occur in a variety of cancer types. In our series of 293 lung tumors, we identified 

an ectopic gene expression signature associated with a subset of highly 

aggressive tumors, which predicted poor prognosis independently of the TNM 

(tumor size, node positivity, and metastasis) stage or histological subtype. The 

ability to isolate these tumors allowed us to reveal their common molecular 

features characterized by the acquisition of embryonic stem cell/germ cell gene 

expression profiles and the down-regulation of immune response genes. The 

methodical recognition of ectopic gene activations in cancer cells could serve as 

a basis for gene signature-guided tumor stratification, as well as for the 

discovery of oncogenic mechanisms, and expand the understanding of the 

biology of very aggressive tumors. 
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RESUMEN / SUMMARY:  - To discover metastasis-associated proteins within 

cancer cells, we used the isobaric tags for relative and absolute quantitation 

(iTRAQ) approach combined with Nano Liquid Chromatography-tandem Mass 

Spectrometry (NanoLC-MS/MS) analysis  to identify proteins that were 

differentially expressed between lung adenocarcinoma cancer cell lines SPC-A-

1sci cells with high metastatic potential  and parent SPC-A-1 cells with low 

metastatic potential. By employing biological and technical replicates, we 

identified 5818 non-redundant proteins and quantified 5443 proteins, 256 of 

which were differentially expressed in the two cell lines. Through si-RNA-

mediated functional screens, Myosin heavy chain 9 (MYH9) and Copine III 

(CPNE3) were indicated as positively correlating with the migration and invasion 

properties of SPC-A1sci cells, and the same function of CPNE3 was confirmed 

in another lung cancer cell line, H1299. Furthermore, over-expressing CPNE3 

promoted non-small-cell lung cancer (NSCLC) cell line (SPC-A-1 and XL-2) 
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migration and invasion in vitro. Moreover, the targeted knock-down of CPNE3 

inhibited the in vivo metastatic abilities of H1299 cells in  mouse models. Lastly, 

immunohistochemistry revealed that the CPNE3 expression level was positively 

correlated with the clinical stage and TNM classification in NSCLC patients. 

Taken together, our results indicate that CPNE3 could play a critical role in 

NSCLC metastasis. 
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RESUMEN / SUMMARY:  - BACKGROUND: Metastasis is the most common cause 

of disease failure and mortality  for non-small cell lung cancer after surgical 

resection. Twist has been recently  identified as a putative oncogene and a key 

regulator of carcinoma metastasis. N-cadherin is associated with a more 

aggressive behavior of cell lines and tumors. The aim of this study was to 

evaluate the clinical relevance of Twist and N-cadherin expression in NSCLC, 

and the effects of Twist1 knockdown on lung cancer cells. METHODS: We 

examined the expressions of Twist and N-cadherin by immunohistochemistry in 

120 cases of non-small cell lung cancer (including 68 cases with follow-up 

records). We also analyzed Twist1 and N-cadherin mRNA expression in 30 

non-small cell lung cancer tissues using quantitative reverse transcription 

polymerase chain reaction. The functional roles of Twist1 in lung cancer cell 

lines were evaluated by small interfering RNA-mediated depletion of the protein 

followed by analyses of cell apoptosis and invasion. RESULTS: In lung cancer 

tissues, the overexpression rate of Twist was 38.3% in lung cancer tissues. 

Overexpression of N-cadherin was shown in 40.83% of primary tumors. 

Moreover, Twist1 mRNA expression levels correlated with N-cadherin mRNA 

levels. Furthermore, overexpression of Twist1 or N-cadherin in primary non-

small cell lung cancers was associated with a shorter overall survival (P<0.01, 

P<0.01, respectively). Depleting Twist expression inhibited cell invasion and 

increased apoptosis in lung cancer cell lines. CONCLUSIONS: The 

overexpression of Twist and N-cadherin could be considered as useful 

biomarkers for predicting the prognosis  of NSCLC. Twist1 could inhibit 
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apoptosis and promote the invasion of lung cancer  cells, and depletion of 

Twist1 in lung cancer cells led to inhibition of N-cadherin expression. 
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RESUMEN / SUMMARY:  - PURPOSE: Curative surgery remains the priority for 

treatment of stage IA non-small cell lung cancer (NSCLC). The purpose of this 

study is to investigate if the extent of lymph node (LN) dissections affect the 

prognosis of resected stage IA NSCLC. METHODS: A total of 110 stage IA 

NSCLC patients who underwent curative resections were reviewed. The 

patients were classified according to the  number of lymph nodes dissected (N) 

and levels sampled (NL, N2). The tumor residuals of 2,251 LNs were detected 

by immunohistochemistry (IHC). The Flow Cytometry (FACS) of the peripheral 

blood (PB) and LNs was used to evaluate patients’ immunity. The relationship 

between the studied factors and the correlation with disease-free survival (DFS) 

was analyzed. RESULTS: Disease free  survival was improved as the extent of 

dissections increased in terms of N, NL and N2 (p = 0.005, <0.001, <0.001). 

Multivariate tests suggested N, N2 and NL (p  = 0.001, 0.001, <0.001) were 

independent risk factors. However, the detection of  tumor residuals also 

increased with the extent of dissection (p = 0.023, <0.001)  while the presence 

of micrometastasis (MM) correlated with poor DFS (p = 0.028).  Increased N 

represented weakened innate immunity (p = 0.048). Multivariate tests  did not 

indicate a correlation between immunity and patients’ DFS (p = 0.074). 

CONCLUSION: The more extensive lymph node dissections achieved better 

disease control for stage IA NSCLC. Greater retrieval of LNs did not imply 

enhanced innate immunity; nor did their immunity level affect survival. 
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RESUMEN / SUMMARY:  - In patients with inoperable advanced non-small cell lung 

carcinomas (NSCLCs), histological subtyping using small-mount biopsy 

specimens was often required to decide the indications for drug treatment. The 

aim of this study was to assess the utility of highly sensitive mRNA quantitation 

for the subtyping of advanced NSCLC using small formalin fixing and paraffin 

embedding (FFPE) biopsy samples. Cytokeratin (CK) 6, CK7, CK14, CK18, and 

thyroid transcription factor (TTF)-1 mRNA expression levels were measured 

using semi-nested real-time quantitative (snq) reverse-transcribed polymerase 

chain reaction (RT-PCR) in microdissected tumor cells collected from 52 lung 

biopsies. Our results using the present snqRT-PCR method showed an 

improvement in mRNA quantitation from small FFPE samples, and the mRNA 

expression level using snqRT-PCR was correlated with the 

immunohistochemical protein expression level. CK7, CK18, and TTF-1 mRNA 

were expressed at significantly higher levels (P<0.05) in adenocarcinoma (AD) 

than in  squamous cell carcinoma (SQ), while CK6 and CK14 mRNA expression 

was significantly higher (P<0.05) in SQ than in AD. Each histology-specific CK, 

particularly CK18 in AD and CK6 in SQ, were shown to be correlated with a 

poor prognosis (P=0.02, 0.02, respectively). Our results demonstrated that a 

quantitative CK subtype mRNA analysis from lung biopsy samples can be 

useful for  predicting the histology subtype and prognosis of advanced NSCLC. 
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RESUMEN / SUMMARY:  - BACKGROUND: This study aimed to understand the 

role of myeloid cell clusters in uninvolved regional lymph nodes from early stage 

non-small cell lung cancer patients. METHODS: Uninvolved regional lymph 

node sections from 67 patients with  stage I-III resected non-small cell lung 

cancer were immunostained to detect myeloid clusters, STAT3 activity and 

occult metastasis. Anthracosis intensity, myeloid cluster infiltration associated 

with anthracosis and pSTAT3 level were scored and correlated with patient 

survival. Multivariate Cox regression analysis was performed with prognostic 

variables. Human macrophages were used for in vitro nicotine treatment. 

RESULTS: CD68(+) myeloid clusters associated with anthracosis and with an 

immunosuppressive and metastasis-promoting phenotype and elevated overall 

STAT3 activity were observed in uninvolved lymph nodes. In patients with  a 

smoking history, myeloid cluster score significantly correlated with anthracosis 

intensity and pSTAT3 level (P<0.01). Nicotine activated STAT3 in macrophages 

in long-term culture. CD68(+) myeloid clusters correlated and colocalized with 

occult metastasis. Myeloid cluster score was an independent prognostic factor 

(P = 0.049) and was associated with survival by Kaplan-Maier estimate in 

patients with a history of smoking (P = 0.055). The combination of myeloid 

cluster score with either lymph node stage or pSTAT3 level defined two 

populations with a significant difference in survival (P = 0.024 and P = 0.004, 

respectively). CONCLUSIONS: Myeloid clusters facilitate a pro-metastatic 

microenvironment in uninvolved regional lymph nodes and associate with occult 

metastasis in early stage non-small cell lung cancer. Myeloid cluster score is an 

independent prognostic factor for survival in patients with a history of smoking, 

and may present a novel method to inform therapy choices in the adjuvant 

setting. Further validation studies are warranted. 
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RESUMEN / SUMMARY:  - OBJECTIVE: Prospectively assess the performance of 

diffusion-weighted magnetic resonance imaging (DW-MRI) for differentiation of 

central lung cancer from atelectasis. MATERIALS AND METHODS: 38 

consecutive lung cancer patients (26 males, 12 females; age range: 28-71 
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years; mean age: 49 years) who were referred  for thoracic MR imaging 

examinations were enrolled. MR examinations were performed using a 1.5-T 

clinical scanner and scanning sequences of T1WI, T2WI, and DWI. Cancers 

and atelectasis were measured by mapping of the apparent diffusion 

coefficients (ADCs) obtained with a b-value of 500 s/mm(2). RESULTS: PET/CT 

and DW-MR allowed differentiation of tumor and atelectasis in all 38 cases, but 

T2WI did not allow differentiation in 9 cases. Comparison of conventional T2WI 

and DW-MRI indicated a higher contrast noise ratio of the central lung 

carcinoma than the atelectasis by DW-MRI. ADC maps indicated significantly 

lower mean ADC in the central lung carcinoma than in the atelectasis (1.83+/-

0.58 vs. 2.90+/-0.26 mm(2)/s, p<0.0001). ADC values of small  cell lung 

carcinoma were significantly greater than those from squamous cell carcinoma 

and adenocarcinoma (p<0.0001 for both). CONCLUSIONS: DW-MR imaging 

provides valuable information not obtained by conventional MR and may be 

useful for differentiation of central lung carcinoma from atelectasis. Future 

developments may allow DW-MR imaging to be used as an alternative to PET-

CT in imaging of patients with lung cancer. 
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RESUMEN / SUMMARY:  - Lung cancer is often diagnosed at an advanced stage, 

with subsequently poor prognosis. There are no biomarkers available to 

facilitate early diagnosis or to  discriminate between benign and malignant 

nodules. MicroRNAs (miRNAs) are stable  molecules that can be found and 

measured in peripheral blood, thus representing potential diagnostic 

biomarkers. We evaluated 100 individuals comprising 86 patients with 

predominantly early-stage non-small cell lung cancer (NSCLC) and 24 healthy 

donors. RNA was extracted from peripheral blood samples and the expression 

of a panel of miRNAs was analyzed by Real-Time PCR method. Expression  

levels of miR-328, miR-18ª, miR-339 and miR-140 were significantly higher in 

NSCLC patients than in healthy donors (p < 0.05). In particular, miR-328 

showed good diagnostic accuracy in discriminating between patients with early 

NSCLC and  healthy donors (AUC ROC 0.82, 95% CI 0.72-0.92), with 70% 
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sensitivity and 83% specificity at the best relative expression cut-off of 300. 

Moreover, miR-339 was a good discriminant between healthy donors and late-

stage NSCLC patients (AUC ROC 0.79, 95% CI 0.68-0.91). In conclusion, miR-

328 represents a potential diagnostic biomarker of NSCLC, especially for the 

identification of early-stage tumors. Its  role in discriminating between benign 

and malignant nodules detected by spiral CT warrants further investigation. 
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RESUMEN / SUMMARY:  - PURPOSE: To determine the recommended dose (RD) 

in concurrent conformal radiotherapy with S-1 and cisplatin chemotherapy for 

inoperable stage III non-small-cell lung cancer. PATIENTS AND METHODS: 

Eligible patients with inoperable stage III non-small-cell lung cancer, age >/= 20 

years, performance status 0-1 received 4 cycles of intravenous cisplatin (60 

mg/m2, day 1) and oral  S-1 (80, 100, or 120 mg based on body surface area, 

days 1-14) repeated every 4 weeks. Radiation doses were 66, 70, and 74 Gy 

for arms 1, 2, and 3, respectively. RESULTS: A total of 24 patients were 

enrolled in our study, including 6 in arm 1, 6 in arm 2, and 12 in arm 3. The 

patients consisted of 14 men and 10 women, with  a median age of 63 years 

(range, 44-73 years). The median follow-up was 27.3 months (range, 8.5-42.6 

months) for all patients and 33.9 months (range, 15.2-42.6 months) for those 

still alive. Grade 3 febrile neutropenia, lung toxicities, and heart toxicities 

occurred in 2, 2, and 2 patients, respectively.  Dose-limiting toxicity occurred in 

2, none, and 1 patient in arms 1, 2, and 3, respectively. The median survival 

was not reached, and the 2-year survival rate was 70% (95% CI, 51%-89%). 

Two-year local relapse-free survival and distant metastasis-free survival were 

74% (95% CI, 56%-92%) and 45% (95% CI, 25%-65%), respectively. 

CONCLUSIONS: High-dose radiotherapy with S-1 and cisplatin is feasible, and 

74 Gy was determined as the recommended dose. 
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TÍTULO / TITLE:  - Importance of serum levels of angiopoietin-2 and survivin 

biomarkers in non-small cell lung cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - J Egypt Natl Canc Inst. 2012 Mar;24(1):41-5. doi: 

10.1016/j.jnci.2011.12.006. Epub 2012 Jan 17. 

 ●●Enlace al texto completo (gratuito o de pago) 1016/j.jnci.2011.12.006 

AUTORES / AUTHORS:  - Fawzy A; Gaafar R; Kasem F; Ali SS; Elshafei M; Eldeib 

M 

INSTITUCIÓN / INSTITUTION:  - Clinical Pathology Department, NCI, Cairo 

University, Egypt. amalfawzy69@hotmail.com 

RESUMEN / SUMMARY:  - BACKGROUND: Angiogenesis is an essential process 

in cancer growth maintenance, and metastasis. Angiopoietin-2 promotes tumor 

angiogenesis by priming the vasculature and potentiating the effects of 

cytokines at the front of active neovascularization. Enhanced expression of 

angiopoietin-2 has been reported in lung cancer tissue. Survivin is one of the 

inhibitors of apoptosis protein that has been shown to play a key role in cancer 

progression, and in tumor angiogenesis. Also plays a key role in tumor cell 

resistance to anticancer agents and ionizing radiation. AIM: To measure the 

serum levels of angiopoietin-2 and survivin as possible angiogenic factors in 

lung cancer patients with the assessment of their interrelationships and clinical 

significance. PATIENTS AND METHODS: Patients with lung cancer as NSCLC 

(n=70) and healthy volunteers (n=10)  were enrolled. Serum angiopoietin-2 and 

survivin concentrations were measured using enzyme-linked immunosorbent 

assay (ELIZA). RESULTS: Median serum angiopoietin-2 levels with lung cancer 

(2730pg/mL) ranged from 1171 to 6541pg/mL  was higher than the median of 

the control group (1795pg/mL) ranged from 1076 to 2730/mL, p<0.001. Median 

serum survivin levels were also higher in patients with  lung cancer (53.0pg/mL) 

ranged from 39.3 to 96.3pg/mL than the median of the control group 

(48.8pg/mL) ranged from 38.0 to 74.6pg/mL, but did not reach statistical 

significance p=0.206. In all patients with lung cancer, serum angiopoietin-2 was 

not significantly correlated with survivin (r=0.073, p=0.657). Neither serum 

angiopoietin-2 nor survivin showed significant relation with the serum 

angiopoietin-2 or survivin levels depending on the cell types, stage progression, 

and metastasis among the patients with NSCLC. CONCLUSIONS: Our study 

suggests that serum angiopoietin-2 is a useful marker for the diagnosis of 

NSCLC  by ELIZA technique. 
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TÍTULO / TITLE:  - High Serum CEA and CYFRA21-1 Levels after a Two-Cycle 

Adjuvant Chemotherapy for NSCLC: Possible Poor Prognostic Factors. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Cancer Biol Med. 2012 Dec;9(4):270-3. doi: 

10.7497/j.issn.2095-3941.2012.04.009. 
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 ●●Enlace al texto completo (gratuito o de pago) 7497/j.issn.2095-

3941.2012.04.009 

AUTORES / AUTHORS:  - Lin XF; Wang XD; Sun DQ; Li Z; Bai Y 

INSTITUCIÓN / INSTITUTION:  - Tianjin Medical College, Tianjin 300222, China. 

RESUMEN / SUMMARY:  - OBJECTIVE: The aim of this study was to test whether 

carcinoembryonic antigen (CEA) and cytokeratin 19 fragments (CYFRA21-1) 

can be used as a prognostic factor for non-small-cell lung cancer (NSCLC) after 

two cycles of adjuvant chemotherapy  in NSCLC patients. METHODS: A total of 

169 patients underwent at least two cycles of adjuvant chemotherapy. The 

serum levels of CEA and CYFRA21-1 were recorded after the second cycle of 

chemotherapy, and the patient follow-up was conducted.  Overall survival (OS) 

and disease-free survival (DFS) were used as the primary endpoint and the 

secondary endpoint, respectively. RESULTS: The high levels of CEA and 

CYFRA21-1 after two cycles of adjuvant chemotherapy were poor prognostic  

factors for OS, with risk ratios (RR) of 2.003 and 1.702, respectively. A high 

CEA level was a poor prognostic factor (RR 1.152) for DFS. The median 

survival time (MST) of the high CEA level group was 26 months, whereas that 

of the normal  group was 61 months (P<0.0001). The median DFS time of the 

high CEA group and the normal group was 34 and 53 months, respectively 

(P<0.0001). The MST of the high CYFRA21-1 group and the normal group was 

43 and 56 months, respectively (P<0.0001). CONCLUSIONS: The high serum 

levels of CEA or CYFRA21-1 after two cycles of adjuvant chemotherapy are 

poor prognostic factors for NSCLC patients. 
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TÍTULO / TITLE:  - Primary cutaneous small cell carcinoma; a case report with 

differential diagnosis. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Int J Clin Exp Pathol. 2013 May 15;6(6):1164-8. Print 

2013. 

AUTORES / AUTHORS:  - Terada T 

INSTITUCIÓN / INSTITUTION:  - Department of Pathology, Shizuoka City Shimizu 

Hospital Shimizu, Shizuoka, Japan. 

RESUMEN / SUMMARY:  - Primary cutaneous small cell carcinoma (PC-SmCC) is 

extremely rare; only two cases have been reported in the world literatures. A 

79-year-old woman presented  a small cutaneous tumor in the face. Physical 

examination showed a tumor measuring 1.0x.08x0.6 cm in the shallow skin of 

the face. Excisional skin biopsy  was performed. The biopsy showed complete 

excision of the tumor. The tumor was located in the shallow dermis and no 

connections to epidermis were seen. The tumor was invasive into subcutaneous 

tissue and surrounding dermis. The tumor was very hypercellular tumor 

composed of small cells with scant cytoplasm, hyperchromatic nu lei, negative 

nucleoli, and molded nuclei. The shapes of tumor  cells are round, ovoid or 
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spindle. The histological appearances fulfilled the criteria of SmCC of WHO. 

Immunohistochemically, the tumor cells were positive for cytokeratin (CK) 

AE1/3, CK CAM5.2, CK34BE12, CD5, CD6, CK8, p63, NSE, NCAM, 

synaptophysin (focal), chromogranin (focal), p53, KIT, PDGFRA and Ki-67 

(labeling index (LI)=86%). They were negative for CK7, CK19, CK20, EMA, 

vimentin, CEA, S100 protein, CA19-9, TTF-1, MUC1, MUC2, MUC5AC and 

MUC6. Mucin histochemistry revealed no mucins. A molecular genetic analysis 

of PCR-direct sequencing identified no mutations of KIT (exons 9, 11, 13, and 

17) and PDGFRA (exons 12 and 18) genes. The author diagnosed this 

cutaneous tumor as SmCC. Post-diagnosis whole body examination using 

various imaging and endoscopic techniques revealed no tumors. This may 

confirm that the skin tumor was primary. The cutaneous tumor  was completely 

resected with wide margins. The patient is now followed up without therapy 8 

months after the diagnosis. No recurrence or metastasis is seen. The 

differential diagnosis from Merkel cell carcinoma and basal cell carcinoma is 

very difficult and herein discussed. 
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TÍTULO / TITLE:  - RPE Adenocarcinoma as the Presenting Sign of Bronchogenic 

Carcinoma: Diagnostic Dilemma in the Management of a Case. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Case Rep Ophthalmol Med. 2013;2013:786378. doi: 

10.1155/2013/786378. Epub 2013 Mar 27. 

 ●●Enlace al texto completo (gratuito o de pago) 1155/2013/786378 

AUTORES / AUTHORS:  - Adulkar N; Radhakrishnan S; Vidhya N; Kim U 

INSTITUCIÓN / INSTITUTION:  - Department of Orbit, Oculoplasty & Ocular 

Oncology, Aravind Eye Hospital & Postgraduate Institute, Madurai, Tamil Nadu 

652020, India. 

RESUMEN / SUMMARY:  - Neoplasms of retinal pigment epithelium are rare and 

must be differentiated from  choroidal melanoma. The possibility of a metastatic 

disease with possible primary sites as lung, breast, or kidney should be ruled 

out. Herein we report a case of  adenocarcinoma arising from the RPE with a 

lung lesion suspicious of bronchogenic carcinoma. In this paper, ocular 

symptoms were the first sign of a systemic malignancy. 
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TÍTULO / TITLE:  - Lung cancer diagnosis on ovary mass: a case report. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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INSTITUCIÓN / INSTITUTION:  - Department of Surgical Pathology, National Cancer 

Institute “G, Pascale”, Naples, Italy. monicantile@libero.it. 

RESUMEN / SUMMARY:  - Metastatic neoplasms to the ovary often cause 

diagnostic problems, in particular  those large ovarian masses mimicking 

primary tumors. Most of these tumors arise from digestive system or breast, 

while 37-year-old woman diagnosed as right adnexal complex mass, with a 

subpleural nodule in the apical part of the left lower lobe, at preoperative chest 

computed tomography scan. The patient underwent total abdominal 

hysterectomy with right salpingo-oophorectomy (ovarian mass 220 x 200 mm), 

total omentectomy, left ovarian biopsy, peritoneal random biopsies, and  

peritoneal washings for cytology. Pathologic and immunohistochemical 

examination  of ovarian specimen suggested morphology and expression of 

metastatic lung adenocarcinoma with an intense positivity for Thyroid 

Transcriptional Factor-1 (TTF-1) and Cytokeratin 7 (CK7) staining. Fine needle 

biopsy of the lung nodule found epithelioid like malignant cells, confirming the 

diagnosis of an ovarian metastasis from a primary lung cancer.This report 

focused on the clinical and pathologic diagnostic challenge of distinguishing 

secondary from primary ovarian  neoplasms. Issues on useful 

immunohistochemical stains are also discussed. 
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TÍTULO / TITLE:  - The Role of Chemotherapy in the Management of Stage IIIA 

Non-Small Cell Lung Cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Am Soc Clin Oncol Educ Book. 2013;2013:320-5. doi: 

E10.1200/EdBook_AM.2013.33.320. 

 ●●Enlace al texto completo (gratuito o de pago) 

1200/EdBook_AM.2013.33.320 

AUTORES / AUTHORS:  - Baik CS; Vallieres E; Martins RG 

INSTITUCIÓN / INSTITUTION:  - From the University of Washington, Seattle, WA; 

Swedish Cancer Institute, Seattle, WA. 

RESUMEN / SUMMARY:  - Patients with confirmed stage IIIA non-small cell lung 

cancer (NSCLC) represent a very heterogeneous group which includes those 

with limited microscopic ipsilateral mediastinal lymph node involvement 

discovered after a surgical resection, as well as those who have radiologically 

evident bulky subcarinal lymph node involvement at presentation. Different 

therapeutic options in stage IIIA disease include neoadjuvant chemo- or 

chemoradiotherapy followed by surgery, primary surgery followed by adjuvant 

chemotherapy with or without sequential adjuvant radiation therapy or definitive 

chemoradiation without surgery. The roles of surgery and radiation in stage IIIA 

disease are controversial, and there is inadequate data from randomized trials 

to inform the optimal therapeutic strategy. In contrast, chemotherapy has a clear 

indication in the curative setting. Data from randomized trials indicates that 
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cisplatin-based chemotherapy  should be given in either adjuvant or 

neoadjuvant settings to patients who are undergoing curative surgical resection 

and who are candidates for cisplatin therapy. In definitive chemoradiotherapy, 

cisplatin-based therapy is recommended  although a carboplatin-based regimen 

may be given if patients cannot receive cisplatin. Finally, all patients with stage 

IIIA NSCLC should be evaluated early  in a multidisciplinary setting that 

includes medical and radiation oncologists and thoracic surgeons with 

experience in lung cancer therapy. 
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TÍTULO / TITLE:  - Recurrent respiratory papillomatosis: A possible role for the 

HPV vaccine? 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - JAAPA. 2013 May;26(5):48, 51-3. 

AUTORES / AUTHORS:  - Lively JM; Shah RK 

INSTITUCIÓN / INSTITUTION:  - Department of Otolaryngology, Children’s National 

Medical Center, Washington DC,  USA. 
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TÍTULO / TITLE:  - Early detection of lewis lung carcinoma tumor control by 

irradiation using diffusion-weighted and dynamic contrast-enhanced MRI. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - PLoS One. 2013 May 2;8(5):e62762. doi: 

10.1371/journal.pone.0062762. Print 2013. 

 ●●Enlace al texto completo (gratuito o de pago) 

1371/journal.pone.0062762 
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Wu CJ; Chang YC; Yang PC 
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University College of Medicine, Taipei, Taiwan ; Graduate Institute of Clinical 

Medicine, National Taiwan University College of Medicine, Taipei, Taiwan ; 

Graduate Institute of Biomedical Electronics and Bioinformatics, National 

Taiwan University College of Electrical  Engineering and Computer Science, 

Taipei, Taiwan ; Department of Oncology, National Taiwan University Hospital, 

Taipei, Taiwan. 

RESUMEN / SUMMARY:  - PURPOSE: To investigate the correlation between 

diffusion-weighted (DW) and dynamic contrast-enhanced (DCE) magnetic 

resonance imaging (MRI) derived parameters and radioresponsiveness of 

Lewis lung carcinoma (LLC) tumor. MATERIALS AND METHODS: LLC tumor 

growth in C57BL/6 mouse limb was used for the experiment.  The tumors were 

irradiated with 10 Gyx5, or 30 Gyx2 vs. sham irradiation. Fourteen tumors were 

subjected to DW-MRI and DCE-MRI pre-radiotherapy and weekly  imaging after 
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radiotherapy. The temporal changes in apparent diffusion coefficient (ADC) and 

DCE-MRI derived parameters (K(trans), kep, ve, and vp) were correlated with 

tumor size, and were histologically compared with CD31 staining of resected 

tumors. RESULTS: The 10 Gyx5 dose inhibited tumor growth for a week,  while 

30 Gyx2 controlled tumor growth for a 3-week observation period. One week 

after radiotherapy (week 2), irradiated tumors showed significantly higher values 

of ADC than untreated ones (10 Gyx5, p = 0.004; 30 Gyx2, p = 0.01). 

Significantly higher values of ve were shown earlier by 30 Gyx2 vs. sham (p = 

0.01) and 10 Gyx5 vs. sham irradiation (p = 0.05). Sustained higher ve from 10 

Gyx5 compared to sham irradiated tumors was evident at week 3 (p = 0.016) 

and week 4 (p = 0.046).  A 13.8% early increase in ADC for 30 Gyx2 tumor 

group (p = 0.002) and a 16.5% increase for 10 Gyx5 group were noted (p = 

0.01) vs. sham irradiation (which showed a 2.2% decrease). No differences 

were found for K(trans), kep, or vp. Both radiotherapy groups demonstrated 

significant reduction in microvessel counts. CONCLUSION: Early increase in 

ADC and ve correlated with tumor control by irradiation. 
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TÍTULO / TITLE:  - Polymorphisms of microRNA Sequences or Binding Sites and 

Lung Cancer: A Meta-Analysis and Systematic Review. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - PLoS One. 2013 Apr 16;8(4):e61008. doi: 

10.1371/journal.pone.0061008. Print 2013. 
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AUTORES / AUTHORS:  - Chen Z; Xu L; Ye X; Shen S; Li Z; Niu X; Lu S 

INSTITUCIÓN / INSTITUTION:  - Shanghai Lung Tumor Clinical Medical Center, 

Shanghai Chest Hospital, Shanghai Jiao Tong University, Shanghai, China. 

RESUMEN / SUMMARY:  - OBJECTIVE: Functional single nucleotide 

polymorphisms (SNPs) of microRNA (miRNA)  sequences or binding sites 

(miRNA-SNPs) are associated with lung cancer risk and  survival. The objective 

of this study was to systematically review genetic association studies about 

miRNA-SNPs in lung cancer. METHODS: Eligible genetic association studies 

were retrieved from databases of PubMed, EMBASE, China National 

Knowledge Infrastructure and SinoMed. Two investigators selected related 

studies and assessed methodological quality independently. Quantitative data 

synthesis was conducted for common SNPs of miRNA (miRNA-196ª2 

rs11614913, miRNA146a rs2910164, miRNA149 rs2292832, miRNA-605 

rs2043556 and miRNA499 rs3746444). GRADE profiler was used to grade the 

quality of evidence for each miRNA-SNP. RESULTS: 15 eligible studies and 27 

miRNA-SNPs were retrieved and 10 miRNA-SNPs were reported with a 

significant association with susceptibility to or survival of lung cancer. 

Methodological quality of eligible studies was adequate  with an average score 
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of 8.5. miRNA-196ª2 rs11614913 polymorphism was associated  with increased 

lung cancer risk (homozygote comparison, OR = 1.299, 95% CI: 1.096-1.540; 

dominant model, OR = 1.217, 95% CI: 1.041-1.421) and decreased survival. 

And according to GRADE profiler, quality of evidence was moderate for MYCL1 

rs3134615, while quality of the other significant associations was low. 

CONCLUSIONS: Based on this first systematic review about miRNA-SNPs in 

lung cancer, quality of evidence was low for most genetic association studies. 

Polymorphisms of miRNA-196ª2 rs11614913 and MYCL1 rs3134615 could be 

potential biomarkers of lung cancer. 
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TÍTULO / TITLE:  - Use of adjuvant intralesional bevacizumab for aggressive 

respiratory papillomatosis in children. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - JAMA. Acceso gratuito al texto completo. 

 ●●Enlace a la Editora de la Revista http://jama.ama-assn.org/search.dtl   
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 ●●Enlace al texto completo (gratuito o de pago) 1001/jamaoto.2013.1810 

AUTORES / AUTHORS:  - Rogers DJ; Ojha S; Maurer R; Hartnick CJ 

RESUMEN / SUMMARY:  - IMPORTANCE Juvenile recurrent respiratory 

papillomatosis (RRP) can be an aggressive disease process necessitating 

frequent trips to the operating room with multiple anesthetics for tumor 

debulking and airway preservation. Adjuvant therapy, such as that which is 

reported in this article, may help reduce the number of operative procedures 

affected children need each year and therefore may also affect their overall 

quality of life (QOL). OBJECTIVE To describe our experience with intralesional 

bevacizumab (Avastin) treatment for children with severe RRP by comparing 

median number of surgical procedures per year, median duration of time 

between procedures, Derkay staging, and voice QOL before and after 

bevacizumab treatment. DESIGN Prospective, consecutive case series. 

SETTING Tertiary care aerodigestive center. PARTICIPANTS Ten children, 

aged 18 months to  18 years, with severe RRP necessitating more than 4 

operative interventions in 1  year whose parents (or legal guardians) consented 

to intralesional bevacizumab treatment. INTERVENTIONS Intralesional 

bevacizumab administered at concentration  of 2.5 mg/mL for 3 consecutive 

injections (with 532-nm pulsed KTP [potassium titanyl phosphate] laser when 

necessary) at intervals of 2 to 3 weeks. MAIN OUTCOME MEASURES Time 

between surgical procedures, number of procedures per year, Derkay staging, 

total Pediatric Voice-Related Quality of Life (PVRQOL) score, Emotional 

PVRQOL score, and Physical PVRQOL score defined by comparing the year 

leading up to first of 3 bevacizumab injections with the year following the third 

bevacizumab injection. RESULTS The median duration of time between 
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surgical procedures increased by 5.9 weeks after bevacizumab (P = .002). The 

median number of procedures per year decreased by 4 (P = .002). Derkay 

staging decreased by 6 (P = .03). The median total PVRQOL score increased 

by 25.5 (P = .02), the median  Emotional PVRQOL score increased by 11.3 (P = 

.047), and the median Physical PVRQOL score increased by 14.3 (P = .047). 

CONCLUSIONS AND RELEVANCE Intralesional bevacizumab treatment may 

increase duration of time between surgical procedures and decrease number of 

procedures per year, while improving voice QOL. 
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TÍTULO / TITLE:  - The N-ERC index is a novel monitoring and prognostic marker 

for advanced malignant pleural mesothelioma. 
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RESUMEN / SUMMARY:  - BACKGROUND: Although N-ERC/mesothelin (N-ERC) 

is an attractive diagnostic and treatment monitoring biomarker for malignant 

pleural mesothelioma (MPM), its clinical utility for predicting the prognosis has 

not yet been clarified. The aim of this study is to investigate whether the serum 

N-ERC level can accurately predict the outcome in patients with MPM. 

METHODS: Twenty-six patients with MPM were enrolled. Serum N-ERC level 

was measured before and after chemotherapy. The  N-ERC index was 

determined by the logarithm of the division of the N-ERC level after two courses 

of chemotherapy by the prior level. RESULTS: The median N-ERC index in the 

partial response (PR) group was significantly lower than that in patients with the 

stable disease (SD) plus the progressive disease (PD) group. The overall 

survival in the group whose median N-ERC index was lower than its median 

value was significantly longer than the group whose median N-ERC index was 

higher than its median value. CONCLUSIONS: The N-ERC index is therefore 

considered to be a useful biomarker for predicting not only the 

chemotherapeutic  response, but also the prognosis in patients with advanced 

MPM. 
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RESUMEN / SUMMARY:  - BACKGROUND: Adenocarcinoma in situ (AIS) and 

minimally invasive adenocarcinoma (MIA) with fibrous stromal invasion are 

newly introduced subtypes of small lung adenocarcinoma. AIS is a small 

localized adenocarcinoma in which growth is restricted to neoplastic cells along 

preexisting alveolar structures without fibrous stromal invasion. In MIA, by 

contrast, tumor cells have infiltrated the myofibroblastic stroma. Transforming 

growth factor (TGF)-beta is known to be produced by progressor tumors, and 

excessive TGF-beta contributes to a pathological excess of tissue fibrosis. TGF-

beta1 is the most abundant isoform, and its expression is a key event fostering 

tumor invasion and metastasis. We therefore analyzed the relationship between 

TGF-beta1 expression and clinicopathological microinvasion in patients with 

small lung adenocarcinoma. METHODS: The study participants were 45 

patients who underwent curative surgery for AIS and MIA 3 cm or less in size. 

Those tumors were assessed based on immunohistochemical staining using 

anti-TGF-beta1 antibody. The TGF-beta1 status  was assessed 

immunohistochemically using the Allred 8-unit system. RESULTS: The rates of 

TGF-beta1 positivity in the AIS and MIA groups were 27.3% and 65.2%, 

respectively (P <0.05). The median of Allred score was 0.5 (range 0-5) in the 

AIS group and 3.0 (range 0-6) in the MIA group (P = 0.0017). CONCLUSIONS: 

We suggest  that TGF-beta1 expression is likely to be significantly stronger in 

patients with MIA than in those with AIS, and the increased expression may be 

associated with minimal invasion and infiltration of the myofibroblastic stroma. 

---------------------------------------------------- 

[794] 

- CASTELLANO - 

TÍTULO / TITLE:Ultrassom endobronquico: do diagnostico e estadiamento do 

cancer de pulmao ate a  pesquisa translacional. 

TÍTULO / TITLE:  - Endobronchial ultrasound: from lung cancer diagnosis and 

staging to translational research. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - J Bras Pneumol. 2013 Apr;39(2):119-120. 

AUTORES / AUTHORS:  - Guarize J 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23705641&dopt=Abstract
http://dx.doi.org/10.1186/1477-7819-11-113
mailto:i-karo@mui.biglobe.ne.jp
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23670495&dopt=Abstract


610 

 

INSTITUCIÓN / INSTITUTION:  - Divisao de Cirurgia Toracica, Instituto Europeu de 

Oncologia, Milao, Italia. 

---------------------------------------------------- 

[795] 

TÍTULO / TITLE:  - Usefulness of transesophageal bronchoscopic ultrasound-

guided fine-needle aspiration in the pathologic and molecular diagnosis of lung 

cancer lesions adjacent to the esophagus. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - J Bronchology Interv Pulmonol. 2013 Apr;20(2):121-6. 

doi: 10.1097/LBR.0b013e31829182a0. 

 ●●Enlace al texto completo (gratuito o de pago) 

1097/LBR.0b013e31829182a0 

AUTORES / AUTHORS:  - Araya T; Demura Y; Kasahara K; Matsuoka H; 

Yamamura K; Nishitsuji M; Nishi K 

INSTITUCIÓN / INSTITUTION:  - Department of Respiratory Medicine, Ishikawa 

Prefectural Central Hospital, Kanazawa University Graduate School of Medical 
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RESUMEN / SUMMARY:  - BACKGROUND: The discovery of driver oncogenes 

has increased the need to obtain a  sufficient amount of tissue specimens for 

lung cancer diagnosis. Although endoscopic ultrasound (with bronchoscope)-

guided fine-needle aspiration (EUS-B-FNA) is reportedly a feasible and well-

tolerated modality, additional advantages of EUS-B-FNA are yet to be 

thoroughly investigated. The purpose of this study was to evaluate the ability of 

EUS-B-FNA to obtain sufficient tissue specimens for pathologic and molecular 

diagnoses of lung cancer. METHODS: Among lung cancer patients who were 

diagnosed between December 2010 and December 2012 in our institute, 

patients who underwent EUS-B-FNA to diagnose lung cancer were enrolled 

(n=26). EUS-B-FNA was performed when bronchoscopic diagnosis was 

impossible or difficult to obtain sufficient samples. Epidermal growth factor 

receptor (EGFR) mutations and echinoderm microtubule-associated protein-like 

4 and the anaplastic lymphoma kinase (EML4-ALK) fusion gene were evaluated 

using EUS-B-FNA samples of non-small cell lung cancer. RESULTS: EUS-B-

FNA was performed on 28 lesions in 26 patients. Among the target lesions, 23 

were mediastinal lymph nodes including nodal stations 2L, 4L, 7, 8, and 10L. 

The remaining 5 were intrapulmonary lesions. EUS-B-FNAs were completed 

without complications in all the patients. The diagnostic yield of EUS-B-FNA in 

diagnosing lung cancer was 100% (26/26). Additional diagnostic gain of EUS-B-

FNA was 69.2% (18/26) as compared to bronchoscopy alone. EGFR mutations 

and EML4-ALK fusion gene could be  evaluated in all patients with non-small 

cell lung cancer (n=20) using EUS-B-FNA  samples. One case with EGFR 

mutation and 1 case with ALK fusion gene were diagnosed. Six non-small cell 

carcinomas were also diagnosed by bronchoscopy, but all bronchoscopic 

samples were insufficient to evaluate mutation analyses. CONCLUSIONS: 
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EUS-B-FNA is a practical and feasible method to obtain abundant tumorous 

tissue samples for pathologic diagnosis and molecular analysis, particularly 

when the target lesions are inaccessible by other modalities because of their 

locations or because of the patient’s poor physical condition. 
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RESUMEN / SUMMARY:  - INTRODUCTION: Tobacco use is the leading 

preventable cause of disease and premature death in the United States. In 

Georgia, approximately 18% of adults smoke cigarettes, and 87% of men’s lung 

cancer deaths and 70% of women’s lung cancer deaths are due to smoking. 

From 2004-2008, the age-adjusted lung cancer incidence rate in Georgia was 

112.8 per 100,000 population, and the mortality rate was 88.2 per 100,000 

population. METHODS: The Georgia Behavioral Risk Factor Surveillance 

System Survey was used to estimate trends in current adult smoking 

prevalence (1985-2010). Georgia smoking-attributable cancer mortality was 

estimated using a method similar to the Centers for Disease Control and 

Prevention’s Smoking-Attributable Morbidity, Mortality, and Economic Costs 

application. Data on cancer incidence (1998-2008) were obtained from the 

Georgia  Comprehensive Cancer Registry, and data on cancer deaths (1990-

2007) were obtained from the Georgia Department of Public Health Vital 

Records Program. RESULTS: From 1985 through 1993, the prevalence of 

smoking among Georgians declined by an average of 3% per year in men and 

0.2% in women. From 2001 through 2008, lung cancer incidence rates declined 

in men and increased in women. Lung cancer mortality rates declined in men 

and women from 2000 through 2007. By 2020, Georgia lung cancer incidence 

rates are projected to decrease for men and increase for women. Lung cancer 

mortality is projected to decrease for both men and women. CONCLUSION: 

The lung cancer mortality rates projected in this study are far from meeting the 

Healthy People 2020 goal (46 per 100,000 population). Full implementation of 

comprehensive tobacco-use control programs would significantly reduce 

tobacco-use-related morbidity and mortality. 
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RESUMEN / SUMMARY:  - One of the most significant diseases related to 

environmental asbestos exposure is malignant mesothelioma (MM). Sivas 

province is located in the Central Anatolia where asbestos exposure is 

common. We aimed to study clinical, demographical and  epidemiologic 

features of the patients with MM in Sivas, along with the history of asbestos 

exposure. In total, 219 patients with MM who were diagnosed in our hospital 

between 1993 and 2010 were retrospectively analyzed in terms of 

demographical and clinical features. Rock, soil and house plaster samples were 

taken from the habitats of those patients and were evaluated with optical 

microscopy and X-ray diffraction methods. The age of the patients ranged 

between  18 and 85 years. The male-to-female ratio was 1.4:1. Most of the 

patients confirmed an asbestos exposure history. The most frequent symptoms 

of the patients were chest pain (60 %) and dyspnea (50 %). The gap between 

the start of  first symptoms and the diagnosis date was approximately 4 months 

in average. The  plaster materials used in most of the houses were made up of 

mainly carbonate and silicate minerals and some chrysotile. Ophiolitic units 

contained fibrous minerals such as serpentine (clino + orthochrysotile) chiefly 

and pectolite, brucite, hydrotalcite and tremolite/actinolite in smaller amounts. 

MM is not primarily related to occupational asbestos exposure in our region, 

and hence, environmental asbestos exposure may be indicted. Yet, single or 

combined roles and/or interactions of other fibrous and non-fibrous minerals in 

the etiology of  MM are not yet fully understood and remain to be investigated. 
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RESUMEN / SUMMARY:  - Various tumors can arise in the urinary bladder (UB); 

most common is urothelial carcinoma (UC). UC of the UB have many variants. 

Other types of carcinomas such as adenocarcinoma (AC) and small cell 

carcinoma (SmCC) can occur in UB carcinomas. Expression of KIT and 

PDGFRA has not been reported. A 66-year-old man admitted to our hospital 

because of hematuria. Cystoscopy revealed papillary invasive tumor and a 

transurethral bladder tumorectomy (TUR-BT) was performed. The TUR-BT 

showed UC, AC, SmCC, large cell carcinoma (LCC), and pleomorphic 

carcinoma (PC). The UC component showed plasmacytoid, spindle, nested, 

clear cell, acantholytic variants. The AC element showed tubular 

adenocarcinoma and signet-ring cell carcinoma (Sig). Immunohistochemically, 

all of these subtypes were positive for cytokeratin (CK) AE1/3, CK CAM5.2, 

CK34BE12, CK5, CK6, CK7, CK8, CK18, CK19, CK20, EMA, CEA, p63, CA19-

9, p53 (positive 45%), MUC1, NSE, NCAM, KIT, PDGFRA, and Ki-67 (87%). 

They were negative for vimentin, chromogranin, synaptophysin, S100 protein, 

CD34, CD14, alpha-smooth muscle actin, CD31, caldesmon, CD138, CD45, 

kappa-chain, lambda-chain, MUC2, MUC5AC and MUC6. Mucin histochemistry 

revealed mucins in AC element including Sig. A molecular genetic analysis 

using PCR-direct sequencing method identified no mutations of KIT (exons 9, 

11, 13, and 17) and PDGFRA (exons 12 and 18) genes. The carcinoma was 

highly aggressive and invaded into muscular layer. The nuclear grade was very 

high, and there were numerous lymphovascular permeations were seen. The 

surface showed carcinoma in situ involving von-Brunn’s nests. This case shows 

that carcinoma of UB can show diverse differentiations into numerous 

histological types and variants, and can express KIT and PDGFRA. The both 

genes showed no mutations in the present case. 
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RESUMEN / SUMMARY:  - BACKGROUND: The EML4-ALK (echinoderm 

microtubule-associated protein-like 4 gene and the anaplastic lymphoma kinase 

gene) fusion oncogene represents a novel molecular target in a small subset of 

non-small-cell lung cancers (NSCLCs). The EML4-ALK fusion gene occurs 

generally in NSCLC without mutations in epidermal growth factor receptor 

(EGFR) and KRAS. CASE PRESENTATION: We report that a case  of EML4-

ALK-positive NSCLC with EGFR mutation had a response of stable disease to 

both an EGFR tyrosine kinase inhibitor (EGFR-TKI) and ALK inhibitor. 

CONCLUSIONS: We described the first clinical report of a patient with EML4-

ALK-positive NSCLC  with EGFR mutation that had a response of stable 

disease to both single-agent EGFR-TKI and ALK inhibitor. EML4-ALK 

translocation may be associated with resistance to EGFR-TKI, and EGFR 

signaling may contribute to resistance to ALK inhibitor in EML4-ALK-positive 

NSCLC. 
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RESUMEN / SUMMARY:  - BACKGROUND: Malignant pleural mesothelioma 

(MPM) is an aggressive malignant tumor of mesothelial origin that shows a 

limited response to conventional chemotherapy  and radiotherapy. Therefore, 

diagnosing MPM early is very important. Some researchers have previously 

reported that high-mobility group box 1 (HMGB1) was correlated with pulmonary 

fibrosis. MPM involves the malignant transformation of  mesothelial cells, which 

originate from mesenchymal cells similar to lung fibroblasts. Here, we 

investigated serum levels of HMGB1 in patients with MPM and compared them 

with those of a population that had been exposed to asbestos without 

developing MPM. METHODS: HMGB1 production from MPM cell lines was 

measured using ELISA. Serum HMGB1 levels were also examined in 61 MPM 

patients and 45 individuals with benign asbestos-related diseases. RESULTS: 

HMGB1 concentrations of 2 out of 4 MPM cell lines were higher than that of 
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normal mesothelial cell line, Met-5ª. We demonstrated that patients with MPM 

had significantly higher serum levels of HMGB1 than the population who had 

been exposed to asbestos but had not developed MPM. The difference in 

overall survival between groups with serum HMGB1 levels that were lower and 

higher than assumed cut-off values was significant. CONCLUSIONS: Our data 

suggest that serum HMGB1 concentration is a useful prognostic factor for MPM. 
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RESUMEN / SUMMARY:  - The aim of this study was to clarify the significance of 

DNA methylation alterations at precancerous stages of lung adenocarcinoma. 

Using single-CpG resolution Infinium array, genome-wide DNA methylation 

analysis was performed in  36 samples of normal lung tissue obtained from 

patients without any primary lung  tumor, 145 samples of non-cancerous lung 

tissue (N) obtained from patients with lung adenocarcinomas, and 145 samples 

of tumorous tissue (T). Stepwise progression of DNA methylation alterations 

from normal lung tissue to non-cancerous lung tissue obtained from patients 

with lung adenocarcinomas, and then tumorous tissue samples, was observed 

at 3,270 CpG sites, suggesting that non-cancerous lung tissue obtained from 

patients with lung adenocarcinomas was at precancerous stages with DNA 

methylation alterations. At CpG sites of 2,083 genes, DNA methylation status in 

samples of non-cancerous lung tissue obtained from patients with lung 

adenocarcinomas was significantly correlated with recurrence after 

establishment of lung adenocarcinomas. Among such recurrence-related 

genes, 28 genes are normally unmethylated (average beta-values based on 

Infinium assay in normal lung tissue samples was less than 0.2) and their DNA 

hypermethylation at precancerous stages was strengthened during progression 

to lung adenocarcinomas (Deltabeta(T-N)>0.1). Among these 28 genes, we 

focused on 6 for which implications in transcription regulation, apoptosis or  cell 

adhesion had been reported. DNA hypermethylation of the ADCY5, EVX1, 

GFRA1,  PDE9A, and TBX20 genes resulted in reduced mRNA expression in 

tumorous tissue samples. 5-Aza-2’-deoxycytidine treatment of lung cancer cell 

lines restored the  mRNA expression levels of these 5 genes. Reduced mRNA 
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expression in tumorous tissue samples was significantly correlated with tumor 

aggressiveness. These data suggest that DNA methylation alterations at 

precancerous stages determine tumor aggressiveness and outcome through 

silencing of specific genes. 
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RESUMEN / SUMMARY:  - We report imaging techniques in the definition of the 

therapeutic planning of a 65-year-old man with a diagnosis of Pancoast tumor. 

Computed Tomography has a pivotal role in the assessment of nodes 

involvement and distant metastasis. Magnetic Resonance allows a detailed 

study of locoregional extension for its high soft tissue resolution. We particularly 

highlight the actual importance of Magnetic Resonance Neurography, Diffusion-

Weighted Imaging, and Magnetic Resonance Angiography techniques in the 

assessment of the superior sulcus vascular and nervous structures 

involvement. Their integrity has been showed in our patient with a complete 

surgical excision of the lesion. 
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Hospital of Jiangsu University, Zhenjiang, China. 

RESUMEN / SUMMARY:  - AIM: The diagnostic role of carcinoembryonic antigen 

(CEA), squamous cell carcinoma (SCC) antigen, Cyfra 21-1 and neuron-specific 

enolase (NSE) in the bronchoalveolar lavage fluid (BALF) for lung cancer is still 

controversial. The aim of this study was to evaluate the diagnostic value of 

these four tumor markers in BALF for peripheral lung cancer. METHODS: We 

measured and compared the levels of CEA, SCC, Cyfra21-1 and NSE in BALF 

in 42 patients with peripheral lung cancer and 22 patients with benign lung 

disease. In the patients with peripheral  lung cancer, the BAL was separately 

performed in the bronchus of the tumor-bearing lung and in the corresponding 

bronchus of the opposite healthy lung. RESULTS: The levels of CEA, SCC, 

Cyfra21-1 and NSE were significantly elevated in BALF from the tumor-bearing 

lung compared with the opposite healthy lung in the lung cancer patients (P < 

0.001) or the benign lung disease patients  (P < 0.005). The diagnostic 

sensitivities of Cyfra21-1 (86 and 76%), with a specificity of 91%, were the 

highest among the four tumor markers for the tumor-bearing lung versus the 

opposite healthy lung and benign lung disease. The  combination of Cyfra21-1 

and CEA increased the sensitivity to 93 and 86 percent,  respectively. 

CONCLUSION: The assay of these tumor markers in BALF may be used as a 

diagnostic tool to complement a cytological examination in the diagnosis of 

peripheral lung cancer. 
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RESUMEN / SUMMARY:  - Objective: Malignant mesothelioma (MM) is a primary 

malignant tumor developing from mesothelial cells lining the serosal surfaces 

and particularly the pleura, and has a very poor prognosis. It may display a 

variety of histological patterns  and has a wide spectrum of cytomorphological 

characteristics, causing problems in its diff erential diagnosis from lung 

adenocarcinomas and sometimes from benign mesothelial proliferations. 
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Immunohistochemical examination is the most useful method for this distinction. 

In our study, we aimed to determine the value of glucose transporter isoform-1 

(GLUT-1) and K homology domain-containing protein (KOC) markers in the diff 

erential diagnosis of reactive mesothelial hyperplasia, malignant mesothelioma 

and lung adenocarcinoma. Material and Method: Our study included 30 

samples of malignant mesothelioma, 30 samples of pulmonary adenocarcinoma 

and 30 samples of reactive mesothelial hyperplasia selected from the archives 

of the Firat University Hospital’s Pathology Department Laboratory.  The 

samples were applied GLUT-1 and KOC markers by immunohistochemistry and 

the place of these markers in the diff erential diagnosis was examined. Results: 

GLUT-1 was found positive in 80% of malignant mesothelioma cases, 83.3% of 

adenocarcinoma cases and 6.6% of reactive mesothelial hyperplasia cases. 

KOC was  positive in 83.3% of malignant mesothelioma cases, 76.6% of 

adenocarcinoma cases  and 46.6% of reactive mesothelial hyperplasia cases. 

There was no statistically significant diff erence between malignant 

mesothelioma and lung adenocarcinoma cases in terms of the diffuseness and 

intensity of staining with GLUT-1, whereas  a significant diff erence was 

established when these groups were compared with reactive mesothelial 

hyperplasia cases. However, the KOC staining diffuseness and intensity results 

were similar to those obtained with GLUT-1. Conclusion: In conclusion, GLUT-1 

and KOC markers do not diff erentiate malignant mesotheliomas  from 

pulmonary adenocarcinomas but can be useful in diff erentiating reactive 

mesothelial hyperplasia from malignant mesothelioma and lung 

adenocarcinoma. 

---------------------------------------------------- 

[806] 

TÍTULO / TITLE:  - Efficacy versus safety concerns for aerosol chemotherapy in 

non-small-cell lung cancer: a future dilemma for micro-oncology. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Future Oncol. 2013 Apr;9(4):505-25. doi: 

10.2217/fon.12.205. 

 ●●Enlace al texto completo (gratuito o de pago) 2217/fon.12.205 

AUTORES / AUTHORS:  - Darwiche K; Zarogoulidis P; Karamanos NK; Domvri K; 

Chatzaki E; Constantinidis TC; Kakolyris S; Zarogoulidis K 

INSTITUCIÓN / INSTITUTION:  - University Pulmonary Department-Interventional 

Unit, Ruhrland Clinic, University  of Duisburg-Essen, Essen, Germany. 

RESUMEN / SUMMARY:  - Inhaled chemotherapy was first used more than 30 

years ago. Since then, numerous  chemotherapeutic agents have been used in 

either in vitro or in vivo studies. Several aspects of the methodology of the drug 

administration have been thoroughly demonstrated and explained. However, 

the safety concerns of these studies were not thoroughly investigated and 

different results regarding the same drug formulations have been reported. 

There are cases where the studies failed to demonstrate the long-term effects 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23560374&dopt=Abstract
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of the chemotherapeutic drug formulations to the lung parenchyma. Acute and 

latent effects observed in a small number of human trial studies are still under 

investigation of inhaled chemotherapy administration. This review provides data 

regarding all up-to-date inhaled chemotherapy studies and presents the 

methodological parameters of the safety measures incorporated. In addition, a 

commentary regarding the safety concerns for the medical staff participating in 

these studies will be presented. 

---------------------------------------------------- 

[807] 

TÍTULO / TITLE:  - Bronchogenic cyst rupture and pneumonia after endobronchial 

ultrasound-guided transbronchial needle aspiration: a case report. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Tuberc Respir Dis (Seoul). 2013 Apr;74(4):177-80. doi: 

10.4046/trd.2013.74.4.177. Epub 2013 Apr 30. 

 ●●Enlace al texto completo (gratuito o de pago) 4046/trd.2013.74.4.177 

AUTORES / AUTHORS:  - Hong G; Song J; Lee KJ; Jeon K; Koh WJ; Suh GY; 

Chung MP; Kim H; Kwon OJ; Um SW 

INSTITUCIÓN / INSTITUTION:  - Division of Pulmonary and Critical Care Medicine, 

Department of Medicine, Samsung Medical Center, Sungkyunkwan University 

School of Medicine, Seoul, Korea. 

RESUMEN / SUMMARY:  - We report a 54-year-old woman who presented with a 

well-defined, homogeneous, and non-enhancing mass in the retrobronchial 

region of the bronchus intermedius. The  patient underwent endobronchial 

ultrasound-guided transbronchial needle aspiration (EBUS-TBNA) for 

histological confirmation. Serous fluid was aspirated  by EBUS-TBNA. 

Cytological examination identified an acellular smear with negative 

microbiological cultures. The patient was finally diagnosed with bronchogenic 

cysts by chest computed tomography (CT) and EBUS-TBNA findings. However, 

1 week after EBUS-TBNA, the patient developed bronchogenic cyst rupture and 

pneumonia. Empirical antibiotics were administered, and pneumonia from the 

bronchogenic cyst rupture had resolved on follow-up chest CT. To our 

knowledge, this is the first reported case of pneumonia from bronchogenic cyst 

rupture after EBUS-TBNA. 

---------------------------------------------------- 

[808] 

TÍTULO / TITLE:  - Ectopic ikaros expression positively correlates with lung cancer 

progression. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Anat Rec (Hoboken). 2013 Jun;296(6):907-13. doi: 

10.1002/ar.22700. Epub 2013 Apr  12. 

 ●●Enlace al texto completo (gratuito o de pago) 1002/ar.22700 

AUTORES / AUTHORS:  - Zhang Z; Xu Z; Wang X; Wang H; Yao Z; Mu Y; Ma Z; 

Liu Z 
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INSTITUCIÓN / INSTITUTION:  - Department of Lung Cancer, Lung Cancer Center, 

Tianjin Medical University Cancer  Institute and Hospital, Tianjin, 300060, 

China. 

RESUMEN / SUMMARY:  - Ikaros, encoded by the IKZF1 gene, is a pivotal 

transcription factor whose expression and utilization is dynamically altered 

during hematopoietic development. However, the molecular mechanisms 

controlling the transcription of the IKZF1 gene are unclear in lung cancer cell 

lines. Here we show the role of Ikaros in a cohort of grade IIIA lung cancer 

patients, with particular emphasis on its relationship with clinical outcomes and 

expression levels. The expression  levels of Ikaros were positively correlated 

with the prognosis in the lung cancer patients. We also demonstrated that 

Ikaros expression is ectopically activated in a panel of lung cancer cell lines 

primarily through demethylation of its promoter. Moreover, gain-of-function 

experiments revealed that Ikaros inhibits migration and invasion of lung cancer 

cells in vitro. Our results thus shed light on how Ikaros can act as a lineage 

competency factor to facilitate lung cancer progression. Anat Rec, 296:907-913, 

2013. © 2013 Wiley Periodicals, Inc. 

---------------------------------------------------- 

[809] 

TÍTULO / TITLE:  - Active Component of Danshen (Salvia miltiorrhiza Bunge), 

Tanshinone I, Attenuates Lung Tumorigenesis via Inhibitions of VEGF, Cyclin A, 

and Cyclin B Expressions. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Evid Based Complement Alternat Med. 

2013;2013:319247. doi: 10.1155/2013/319247. Epub 2013 Apr 9. 

 ●●Enlace al texto completo (gratuito o de pago) 1155/2013/319247 

AUTORES / AUTHORS:  - Tung YT; Chen HL; Lee CY; Chou YC; Lee PY; Tsai 

HC; Lin YL; Chen CM 

INSTITUCIÓN / INSTITUTION:  - Department of Life Sciences, Agricultural 

Biotechnology Center, National Chung Hsing University, Taichung 402, Taiwan. 

RESUMEN / SUMMARY:  - Tanshinone I (T1) and tanshinone II (T2) are the major 

diterpenes isolated from Danshen (Salvia miltiorrhiza Bunge). Three human 

lung adenocarcinoma cell lines,  A549, CL1-0, and CL1-5, were treated with T1 

and T2 for the in vitro antitumor test. Results showed that T1 was more effective 

than T2 in inhibiting the growth  of lung cancer cells via suppressing the 

expression of VEGF, Cyclin A, and Cyclin B proteins in a dose-dependent 

manner. Moreover, a transgenic mice model of the human vascular endothelial 

growth factor-A165 (hVEGF-A 165) gene-induced pulmonary tumor was further 

treated with T1 for the in vivo lung cancer therapy test. T1 significantly 

attenuated hVEGF-A165 overexpression to normal levels of the transgenic mice 

(Tg) that were pretreated with human monocytic leukemia THP-1 cell-derived 

conditioned medium (CM). It also suppressed the formation of lung 

adenocarcinoma tumors (16.7%) compared with two placebo groups (50% for 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23662128&dopt=Abstract
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Tg/Placebo and 83.3% for Tg/CM/Placebo; P < 0.01). This antitumor effect is 

likely to slow the progression of cells through the S and G2/M phases of the cell 

cycle. Blocking of the tumor-activated cell cycle pathway may be a critical 

mechanism for the observed antitumorigenic effects of T1 treatment on 

vasculogenesis and angiogenesis. 

---------------------------------------------------- 

[810] 

TÍTULO / TITLE:  - Zoledronic acid produces combinatory anti-tumor effects with 

cisplatin on mesothelioma by increasing p53 expression levels. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - PLoS One. 2013;8(3):e60297. doi: 

10.1371/journal.pone.0060297. Epub 2013 Mar 28. 

 ●●Enlace al texto completo (gratuito o de pago) 

1371/journal.pone.0060297 

AUTORES / AUTHORS:  - Okamoto S; Jiang Y; Kawamura K; Shingyoji M; 

Fukamachi T; Tada Y; Takiguchi Y; Tatsumi K; Shimada H; Hiroshima K; 

Kobayashi H; Tagawa M 

INSTITUCIÓN / INSTITUTION:  - Department of Biochemistry, Graduate School of 

Pharmaceutical Sciences, Chiba University, Chiba, Japan. 

RESUMEN / SUMMARY:  - We examined anti-tumor effects of zoledronic acid 

(ZOL), one of the bisphosphonates agents clinically used for preventing loss of 

bone mass, on human mesothelioma cells bearing the wild-type p53 gene. 

ZOL-treated cells showed activation of caspase-3/7, -8 and -9, and increased 

sub-G1 phase fractions. A combinatory use of ZOL and cisplatin (CDDP), one 

of the first-line anti-cancer agents for mesothelioma, synergistically or additively 

produced the cytotoxicity  on mesothelioma cells. Moreover, the combination 

achieved greater anti-tumor effects on mesothelioma developed in the pleural 

cavity than administration of either ZOL or CDDP alone. ZOL-treated cells as 

well as CDDP-treated cells induced p53 phosphorylation at Ser 15, a marker of 

p53 activation, and up-regulated p53 protein expression levels. Down-regulation 

of p53 levels with siRNA however did not influence the ZOL-mediated 

cytotoxicity but negated the combinatory effects by ZOL and CDDP. In addition, 

ZOL treatments augmented cytotoxicity of adenoviruses expressing the p53 

gene on mesothelioma. These data demonstrated that ZOL-mediated 

augmentation of p53, which was not linked with ZOL-induced cytotoxicity, 

played a role in the combinatory effects with a p53 up-regulating agent, and 

suggests a possible clinical use of ZOL to mesothelioma with anti-cancer 

agents. 

---------------------------------------------------- 

[811] 

TÍTULO / TITLE:  - Expression of CLDN1 and CLDN10 in lung adenocarcinoma in 

situ and invasive lepidic predominant adenocarcinoma. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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REVISTA / JOURNAL:  - J Cardiothorac Surg. 2013 Apr 16;8(1):95. 

 ●●Enlace al texto completo (gratuito o de pago) 1186/1749-8090-8-95 

AUTORES / AUTHORS:  - Zhang Z; Wang A; Sun B; Zhan Z; Chen K; Wang C 

RESUMEN / SUMMARY:  - BACKGROUND: Non-mucinous bronchioloalveolar 

carcinoma (BAC) is considered the early stage of lung adenocarcinoma and is 

classified as the lung adenocarcioma in situ (AIS) by the International 

Association for the Study of Lung Cancer/American Thoracic Society/European 

Respiratory Society. This study was designed to investigate the gene 

expression differences between AIS (formerly non—mucinous BAC) and 

invasive lepidic predominant adenocarcinoma (LPA, formerly non-mucinous  

BAC pattern with >5 mm invasion, mixed type adenocarcinoma with BAC 

features) and to investigate the mechanism of the progression of lung 

adenocarcinoma in situ to invasive adenocarcinoma. METHODS: Gene 

expression analysis was performed by using Agilent 4 x 44 K Whole Human 

Genome Oligo Microarray on 10 fresh frozen tissue samples of AIS and LPA, 

respectively. Real time RT-PCR was used to validate the differential expression 

of 13 genes selected by cDNA microarray on fresh frozen tissue samples from 

41 patients with lung adenocarcinoma and 4 genes were confirmed. These 4 

genes were then validated by western blotting. Immunohistochemical staining 

for these validated genes was performed on formalin-fixed, paraffin-embedded 

tissue samples from 81 cases of lung adenocarcinomna. RESULTS: We 

identified a 13 gene expression signature by comparative analysis of gene 

expression. Expression of these genes strongly differed between AIS and LPA. 

Four genes (MMP-2, c-fos, claudin 1 (CLDN1) and claudin 10(CLDN10)) were 

correlated with the results of microarray and real time  RT-PCR analyses for the 

gene-expression data in samples from 41 patients with lung adenocarcinoma. 

As confirmed by western blotting, the expression levels of MMP-2 and c-fos 

were higher in LPA than those in AIS; the expression levels of CLDN1 and 

CLDN10 in LPA were lower than those in AIS. Immunohistochemical staining 

for these genes in samples from 81 cases of lung adenocarcinoma 

demonstrated the expressions of CLDN1 and CLDN10 were correlated with 

overall survival of patients with lung adenocarcinoma. CONCLUSIONS: CLDN1 

and CLDN10 may  play important roles in the development of AIS to LPA. 

Overexpression of CLDN1 and CLDN10 indicates a favorable prognosis for 

overall survival in some patients  with lung adenocarcinoma. Expression of 

CLDN10 may be regulated by the c-fos pathway. 

---------------------------------------------------- 

[812] 

TÍTULO / TITLE:  - Rationale and Design of the Japan Molecular Epidemiology for 

Lung Cancer Study. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Clin Lung Cancer. 2013 May 16. pii: S1525-

7304(13)00060-0. doi: 10.1016/j.cllc.2013.03.001. 
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 ●●Enlace al texto completo (gratuito o de pago) 1016/j.cllc.2013.03.001 

AUTORES / AUTHORS:  - Kawaguchi T; Ando M; Ito N; Isa SI; Tamiya A; Shimizu 

S; Saka H; Kubo A; Koh Y; Matsumura A 

INSTITUCIÓN / INSTITUTION:  - Department of Internal Medicine, National Hospital 

Organization, Kinki-chuo Chest Medical Center, Osaka, Japan. Electronic 

address: t-kawaguchi@kch.hosp.go.jp. 

RESUMEN / SUMMARY:  - We present the rationale for the Japan Molecular 

Epidemiology for Lung Cancer study designed to elucidate molecular 

mechanisms of carcinogenesis in smokers and never-smokers with non-small-

cell lung cancer. This prospective, ongoing, multicenter study is being 

conducted nationwide in Japan. Although there is no doubt that active smoking 

is the major cause of lung cancer, the contribution of  other possible factors, 

including environmental tobacco or wood smoke, human papilloma virus, radon, 

occupational exposures, and genetic susceptibility, is highly likely, based on 

studies of never-smokers with non-small-cell lung cancer. Because of the 

predominance of women in the never-smoker subgroup, the role of female 

hormones in lung cancer development has also been considered. We 

hypothesize that driver mutations, which are critical for the development of lung 

cancer, are triggered by the environmental factors with or without the influence  

of the hormone. The SWOG-led intergroup molecular epidemiology study 

S0424 was conducted to focus on these issues by using a detailed 

questionnaire and specimen collection in statistically significant cohorts of 

smokers and never-smokers from both sexes. The Japan Molecular 

Epidemiology for Lung Cancer study follows and extends the S0424 molecular 

epidemiology concept in principle by using a similar  approach that will facilitate 

future comparisons between the studies but with a greater focus on more 

recently defined driver mutations and broad genomic sequencing. 

---------------------------------------------------- 

[813] 

TÍTULO / TITLE:  - Single-incision video-assisted thoracoscopic resection of a 

pedunculated solitary fibrous tumor of the pleura: case report. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - World J Surg Oncol. 2013 May 22;11:105. doi: 

10.1186/1477-7819-11-105. 

 ●●Enlace al texto completo (gratuito o de pago) 1186/1477-7819-11-105 

AUTORES / AUTHORS:  - Tamura M; Shimizu Y; Hashizume Y 

INSTITUCIÓN / INSTITUTION:  - Department of Surgery, Fukui Prefectural Hospital, 

Yotsui 2-8-1, Fukui 910-8526,  Japan. masatamu2007@yahoo.co.jp. 

RESUMEN / SUMMARY:  - In this report, we describe the surgical resection of a 

pedunculated solitary fibrous tumor of the pleura (SFTP) by single-incision 

thoracoscopic surgery (SITS). SITS may be a suitable surgical option for 

pedunculated SFTPs. 
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[814] 

TÍTULO / TITLE:  - Ubiquitin ligase Cbl-b is involved in icotinib (BPI-2009H)-

induced apoptosis and  G1 phase arrest of EGFR mutation-positive non-small-

cell lung cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Biomed Res Int. 2013;2013:726375. doi: 

10.1155/2013/726375. Epub 2013 Mar 19. 

 ●●Enlace al texto completo (gratuito o de pago) 1155/2013/726375 

AUTORES / AUTHORS:  - Mu X; Zhang Y; Qu X; Hou K; Kang J; Hu X; Liu Y 

INSTITUCIÓN / INSTITUTION:  - Department of Respiratory Medicine, The First 

Hospital of China Medical University, 155 North Nanjing Street, Heping District, 

Shenyang 110001, China. 

RESUMEN / SUMMARY:  - Epidermal growth factor receptor (EGFR) is one of the 

most promising targets for  non-small-cell lung cancer (NSCLC). Icotinib, a 

highly selective EGFR tyrosine kinase inhibitor (EGFR-TKI), has shown 

promising clinical efficacy and safety in  patients with NSCLC. The exact 

molecular mechanism of icotinib remains unclear. In this study, we first 

investigated the antiproliferative effect of icotinib on  NSCLC cells. Icotinib 

significantly inhibited proliferation of the EGFR-mutated lung cancer HCC827 

cells. The IC50 values at 48 and 72 h were 0.67 and 0.07 mu M, respectively. 

Flow cytometric analysis showed that icotinib caused the G1 phase arrest and 

increased the rate of apoptosis in HCC827 cells. The levels of cyclin  D1 and 

cyclin A2 were decreased. The apoptotic process was associated with 

activation of caspase-3, -8, and poly(ADP-ribose) polymerase (PARP). Further 

study revealed that icotinib inhibited phosphorylation of EGFR, Akt, and 

extracellular signal-regulated kinase. In addition, icotinib upregulated ubiquitin 

ligase Cbl-b expression. These observations suggest that icotinib-induced 

upregulation of Cbl-b is responsible, at least in part, for the  antitumor effect of 

icotinib via the inhibition of phosphoinositide 3-kinase (PI3K)/Akt and mitogen-

activated protein kinase pathways in EGFR-mutated NSCLC cells. 

---------------------------------------------------- 

[815] 

TÍTULO / TITLE:  - Metabolic and Functional Genomic Studies Identify 

Deoxythymidylate Kinase as a target in LKB1 Mutant Lung Cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Cancer Discov. 2013 May 28. 

 ●●Enlace al texto completo (gratuito o de pago) 1158/2159-8290.CD-13-

0015 
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JM; Scully R; Kimmelman AC; Byers LA; Gibbons DL; Wistuba II; Heymach JV; 

Kwiatkowski DJ; Kim WY; Kung AL; Gray NS; Root DE; Cantley LC; Wong KK 

INSTITUCIÓN / INSTITUTION:  - 1Dana Farber Cancer Institute, Harvard Medical 

School. 

RESUMEN / SUMMARY:  - The LKB1/STK11 tumor suppressor encodes a 

serine/threonine kinase which coordinates cell growth, polarity, motility, and 

metabolism. In non-small cell lung cancer, LKB1 is somatically inactivated in 25-

30% of cases, often concurrently with activating KRAS mutation. Here, we 

employed an integrative approach to define novel therapeutic targets in KRAS-

driven LKB1 mutant lung cancers. High-throughput RNAi screens in lung cancer 

cell lines from genetically  engineered mouse models driven by activated KRAS 

with or without coincident Lkb1  deletion led to the identification of Dtymk, 

encoding deoxythymidylate kinase which catalyzes dTTP biosynthesis, as 

synthetically lethal with Lkb1 deficiency in mouse and human lung cancer lines. 

Global metabolite profiling demonstrated that Lkb1-null cells had striking 

decreases in multiple nucleotide metabolites as compared to the Lkb1-wt cells. 

Thus, LKB1 mutant lung cancers have deficits in nucleotide metabolism 

conferring hypersensitivity to DTYMK inhibition, suggesting that DTYMK is a 

potential therapeutic target in this aggressive subset of tumors. 

---------------------------------------------------- 

[816] 

TÍTULO / TITLE:  - High SOX2 Levels Predict Better Outcome in Non-Small Cell 

Lung Carcinomas. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - PLoS One. 2013 Apr 19;8(4):e61427. doi: 

10.1371/journal.pone.0061427. Print 2013. 

 ●●Enlace al texto completo (gratuito o de pago) 

1371/journal.pone.0061427 

AUTORES / AUTHORS:  - Velcheti V; Schalper K; Yao X; Cheng H; Kocoglu M; 

Dhodapkar K; Deng Y; Gettinger S; Rimm DL 

INSTITUCIÓN / INSTITUTION:  - Department of Medical Oncology, Yale University 

School of Medicine, New Haven, Connecticut, United States of America. 

RESUMEN / SUMMARY:  - BACKGROUND: SOX2 is an embryonic developmental 

transcription factor, which is important in the development of the respiratory 

tract. SOX2 overexpression is associated with aggressive disease in several 

tumor types. However, SOX2 overexpression and gene amplification associates 

with favorable outcome in lung squamous cell carcinomas (SCC) and dissimilar 

results have been reported in lung  adenocarcinomas (ADC). The aim of the 

present study was to evaluate SOX2 expression in NSCLC and determine the 

relationship with clinico-pathological variables and outcome. METHODS: SOX2 

protein levels were measured in tissue microarrays (TMAs) containing FFPE 

samples from two independent lung cancer cohorts (n = 340 & 307) using 

automated quantitative immunofluorescence (QIF). Assay validation was 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23620753&dopt=Abstract
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performed using FFPE preparations of cell lines with known SOX2 expression. 

Associations of SOX2 levels with main clinico-pathological characteristics and 

with overall survival were studied using uni-and multivariate analysis. 

RESULTS: SOX2 levels were higher in patients with SCC than in ADC in both 

cohorts (p value<0.0001). In the training cohort, NSCLC patients whose tumors 

showed high SOX2 (n = 245) had longer survival than those with low SOX2 

levels (log rank p = 0.0002). Comparable results were observed in the second 

independent validation cohort, log rank p = 0.0113. SOX2 positive cases 

showed a  58% reduction in risk of death in Cox univariate analysis (hazards 

ratio-HR = 0.42 confidence interval-CI (0.36,0.73), p = 0.0002). SOX2 was 

associated with significantly longer survival independent of histology in 

multivariate analysis (hazards ratio-HR = 0.429 confidence interval-CI (0.295, 

0.663), p = <0.001). CONCLUSIONS: SOX2 is an independent positive 

prognostic marker in NSCLC. Increased SOX2 levels are more frequent in SCC 

than in ADC, but the association with better survival is independent from the 

histological subtype. 
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[817] 

TÍTULO / TITLE:  - Geometrical differences in gross target volumes between 

3DCT and 4DCT imaging in  radiotherapy for non-small-cell lung cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - J Radiat Res. 2013 Apr 5. 

 ●●Enlace al texto completo (gratuito o de pago) 1093/jrr/rrt017 

AUTORES / AUTHORS:  - Li F; Li J; Zhang Y; Xu M; Shang D; Fan T; Liu T; Shao 

Q 

INSTITUCIÓN / INSTITUTION:  - Department of Radiation Oncology, Shandong 

Cancer Hospital and Institute, Jinan 250117, China. 

RESUMEN / SUMMARY:  - The aim of this study was to explore the characteristic 

of 3DCT scanning phases and estimate the comparative amount of respiration 

motion information included in 3DCT and 4DCT by comparing the volumetric 

and positional difference between the volumes from 3DCT and 4DCT for the 

radiotherapy of non-small-cell lung cancer (NSCLC). A total of 28 patients with 

NSCLC sequentially underwent 3DCT and 4DCT simulation scans of the thorax 

during free breathing. The 4DCT images with respiratory signal data were 

reconstructed and sorted into 10 phases throughout a respiratory cycle. GTV-

3D from 3DCT, GTV-0%, GTV-20%, GTV-50% and GTV-70% from end-

inspiration, mid-expiration, end-expiration and mid-inspiration of 4DCT, and  the 

internal GTV (IGTV-10) from the fused phase of 4DCT were delineated based 

on  the 50% phase image, respectively. The differences in the position, size, 

matching index (MI) and degree of inclusion (DI) for different volumes were 

evaluated. The variation in the centroid shifts of GTV-0% and GTV-3D, GTV-

20% and GTV-3D, GTV-50% and GTV-3D, and GTV-90% and GTV-3D in the 

3D direction was not significant (P = 0.990). The size ratios of GTV-0%, GTV-

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23564841&dopt=Abstract
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20%, GTV-50%, GTV-70% and IGTV-10 to GTV-3D were 0.94 +/- 0.18, 0.95 +/- 

0.18, 0.98 +/- 0.15, 1.00 +/- 0.18 and 1.60 +/- 0.55, respectively. DIs of GTV-3D 

in IGTV-10, and IGTV-10 in GTV-3D  were 0.88 +/- 0.14 and 0.59 +/- 0.16 (P < 

0.001). The 3DCT scanning phases are irregular. The CTV-to-ITV expansion 

should be isotropic when defining the ITV on  the 3DCT. The internal GTV 

derived from 4DCT cannot completely include the GTV from 3DCT. An 

additional margin may be required when defining the ITV-based 4DCT. 

---------------------------------------------------- 

[818] 

TÍTULO / TITLE:  - Should all cases of lung cancer be presented at Tumor Board 

Conferences? 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Thorac Surg Clin. 2013 May;23(2):123-8. doi: 

10.1016/j.thorsurg.2013.01.003. Epub 2013 Feb 4. 

 ●●Enlace al texto completo (gratuito o de pago) 

1016/j.thorsurg.2013.01.003 

AUTORES / AUTHORS:  - Riquet M; Mordant P; Henni M; Wermert D; Fabre-

Guillevin E; Cazes A; Le Pimpec Barthes F 

INSTITUCIÓN / INSTITUTION:  - Department of General Thoracic Surgery, Georges 

Pompidou European Hospital, Paris-Descartes University, 20 rue Leblanc, Paris 

75015, France. marc.riquet@egp.aphp.fr 

RESUMEN / SUMMARY:  - Tumor Board Conferences (TBCs) have been 

associated with higher adherence of staging and treatment to guidelines. The 

influence of TBCs on the rate of curative treatments has been established. 

Patients with lung nodules and tumors of unknown histology should not be 

presented before surgery, but every patient with malignant histology should be 

declared to the TBC coordinator and registered at the time of histologic 

confirmation. This approach allows physicians to deal rapidly with simple cases 

on a systematic basis, to give more attention to the most complicated situations, 

and to offer every patient the benefit of a multidisciplinary approach. 

---------------------------------------------------- 

[819] 

TÍTULO / TITLE:  - Pulmonary sclerosing hemangioma: a unique epithelial 

neoplasm of the lung (report of 26 cases). 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - World J Surg Oncol. 2013 Apr 15;11:85. doi: 

10.1186/1477-7819-11-85. 

 ●●Enlace al texto completo (gratuito o de pago) 1186/1477-7819-11-85 

AUTORES / AUTHORS:  - Chen B; Gao J; Chen H; Cao Y; He X; Zhang W; Luo M; 

Zhang S; Li W 

INSTITUCIÓN / INSTITUTION:  - Department of Respiratory Medicine, West China 

Hospital of Sichuan University, No, 37, Guo Xue Street, Chengdu, Sichuan 

610041, China. zhangsf168@yahoo.com.cn. 
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RESUMEN / SUMMARY:  - BACKGROUND: Pulmonary sclerosing hemangioma 

(SH) is an uncommon tumor. The aim of this study was to identify the origin of 

pulmonary SH and summarize its clinicopathologic features. METHODS: Data 

of 26 cases of pulmonary SH were collected and reviewed, including their 

clinical symptoms, chest radiological examinations, treatments, and pathological 

findings. RESULTS: Female patients of  pulmonary SH were markedly frequent 

(n=23, 88.46%). Solitary mass or nodule in the lung fields was the most 

common manifestation (n=24, 92.31%), especially in the right middle lobe (n=9, 

34.62%). There were two kinds of tumor cells: lining  cells and round cells. All 

tumors contained a mixture of papillary, solid, sclerotic, and hemorrhagic 

patterns. Immunohistochemistry with a variable number  of antibodies was 

performed for some cases. All of the detected specimens revealed strong 

reaction of lining cells with epithelial markers, such as thyroid transcription 

factor-1 (TTF-1), epithelial membrane antigen (EMA), cytokeratin (CK), 

pancytokeratin (PCK), and cytokeratin 7 (CK-7), while round cells were positive 

with TTF-1 and EMA. Until the end of last contact, none of the patients  died or 

suffered from the recurrence of the disease after surgical treatment. 

CONCLUSIONS: Pulmonary SH is a unique neoplasm of the lung with a 

characteristic  solitary mass or nodule. Pulmonary epithelium might be the 

primary origin of the  tumor cells. 

---------------------------------------------------- 

[820] 

TÍTULO / TITLE:  - Endobronchial endometriosis presenting as central-type lung 

cancer: a case report. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Diagn Pathol. 2013 Apr 3;8:53. doi: 10.1186/1746-1596-

8-53. 

 ●●Enlace al texto completo (gratuito o de pago) 1186/1746-1596-8-53 

AUTORES / AUTHORS:  - Yu JH; Lin XY; Wang L; Liu Y; Fan CF; Zhang Y; Wang 

EH 

INSTITUCIÓN / INSTITUTION:  - Department of Pathology, the First Affiliated 

Hospital and College of Basic Medical Sciences, China Medical University, 

Shenyang 110001, China. 

RESUMEN / SUMMARY:  - A 45-year-old female patient was referred to our 

hospital for complaining of dyspnea and coughing in the past four months. The 

computed tomography scanning demonstrated a central lesion in the upper lobe 

of the left lung close to the hilar, and the subsequent bronchoscopy revealed a 

polypoid lesion of the distal of the left main bronchus. This patient was 

diagnosed clinically as “possibly central-type lung cancer”. However, the 

pathologic result of the surgically excised polypoid lesion was endobronchial 

endometriosis. VIRTUAL SLIDES: The virtual slide(s) for this article can be 

found here: 

http://www.diagnosticpathology.diagnomx.eu/vs/1077439085928525. 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23552188&dopt=Abstract
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[821] 

TÍTULO / TITLE:  - A case of synchronous presentation of primary non-small cell 

lung carcinoma and pheochromocytoma. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Tuberc Respir Dis (Seoul). 2013 Apr;74(4):181-6. doi: 

10.4046/trd.2013.74.4.181.  Epub 2013 Apr 30. 

 ●●Enlace al texto completo (gratuito o de pago) 4046/trd.2013.74.4.181 

AUTORES / AUTHORS:  - Han JW; Kim CH; Jang J; Lee HG; Chung DC; Choi JE; 

Kim K; Lim AL; Song WJ; Song YK; Woo H; Hyun IG; Shin MK; Lee YS; Shin 

HS 

INSTITUCIÓN / INSTITUTION:  - Department of Internal Medicine, Hallym University 

College of Medicine, Seoul, Korea. 

RESUMEN / SUMMARY:  - We report a rare synchronous presentation of primary 

lung cancer and adrenal pheochromocytoma. A 59-year-old woman was 

diagnosed with right upper lobe non-small cell lung carcinoma measuring 2.8 

cm and a right adrenal gland mass measuring 3.5 cm, which displayed 

increased metabolic activity on (18)F-fluorodeoxyglucose positron emission 

tomography-computed tomography. The adrenal lesion was revealed to be 

asymptomatic. The patient underwent right adrenalectomy and histological 

examination revealed a pheochromocytoma. Ten days  later, right upper 

lobectomy was performed for lung cancer. This case indicates that incidental 

adrenal lesions found in cases of resectable primary lung cancer  should be 

investigated. 

---------------------------------------------------- 

[822] 

TÍTULO / TITLE:  - An unusual case of paratesticular mesothelioma on the site of 

previously excised  epididymal adenomatoid tumour. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Int J Surg Case Rep. 2013;4(5):460-2. doi: 

10.1016/j.ijscr.2013.02.014. Epub 2013 Mar 15. 

 ●●Enlace al texto completo (gratuito o de pago) 1016/j.ijscr.2013.02.014 

AUTORES / AUTHORS:  - Gkentzis A; Sawalem K; Husain J 

INSTITUCIÓN / INSTITUTION:  - Urology Department, Wigan Infirmary, Wigan, 

United Kingdom. Electronic address: agapiosgkentzis@hotmail.com. 

RESUMEN / SUMMARY:  - INTRODUCTION: Malignant paratesticular tumours are 

rare. We report a case of paratesticular malignant mesothelioma in a patient 

who had excision of an adenomatoid tumour on the same site in 2 occasions 

previously. PRESENTATION OF CASE: A middle aged man who had an 

adenomatoid tumour excised from his left hemiscrotum fifteen years previously 

was referred with a suspicious left epididymal lump. This was followed up 

sonographically for 2 years until it showed signs of enlargement and testicular 

invasion; it was then managed with radical orchidectomy. The histology showed 
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paratesticular epithelioid malignant mesothelioma. The patient was referred to 

the Oncologists for further management. DISCUSSION: Paratesticular tumours 

are commonly benign. Scrotal ultrasonography is the preferred diagnostic 

imaging method. Paratesticular malignant mesotheliomas are very rare and 

appear to have poor prognosis. The optimal adjuvant treatment post radical 

orchidectomy is not established yet. In our case  there is suggestion of possible 

malignant transformation from previous adenomatoid tumour. CONCLUSION: In 

recurrent paratesticular tumours the clinicians should question the possibility of 

malignant transformation and manage these cases accordingly. 

---------------------------------------------------- 

[823] 

TÍTULO / TITLE:  - A case of synchronous bilateral lung cancers: EML4-ALK 

positive adenocarcinoma in the right lung and adenocarcinoma in situ (the 

former bronchioloalveolar carcinoma) in the left lung. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - BMC Pulm Med. 2013 Apr 25;13:25. doi: 10.1186/1471-

2466-13-25. 

 ●●Enlace al texto completo (gratuito o de pago) 1186/1471-2466-13-25 

AUTORES / AUTHORS:  - Matsuda I; Takeuchi K; Mizuguchi S; Kaji M; Ueda K; 

Teramura K; Hirota S 

INSTITUCIÓN / INSTITUTION:  - Department of Surgical Pathology, Hyogo College 

of Medicine, Hyogo 663-8501, Japan. hiros@hyo-med.ac.jp. 

RESUMEN / SUMMARY:  - BACKGROUND: Recently it has been revealed that 

lung adenocarcinomas with distinct gene mutations or fusions are associated 

with particular histopathological entities. For example, epidermal growth factor 

receptor (EGFR) gene mutations are often associated with well differentiated 

adenocarcinoma of the lung with bronchioloalveolar pattern. On the other hand, 

echinoderm microtubule-associated  protein-like 4 (EML4)-anaplastic lymphoma 

kinase (ALK) fusion gene in a subset of lung adenocarcinoma is related to 

mucinous cribriform histology. CASE PRESENTATION: Reported herein is a 

case of synchronous EML4-ALK positive lung adenocarcinoma and 

adenocarcinoma in situ in the bilateral lungs of a 55-year-old Japanese woman. 

The woman had EML4-ALK positive lung adenocarcinoma in the right  lower 

lung while adenocarcinoma in situ in the left upper lung, which was EML4-ALK 

negative. CONCLUSION: To our knowledge, this is the first report of 

synchronous, bilateral lung adenocarcinomas composed of EML4-ALK positive 

and negative ones. 

---------------------------------------------------- 

[824] 

TÍTULO / TITLE:  - Pseudomesotheliomatous lung cancer mimicking 

mesothelioma on F-FDG PET/CT images: report of 2 cases. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Jpn J Radiol. 2013 Apr 26. 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23617234&dopt=Abstract
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 ●●Enlace al texto completo (gratuito o de pago) 1007/s11604-013-0210-

z 

AUTORES / AUTHORS:  - Nakamori T; Kosuda S; Kyoto Y; Fujikawa A; Naoi Y; 

Nakamori Y 

INSTITUCIÓN / INSTITUTION:  - Department of Radiology, National Defense 

Medical College, 3-2 Namiki, Tokorozawa, Saitama, 359-8513, Japan. 

RESUMEN / SUMMARY:  - The authors report two cases of 

pseudomesotheliomatous lung cancer (PLC) detected by 18F-FDG PET/CT 

scan. 18F-FDG PET/CT clearly revealed the extent of the disease in both 

cases, a case of adenocarcinoma of the lung and a case of squamous cell 

carcinoma of the lung. Intense 18F-FDG uptake by the diffusely thickened 

pleurae  and primary lesion was observed in both cases, and increased 18F-

FDG uptake by a  pelvic bone metastasis was observed in the case of 

squamous cell carcinoma. Although PLC is indistinguishable from malignant 

pleural mesothelioma on 18F-FDG  PET/CT scans, 18F-FDG PET/CT was 

helpful in identifying the primary focus of the  PLCs and in staging the disease. 

Diagnostic image interpreters should be familiar with the 18F-FDG PET/CT 

findings in PLC. 

---------------------------------------------------- 

[825] 

TÍTULO / TITLE:  - A rare case of non-small cell carcinoma of lung presenting as 

miliary mottling. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Iran J Med Sci. 2013 Mar;38(1):65-8. 

AUTORES / AUTHORS:  - Jayaram Subhashchandra B; Ismailkhan M; 

Chikkaveeraiah Shashidhar K; Gopalakrishna Narahari M 

INSTITUCIÓN / INSTITUTION:  - Department of General Medicine, JSS Medical 

College and Hospital, JSS University, Mysore, India. 

RESUMEN / SUMMARY:  - Miliary mottling on chest radiography is seen in miliary 

tuberculosis, certain fungal infections, sarcoidosis, coal miner’s 

pneumoconiosis, silicosis, hemosiderosis, fibrosing alveolitis, acute extrinsic 

allergic alveolitis, pulmonary eosinophilic syndrome, pulmonary alveolar 

proteinosis, and rarely in hematogenous metastases from the primary cancers 

of the thyroid, kidney, trophoblasts, and some sarcomas. Although very 

infrequent, miliary mottling can be seen in primary lung cancers. Herein, we 

report the case of a 28-year-old female with chest X-ray showing miliary 

mottling. Thoracic computed tomography (CT) features were suggestive of 

tuberculoma with miliary tuberculosis. CT-guided fine needle aspiration cytology 

confirmed the diagnosis as lower-lobe, left lung  non-small cell carcinoma 

(adenocarcinoma). It is rare for the non-small cell carcinoma of the lung to 

present as miliary mottling. The rarity of our case lies in the fact that a young, 

non-smoking female with miliary mottling was diagnosed  with non-small cell 

carcinoma of the lung. 
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[826] 

TÍTULO / TITLE:  - Non small-cell lung cancer with metastasis to thigh muscle and 

mandible: two case reports. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - J Med Case Rep. 2013 Apr 8;7(1):98. doi: 10.1186/1752-

1947-7-98. 

 ●●Enlace al texto completo (gratuito o de pago) 1186/1752-1947-7-98 

AUTORES / AUTHORS:  - Giugliano FM; Alberti D; Guida G; Palma GD; Iadanza L; 

Mormile M; Cammarota F; Montanino A; Fulciniti F; Ravo V; Muto P 

INSTITUCIÓN / INSTITUTION:  - Radiation Therapy Department, National Cancer 

Institute, Pascale Foundation, Naples, Italy. francesca_giugliano@hotmail.com. 

RESUMEN / SUMMARY:  - INTRODUCTION: Lung cancer is the leading cause of 

cancer-related death in Europe  and the US. Isolated metastases to skeletal 

muscle and the mandible are very uncommon. CASE PRESENTATION: This 

report presents two cases. Case 1 concerns a 45-year-old Caucasian woman 

affected by muscle metastasis of the right thigh from non-small-cell lung cancer. 

Case 2 concerns a 61-year-old Caucasian man affected  by mandible 

metastasis from non-small-cell lung cancer. Both metastases were detected by 

diagnostic imaging studies. Both patients were treated with radiation therapy 

with palliative and antalgic intent. CONCLUSION: Radiation therapy was 

effective and well tolerated in both cases. Both our patients are alive, with 

follow-up of 18 months and five months, respectively. 

---------------------------------------------------- 

[827] 

TÍTULO / TITLE:  - Diagnostic delay in malignant pleural mesothelioma due to 

physicians fixation on  history with non-exposure to asbestos. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - British Medical J (BMJ). Acceso gratuito al texto 

completo. 

 ●●Enlace a la Editora de la Revista http://bmj.com/search.dtl   

 ●●Cita: British Medical J. (BMJ): <> Case Rep. 2013 Apr 9;2013. pii: 

bcr2012007491. doi: 10.1136/bcr-2012-007491. 

 ●●Enlace al texto completo (gratuito o de pago) 1136/bcr-2012-007491 

AUTORES / AUTHORS:  - Madsen PH; Laursen CB; Davidsen JR 

INSTITUCIÓN / INSTITUTION:  - Department of Respiratory Medicine, Odense 

University Hospital, Odense, Denmark. 

RESUMEN / SUMMARY:  - To establish the diagnosis of virtually any disease, the 

clinician must combine a variety of information. Often emphasised in this 

context is thorough medical history-taking including information on exposure to 

factors leading to or being associated with the disease in question. Continuous 

assessment of all available information is of utmost importance, as fixation on 

single details can be misguiding with inappropriate consequences in both the 
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diagnostic and therapeutic approach. This case report presents how an atypical 

medical history led to a delay in the diagnosis of malignant pleural 

mesothelioma due to a low a priori likelihood of the disease because of non-

exposure to asbestos. We highlight the fact that postrationalisation and 

attempts to renew a diagnostic approach must be carried out each time 

diagnostic dilemmas emerge, and when some or all diagnostic clues disagree. 

---------------------------------------------------- 

[828] 

TÍTULO / TITLE:  - The frequency of EGFR and KRAS mutations in non-small cell 

lung cancer (NSCLC): routine screening data for central Europe from a cohort 

study. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - British Medical J (BMJ). Acceso gratuito al texto 

completo. 

 ●●Enlace a la Editora de la Revista http://bmj.com/search.dtl   

 ●●Cita: British Medical J. (BMJ): <> Open. 2013 Apr 3;3(4). pii: e002560. 

doi: 10.1136/bmjopen-2013-002560. Print  2013. 

 ●●Enlace al texto completo (gratuito o de pago) 1136/bmjopen-2013-

002560 

AUTORES / AUTHORS:  - Boch C; Kollmeier J; Roth A; Stephan-Falkenau S; 

Misch D; Gruning W; Bauer TT; Mairinger T 

INSTITUCIÓN / INSTITUTION:  - Klinik fur Pneumologie, Lungenklinik Heckeshorn, 

HELIOS Klinikum Emil von Behring, Berlin, Berlin, Germany. 

RESUMEN / SUMMARY:  - OBJECTIVES: Owing to novel therapy strategies in 

epidermal growth factor receptor (EGFR)-mutated patients, molecular analysis 

of the EGFR and KRAS genome has become crucial for routine diagnostics. Till 

date these data have been derived mostly from clinical trials, and thus collected 

in pre-selected populations. We therefore screened ‘allcomers’ with a newly 

diagnosed non-small cell lung carcinoma (NSCLC) for the frequencies of these 

mutations. DESIGN: A cohort study. SETTING: Lung cancer centre in a tertiary 

care hospital. PARTICIPANTS: Within 15  months, a total of 552 cases with 

NSCLC were eligible for analysis. PRIMARY AND SECONDARY OUTCOME 

MEASURES: Frequency of scrutinising exons 18, 19 and 21 for the presence of 

activating EGFR mutation and secondary codon 12 and 13 for activating KRAS 

mutations. RESULTS: Of the 552 patients, 27 (4.9%) showed a mutation of 

EGFR. 19 of these patients (70%) had deletion E746-A750 in codon 19 or 

deletion L858R in codon 21. Adenocarcinoma (ACA) was the most frequent 

histology among patients with EGFR mutations (ACA, 22/254 (8.7%) vs non-

ACA, 5/298 (1.7%); p<0.001). Regarding only ACA, the percentage of EGFR 

mutations was higher in women (16/116 (14%) women vs 6/138 (4.3%) men; 

p=0.008). Tumours with an activating EGFR mutation were more likely to be 

from non-smokers (18/27; 67%) rather than smoker (9/27; 33%). KRAS 

mutation was present in 85 (15%) of all cases. In 73 patients (86%), the 
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mutation was found in exon 12 and in 12 cases (14%) in exon 13. Similarly, 

ACA had a higher frequency of KRAS mutations than non-ACA (67/254 (26%) 

vs 18/298 (6.0%); p<0.001). CONCLUSIONS: We found a lower frequency for 

EGFR and KRAS mutations in an unselected Caucasian patient cohort as 

previously published. Taking our results into account, clinical trials may 

overestimate the mutation frequency for EGFR and KRAS in NSCLC due to 

important selection biases. 

---------------------------------------------------- 

[829] 

TÍTULO / TITLE:  - Scalp metastases—an unusual presentation of non-small cell 

lung cancer prognosis of cutaneous metastases in the current era. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - J Cancer Res Ther. 2013 Jan-Mar;9(1):145-7. doi: 

10.4103/0973-1482.110375. 

 ●●Enlace al texto completo (gratuito o de pago) 4103/0973-1482.110375 

AUTORES / AUTHORS:  - Rachakonda KM; George MK; Peek RD 

INSTITUCIÓN / INSTITUTION:  - Medical Oncology, Tamworth Base Hospital, Dean 

Street, Tamworth, NSW 2340, Australia. kmrachakonda@gmail.com 

RESUMEN / SUMMARY:  - We report a case of metastatic lung cancer presenting 

as scalp metastases. Immunohistochemistry and radiological investigations 

helped in making the diagnosis. We also report better survival as seen in our 

present case using newer chemotherapeutic agents. The report emphasizes the 

need to look carefully for skin lesions as they provide easily accessible tissue 

for histopathology and also aid in proper staging as they can be missed out on 

routine radiological investigations. The case also reflects improvement in cancer 

care and outcomes in recent times. 

---------------------------------------------------- 

[830] 

TÍTULO / TITLE:  - Multiple Reaction Monitoring of Multiple Low-Abundance 

Transcription Factors in Whole Lung Cancer Cell Lysates. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - J Proteome Res. 2013 Apr 26. 

 ●●Enlace al texto completo (gratuito o de pago) 1021/pr3011414 

AUTORES / AUTHORS:  - Kim JS; Lee Y; Lee MY; Shin J; Han JM; Yang EG; Yu 

MH; Kim S; Hwang D; Lee C 

INSTITUCIÓN / INSTITUTION:  - Theragnosis Research Center, Korea Institute of 

Science and Technology , Seoul, Korea. 

RESUMEN / SUMMARY:  - Lung cancer-related transcription factors (TFs) were 

identified by integrating previously reported genomic, transcriptomic, and 

proteomic data and were quantified by multiple reaction monitoring (MRM) in 

various cell lines. All experiments were performed without affinity depletion or 

subfractionation of cell lysates. Since the target proteins were expected to be 

present in low abundance,  we experimentally optimized MRM transition 
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parameters with chemically synthesized peptides. Quantitation was based on 

stable isotope-labeled standard peptides (SIS peptides). Out of 288 MRM 

measurements (36 peptides representing 28 TFs x 8 cell  lines), 241 were 

successfully obtained within a quantitation limit of 15 amol, 221 measurements 

(91.7%) showed coefficients of variation (CVs) of </=20%, and 149 (61.8%) 

showed CVs of </=10%, quantifying as low as 19.4 amol/mug protein for STAT2 

with a CV of 6.3% in an A549 cell. Comparisons between MRM measurements 

and levels of the corresponding mRNAs revealed linear, nonlinear, or no 

relationship  between protein and mRNA levels, indicating the need for an MRM 

assay. An integrative analysis of MRM and gene expression profiles from 

doxorubicin-resistant H69AR and sensitive H69 cells further showed that 14 

differentially expressed TFs, such as STAT1 and SMAD4, regulated genes 

associated with drug resistance and cell differentiation-related processes. Thus, 

the analytical performance of MRM for the quantitation of low abundance TFs 

suggests  its usefulness for biological application. 
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RESUMEN / SUMMARY:  - BACKGROUND: Mediastinal lymph node dissection is 

an essential component of lung cancer surgery. Literature lacks established 

information regarding the number and size of the healthy lymph nodes. In this 

postmortem autopsy study, we aim to define the number, size and weight of the 

lymph nodes in each mediastinal lymph node station. To implement the data for 

the clinical practice, we analyzed the possible number of nodes to be dissected 

in a systematic mediastinal lymph node dissection from the right and left sides 

during lung cancer surgery. METHODS: Sixty-two samples obtained from 

cadavers who did not die from chest malignancies, extrathoracic malignancies, 

any kind of infections or previous hospitalization before the death were included 

to the study. The locations of the nodes were recorded according to the 

American Thoracic Society Mediastinal Lymph Node Map. The number, size 

and weight of the nodes were determined at each station. RESULTS: Median 
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age of the cadavers was 39 years. Primary causes of death were asphyxia in 10 

(16.1%) subjects, trauma in 29 (46.8%) subjects, cardiovascular problems in 10 

(16.1%) subjects, and undetermined in 13 (21%) subjects. The median number 

of lymph nodes resected from each patient was 23 (range: 11-54). The right 

sided paratracheal lymph nodes (Station 2R and 4R) were more frequent,  

heavier and longer than left sided lymph nodes (Station 2L and 4L) at the 

paratrecheal region. Right sided inferior mediastinal lymph nodes were heavier 

and longer than the left ones; however, their availability was more often on the  

left. CONCLUSIONS: The properties of mediastinal lymph nodes at particular 

stations are different for number, size and weight. Station 4R and 7 have the 

highest number of nodes followed by stations 5 and 6. We recommend 

removing the lymph nodes of these stations completely in lung cancer patients 

to rule out the  possibility of micrometastatic disease. Diameter of normal lymph 

node may be 1 cm for the stations other than 4R and 7, but the definition of 

normal diameter of a  lymph node at the stations 4R and 7 may be changed as 

1,5 cm and 2,0 cm, respectively. Weight of the nodes may be a new subject to 

study and may be defined as a new modality to define a staging to be more 

accurate and the issue needs further investigations. 
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RESUMEN / SUMMARY:  - Integrated positron emission tomography (PET)/CT is 

routinely used for mediastinal nodal staging of non-small cell lung carcinoma in 

centers throughout  the world. This modality is the most accurate noninvasive 

means by which to identify metastatic disease in mediastinal lymph nodes. This 

article reviews the  evidence supporting the use of PET/CT and discusses the 

clinical applicability of this modality. 
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fluordesoxiglicose com tomografia computadorizada na avaliacao de recidiva 

de cancer de pulmao. 

TÍTULO / TITLE:  - Efficacy of 18F-fluorodeoxyglucose positron emission 

tomography/computed tomography in evaluating lung cancer recurrence. 
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RESUMEN / SUMMARY:  - BACKGROUND: The effects of inductive hyperthermia 

on lung cancer have yet to be fully investigated. Magnetic nanoparticles used in 

inductive hyperthermia are made-to-order and expensive. This study was 

performed to investigate the use of ferucarbotran in inductive hyperthermia and 

to clarify whether inductive hyperthermia using ferucarbotran promotes 

antitumor effects in vivo using a lung  cancer cell line. METHODS: We injected 

A549 cells subcutaneously into the right thighs of BALB/c nu/nu nude mice. 

Forty mice with A549 xenografts were then classified into three groups. Group 1 

was the control group. All mice in groups 2 and 3 had ferucarbotran injected into 

their tumors, and mice in group 3 were then subjected to alternating magnetic 

field irradiation. We evaluated tumor temperature during the hyperthermic 

procedure, the time course of tumor growth, histologic findings in tumors after 

hyperthermic treatment, and adverse events. RESULTS: Intratumor 

temperature rose rapidly and was maintained at 43 degrees C-45 degrees C for 

20 minutes in an alternating magnetic field. Tumor volumes in  groups 1 and 2 

increased exponentially, but tumor growth in group 3 was significantly 

suppressed. No severe adverse events were observed. Histologic findings for 

the tumors in group 3 revealed mainly necrosis. CONCLUSION: Inductive 

hyperthermia using ferucarbotran is a beneficial and promising approach in the 

treatment of lung cancer. Ferucarbotran is a novel tool for further development 

of inductive hyperthermia. 
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RESUMEN / SUMMARY:  - Purpose: Targeted therapy increases survival and the 

quality of life of non-small cell lung cancer (NSCLC) patients but it needs 

precise histological subtyping. The present study evaluated 6 monoclonal 

antibodies for the differential diagnosis of NSCLC on small-sized tissue 

samples. Methods: 50 small-sized tissue  samples were obtained by 

bronchoscopy or fine needle aspiration biopsy (FNAB). According to 

morphology before immunohistochemistry 2 squamous cell carcinomas (SCC), 

6 adenocarcinomas (AC), 9 NSCLC-probably SCC, 11 NSCLC-probably AC 

and 22  unclassified NSCLCs were diagnosed. Thyroid transcription factor-1 

(TTF-1), cytokeratin 5/6, cytokeratin 7, p63, and the neuroendocrine markers 

CD56 and synaptophysin were used in the differential diagnosis of NSCLC. 

Results: After immunohistochemistry 13 (26.0%) SCC, 27 (54.0%) AC, 3 (6.0%) 

NSCLC with neuroendocrine differentiation (NSCLC-NE) and 7 (14.0%) 

NSCLC- unclassified were  diagnosed. Twenty-two NSCLC- unclassified were 

further diagnosed as SCC (n=7), AC (n=7) NSCLC-NE (n=2) and 6 remained 

NSCLC- unclassified. Significant difference was found between definitely 

diagnosed 8 NSCLCs and 15 ACs (20.5 vs. 38.57percnt;, p=0.008). TTF-1 and 

cytokeratin 7 were expressed in 85.2% (23/27) of AC, and cytokeratin 5/6 and 

p63 in 100% (13/13) of SCC. Positivity of CD56 and synaptophysin in 3 NSCLC 

determined NSCLC-NE. Conclusion: No one monoclonal antibody is totally 

specified for one histological type of tumor and its origin.  Combination of TTF-

1, cytokeratin 7, p63, cytokeratin 5/6, CD56 and synaptophysin allows for 

differentiation of NSCLC but Napsin-A for AC differentiation and chromogranin 

A for NSCLC-NE differentiation should be added in an optimal panel. 
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RESUMEN / SUMMARY:  - PURPOSE: To evaluate the predictive factors of 

radiation pneumonitis (RP) and associated changes in pulmonary function after 

definitive concurrent chemoradiotherapy (CCRT) in patients with non-small cell 

lung cancer (NSCLC). MATERIALS AND METHODS: Medical records of 60 

patients with NSCLC who received definitive CCRT were retrospectively 

reviewed. Dose volumetric (DV) parameters, clinical factors, and pulmonary 

function test (PFT) data were analyzed. RP was graded according to the 

CTCAE ver. 4.0. Percentage of lung volume that received a dose of threshold 

(Vdose) and mean lung dose (MLD) were analyzed for potential DV predictors. 

PFT changes were calculated as the difference between pre-RT and post-RT 

values at 3, 6, and 12 months after RT. RESULTS: Twenty-two patients (37%) 

developed grade >/=2 RP. Among clinical factors, tumor location in lower lobe 

was associated with RP. Among the DV parameters, only MLD >15 Gy was 

associated with grade >/=2 RP. There were statistically significant decreases in  

PFT at all points compared with pre-RT values in grade >/=2 RP group. MLD 

was associated with forced vital capacity (FVC) and forced expiratory volume in 

1 second (FEV1) changes at 6 and 12 months. V10 was associated with FVC 

changes at  12 months. V20 and V30 were associated with FEV1 changes at 6 

months and FVC changes at 12 months. CONCLUSION: After definitive CCRT 

in patients with NSCLC, MLD >15 Gy and lower lobe tumor location were 

predictors of grade >/=2 RP. Pulmonary functions were decreased after CCRT 

and the magnitude of changes was associated with DV parameters. 
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RESUMEN / SUMMARY:  - BACKGROUND: Lung cancer is one of the most 

common forms of cancer resulting in over a million deaths per year worldwide. 

Typically, the problem can be approached by developing more discriminative 

diagnosis methods. In this paper, computer-aided diagnosis was used to 

facilitate the prediction of characteristics of solitary pulmonary nodules in CT of 

lungs to diagnose early-stage lung cancer. METHODS: The synthetic minority 
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over-sampling technique (SMOTE) was used to account for raw data in order to 

balance the original training data set. Curvelet-transformation textural features, 

together with 3 patient demographic characteristics, and 9 morphological 

features were used to establish a support vector machine (SVM) prediction 

model. Longitudinal data as the test data set was used to evaluate the 

classification performance of predicting early-stage lung cancer. RESULTS: 

Using the SMOTE as a pre-processing procedure, the original training data was 

balanced with a ratio of malignant to benign cases of 1ratio1.  Accuracy based 

on cross-evaluation for the original unbalanced data and balanced  data was 

80% and 97%, respectively. Based on Curvelet-transformation textural features 

and other features, the SVM prediction model had good classification 

performance for early-stage lung cancer, with an area under the curve of the 

SVMs of 0.949 (P<0.001). Textural feature (standard deviation) showed benign 

cases had a higher change in the follow-up period than malignant cases. 

CONCLUSIONS: With textural features extracted from a Curvelet 

transformation and other parameters,  a sensitive support vector machine 

prediction model can increase the rate of diagnosis for early-stage lung cancer. 

This scheme can be used as an auxiliary tool to differentiate between benign 

and malignant early-stage lung cancers in CT images. 
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RESUMEN / SUMMARY:  - A large randomized controlled trial, The National Lung 

Screening Study (NLST), has demonstrated that screening with low-dose spiral 

computed tomography saved lives from lung cancer when compared with 

screening with chest radiographs. This  is the first test showing efficacy in 

screening for lung cancer as previous trials of chest radiographs and sputum 

cytology failed to result in fewer deaths  with screening. This review will 

examine the problem of lung cancer, the issues presented by screening, and 

the results of computed tomography (CT) studies for lung cancer screening. 

Now that CT screening has been shown to be effective, implementation of 

screening becomes the next step. 
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RESUMEN / SUMMARY:  - In the last decade, new insights in molecular biology 

have changed the therapeutic landscape of non-small-cell lung cancer. Since 

2004, when activating  mutations of the EGFR were firstly identified, several 

genetic aberrations have been discovered, mainly in adenocarcinoma. EGFR 

mutations are a relatively frequent event in non-small-cell lung cancer, generally 

consisting of exon 19 deletion or exon 21 substitution. In adenocarcinoma, 

additional rare mutations are detectable in the EGFR gene, as well as in other 

genes, including ALK, ROS1,  RET, HER2 and BRAF. Recent studies in 

squamous cell carcinoma identified TP53 as  the most frequent mutation, 

followed by additional more rare mutations, including PI3KCA, PTEN, DDR2 

and FGFR. The aim of the present review is to analyze the potential prognostic 

and predictive role of rare mutations. 

---------------------------------------------------- 

[840] 

TÍTULO / TITLE:  - Novel Quinuclidinone Derivatives Induce Apoptosis in Lung 

Cancer via Sphingomyelinase Pathways. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Drug Res (Stuttg). 2013 Apr 12. 

 ●●Enlace al texto completo (gratuito o de pago) 1055/s-0033-1341463 

AUTORES / AUTHORS:  - Malki A; Fathy L; El Ashry ES 

INSTITUCIÓN / INSTITUTION:  - Biochemistry department, Faculty of Science, 

Alexandria University, Alexandria, Egypt. 

RESUMEN / SUMMARY:  - We previously reported novel quinuclidinone analogs 

which induced apoptosis in lung and breast cancer cells. In this study, we 

designed and synthesized novel quinuclidinone analogs that showed 

cytotoxicity in lung cancer cells. The effects of these analogs were studied in 

H1299 human large cell lung carcinoma cells that are null for p53 and normal 

lung epithelial cell lines (NL-20). The effects of the analogs were investigated by 

MTT assay, ELISA based apoptotic assay, TUNEL assay, sphingomylinase 

activity, flow cytometry and western blot analysis. Our data indicated that 

derivatives 4 and 6 decreased cell proliferation and induced  apoptosis in 

H1299 cells more than NL-20 cells. Derivatives 4 and 6 reduced percent of cells 

in G2/M phase in H1299 cells more than NL-20 cells and these results were 

confirmed by increased expression levels of cyclin E. Furthermore, derivatives 4 

and 6 increased sphingomyelinase activity, caspase-8, and caspase-9 and 

JNK-1 expression level in H1299. Additionally, derivatives 4 and 6 induced 

Procaspase-3, PARP-1 cleavage, and increased caspase-3 activity. All these 
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results confirm that our quinuclidinone derivatives provoke cytotoxicity in lung  

cancer cells through the interplay of key apoptosis molecules in different 

compartments of the cell beginning with an increase in sphingomyelinase 

activity. 
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RESUMEN / SUMMARY:  - Recently, the minimally invasive surgical approach is an 

important issue in the pulmonary surgery. In this review, we present the current 

fashion of video-assisted thoracic surgery (VATS) and new approach including 

robotic lobectomy. There is no clear definition or standard for this surgical 

procedure regarding VATS lobectomy. Therefore, no randomized controlled trial 

of VATS and conventional lobectomy can be set up. Although the definition of 

VATS lobectomy is not straightforward, VATS lobectomy showed the technical 

feasibility of conventional lobectomy in mortality and postoperative complication 

as well as lymph node dissection. VATS procedure for advanced lung cancer is 

unclear whether such observations can be developed into a standardized 

approach. There are no reports to evaluate the advantages of robotic lobectomy 

in terms of treatment outcomes for lung cancer compared with VATS 

lobectomy. However, we believe that robotic lobectomy has clear potential to 

improve the quality of minimally invasive surgery. 
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RESUMEN / SUMMARY:  - OBJECTIVE: Video-assisted thoracic surgery 

lobectomy (VATS-L) has become accepted as a safe and effective procedure to 

treat early-stage non-small cell lung carcinoma (NSCLC). However, the 

advantages of VATS-L compared with lobectomy by thoracotomy (TL) remain 

controversial. The aim of this study was to compare the outcomes of patients 

who underwent VATS-L with those who underwent TL. METHODS: We studied 

103 patients who underwent surgery for operable NSCLC between October  

2009 and March 2012. All operations were performed by a single surgeon. The 

inclusion and exclusion criteria for VATS-L and TL were formulated before the 

study was initiated. Data on age, sex, preoperative comorbidities, intraoperative 

and postoperative complications, hospital stay, morbidity, mortality, and other 

characteristics were recorded preoperatively, in real time intraoperatively, and  

during hospitalization and were statistically compared. Comorbidities were 

scaled according to the Charlson Comorbidity Index, and propensity scores 

between the patients who underwent TL and VATS-L were compared. 

RESULTS: Sixty-three VATS-L operations and 40 TL operations were 

performed. There were no postoperative complications in 39 patients (61.9%) 

who underwent VATS-L compared with 25 patients (62.5%) who underwent TL. 

The patients who underwent TL were significantly younger than the patients 

who underwent VATS-L (mean +/- SD, 64.7 +/- 12.6 vs 70.9 +/- 8.4; P = 0.003). 

Hospital stay was not found to be related to the type of surgery (mean +/- SD, 

8.43 +/- 3.15 days vs 8.32 +/- 4.13 days; P  = 0.888). There were no significant 

differences when comparing postoperative complications. CONCLUSIONS: Our 

initial data suggest that VATS-L is a safe procedure in patients with resectable 

IA/IB NSCLC and may be the preferred strategy for treatment of the older 

patient population. 
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RESUMEN / SUMMARY:  - We know that cigarette smoking is a leading 

preventable cause of carcinogenesis in lung cancer. Cigarette smoke is a 

mixture of more than 5000 chemical compounds, among which more than 60 

are recognized to have a specific carcinogenic potential. Carcinogens and their 

metabolites (i.e., N-nitrosamines and polycyclic aromatic hydrocarbons) can 

activate multiple pathways, contributing to lung cell transformation in different 

ways. Nicotine, originally  thought only to be responsible for tobacco addiction, 

is also involved in tumor promotion and progression with antiapoptotic and 

indirect mitogenic properties. Lung nodules are frequent in smokers and can be 

transformed into malignant tumors depending on persistant smoking status. 

Even if detailed mechanisms underlying tobacco-induced cancerogenesis are 

not completely elucitated, this report collects the emergent body of knowledge 

in order to simplify the extremely complex framework that links smoking 

exposure to lung cancer. 
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RESUMEN / SUMMARY:  - Lung cancer remains a leading cause of death due to 

its metastasis to distant organs. We have examined the effect of honokiol, a 

bioactive constituent from the Magnolia plant, on human non-small cell lung 

cancer (NSCLC) cell migration and the molecular mechanisms underlying this 

effect. Using an in vitro cell migration assay, we found that treatment of A549, 

H1299, H460 and H226 NSCLC cells with honokiol resulted in inhibition of 

migration of these cells in a dose-dependent manner, which was associated 

with a reduction in the levels of cyclooxygenase-2 (COX-2) and prostaglandin 

E2 (PGE2). Celecoxib, a COX-2 inhibitor, also inhibited cell migration. Honokiol 

inhibited PGE2-enhanced migration of NSCLC cells, inhibited the activation of 

NF-kappaB/p65, an upstream regulator of COX-2, in A549 and H1299 cells, and 

treatment of cells with caffeic acid phenethyl ester, an inhibitor of NF-kappaB, 

also inhibited migration of NSCLC cells. PGE2 has been shown to activate 
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beta-catenin signaling, which contributes to cancer cell migration. Therefore, we 

checked the effect of honokiol on beta-catenin signaling. It was observed that 

treatment of NSCLC cells with honokiol degraded cytosolic beta-catenin, 

reduced nuclear accumulation of beta-catenin and down-regulated matrix 

metalloproteinase (MMP)-2 and MMP-9, which are the down-stream targets of 

beta-catenin and play a crucial role in cancer cell metastasis. Honokiol 

enhanced: (i) the levels of casein kinase-1alpha, glycogen synthase kinase-

3beta, and (ii) phosphorylation of beta-catenin on critical residues Ser(45), 

Ser(33/37) and Thr(41). These events play important roles in degradation or 

inactivation of beta-catenin. Treatment of celecoxib also reduced  nuclear 

accumulation of beta-catenin in NSCLC cells. FH535, an inhibitor of Wnt/beta-

catenin pathway, inhibited PGE2-enhanced cell migration of A549 and H1299 

cells. These results indicate that honokiol inhibits non-small cell lung cancer 

cells migration by targeting PGE2-mediated activation of beta-catenin signaling. 
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RESUMEN / SUMMARY:  - Metastasis is the leading cause of death by cancer. 

Non-small-cell lung cancer (NSCLC) represents nearly 85% of primary 

malignant lung tumours. Recent researches have demonstrated that epithelial-

to-mesenchymal transition (EMT) plays a key role in the early process of 

metastasis of cancer cells. Transforming growth factor-beta1 (TGF-beta1) is the 

major inductor of EMT. The aim of this study is to investigate TGF-beta1’s effect 

on cancer stem cells (CSCs) identified as cells positive for CD133, side 

population (SP) and non-cancer stem cells (non-CSCs) identified as cells 

negative for CD133, and SP in the A549 cell line.  We demonstrate that TGF-

beta1 induces EMT in both CSC and non-CSC A549 sublines,  upregulating the 

expression of mesenchymal markers such as vimentin and Slug, and 

downregulating levels of epithelial markers such as e-cadherin and cytokeratins.  

CSC and non-CSC A549 sublines undergoing EMT show a strong migration 

and strong levels of MMP9 except for the CD133(-) cell fraction. OCT4 levels 

are strongly upregulated in all cell fractions except CD133(-) cells. On the 

contrary, wound size reveals that TGF-beta1 enhances motility in wild-type 
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A549 as well as CD133(+) and SP(+) cells. For CD133(-) and SP(-) cells, TGF-

beta1 exposure does not change the motility. Finally, assessment of growth 

kinetics reveals major colony-forming efficiency in CD133(+) A549 cells. In 

particular, SP(+) and SP(-)  A549 cells show more efficiency to form colonies 

than untreated corresponding cells, while for CD133(-) cells no change in 

colony number was observable after TGF-beta1 exposure. We conclude that it 

is possible to highlight different cell subpopulations with different grades of 

stemness. Each population seems to be involved in different biological 

mechanisms such as stemness maintenance, tumorigenicity, invasion and 

migration. 
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RESUMEN / SUMMARY:  - The National Lung Screening Trial demonstrated a 

significant mortality benefit for patients at high risk for lung cancer undergoing 

serial low-dose CT. Currently, the National Comprehensive Cancer Network 

and several United States-based professional associations recommend CT 

Lung screening for high-risk  patients. In the absence of established 

reimbursement, the authors modeled and implemented a free low-dose CT lung 

cancer screening program to provide equitable access to all eligible patients. 

Elements of the program reported in this article include a decentralized referral 

network, centralized program coordination, structured reporting, and a patient 

data management system. The experience and initial results observed in this 

clinical setting closely match the performance metrics of the National Lung 

Screening Trial with regard to cancer detection and  incidental findings rates. To 

eliminate health care disparities a vigorous lobbying effort will be needed to 

expedite reimbursement and make CT lung screening equally available to all 

patients at high-risk. 
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TÍTULO / TITLE:  - Transoesophageal endoscopic ultrasound-guided fine-needle 

aspiration of pleural effusion for the staging of non-small cell lung cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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RESUMEN / SUMMARY:  - OBJECTIVESThe efficacy of endoscopic ultrasound 

(EUS) for evaluating mediastinal  adenopathy in lung cancer is nowadays 

proven. However, its accuracy for detection of malignant pleural effusion per se 

has not been yet investigated. Herein we report our experience with EUS for 

detecting pleural effusion during the staging  procedure of non-small cell lung 

cancer (NSCLC) patients.METHODSBetween January 2009 and December 

2011, we performed endoscopic ultrasound-guided fine needle aspiration (EUS-
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FNA) on 92 selected NSCLC patients to evaluate the T and N factors and to 

acquire bioptic material and when this was detected, to sample the pleural 

effusion.RESULTSIn 10 patients (8 males and 2 females, mean age 66.9 +/-  

9.2 years) a pleural effusion was detected and sampled. In 7 out of the 10 

cases, the cytological examination of the fluid obtained by EUS-FNA tested 

positive for  malignant cells, thereby upgrading the case to Stage IV, 

irrespective of T and N  statuses. In 3 cases the cytology on the EUS-FNA 

material was proven to be negative for malignancy thereby allowing patients to 

be treated with curative intent without further delay.CONCLUSIONSEUS-FNA 

of the pleural fluid is a safe and simple procedure. Our data, albeit stemming 

from a limited study population,  show that it can be efficient in selected NSCLC 

cases for obtaining useful material and information with significant impact on the 

staging and, therefore, on the planning of the optimum therapeutic strategy. 
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RESUMEN / SUMMARY:  - Resistance to epidermal growth factor receptor tyrosine 

kinase inhibitors (EGFR-TKIs), gefitinib and erlotinib, is a critical problem in the 

treatment of EGFR mutant lung cancer. Several mechanisms, including bypass 

signaling by hepatocyte growth factor (HGF)-triggered Met activation, are 

implicated as mediators of resistance. The mammalian target of rapamycin 

(mTOR), is a downstream conduit of EGFR and MET signaling, and is thus 

considered a therapeutically attractive target in the treatment of various types of 

cancers. The purpose of this study was to examine whether 2 clinically 

approved mTOR inhibitors, temsirolimus and everolimus, overcome HGF-

dependent resistance to EGFR-TKIs in EGFR mutant lung cancer cells. Both 

temsirolimus and everolimus inhibited the phosphorylation of p70S6K and 4E-

BP1, which are downstream targets  of the mTOR pathway, and reduced the 

viability of EGFR mutant lung cancer cells,  PC-9, and HCC827, even in the 

presence of HGF in vitro. In a xenograft model, temsirolimus suppressed the 

growth of PC-9 cells overexpressing the HGF-gene; this was associated with 
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suppression of the mTOR signaling pathway and tumor angiogenesis. In 

contrast, erlotinib did not suppress this signaling pathway or tumor growth. 

Multiple mechanisms, including the inhibition of vascular endothelial growth 

factor production by tumor cells and suppression of endothelial cell viability, 

contribute to the anti-angiogenic effect of temsirolimus. These findings indicate 

that mTOR inhibitors may be useful for controlling HGF-triggered EGFR-TKI 

resistance in EGFR mutant lung cancer, and they provide the rationale for 

clinical trials of mTOR inhibitors in patients stratified by EGFR mutation and 

HGF expression status. 
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RESUMEN / SUMMARY:  - Purpose: To investigate the correlation between stage 

and histopathological characteristics of patients with lung cancer and local 

recurrence, as well as the incidence and the characteristics of local recurrence 

along with the possibility  of surgical retreatment. Methods: Studied were 51 

patients with locally relapsing lung cancer, initially treated surgically from 2003 

to 2007. The operations performed ranged from conservative wedge resections, 

standard lobectomies and pneumonectomies to extensive resections of the 

entire lung and chest wall. All patients underwent regular follow-up including 

thoracic CT scan every 3 months. Results: All patients were diagnosed with 

local recurrence after a median of 10 months (range 1-30) after primary surgery 

with curative intent. There was no statistically significant link between type of 

surgery and time to local recurrence. Patients with pathological stage I,II, and 

IIIa had a significantly longer time to local recurrence than those with stage IIIb 

and IV. Local recurrence sites were the bronchial stump, mediastinal lymph 

nodes, the remaining lung parenchyma, chest wall and a combination of these. 

Surgical retreatment was  possible in 20 of 51 patients (39.27percnt;). Chest 

wall was the commonest localization (20 of 51; 39.2%), also the most frequent 

in the group of surgically retreated patients (13 of 20; 65%). Squamous cell 

cancer (SCC) was the predominant histological type (38 of 51; 74.5%), followed 

by adenocarcinoma (9 of 51; 17.7%). Conclusion: SCC is the commonest 

locally relapsing lung cancer. The type of the initial surgical procedure didn’t 

have any impact on the incidence of local recurrence, but the extent and 

completeness of surgery did. The time to local recurrence heavily depended on 

the primary tumor pathological stage. Chest  wall was the commonest relapse 
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site, and the most suitable for surgical retreatment, which was related to the 

quality of surgery. 
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Evaluation of 18 beta-Glycyrrhetinic Acid Derivatives against Human Lung 

Cancer Cell Line A-549. 
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RESUMEN / SUMMARY:  - For the prediction of anticancer activity of glycyrrhetinic 

acid (GA-1) analogs against the human lung cancer cell line (A-549), a QSAR 

model was developed by forward stepwise multiple linear regression 

methodology. The regression coefficient (r2) and prediction accuracy (rCV2) of 

the QSAR model were taken 0.94 and 0.82, respectively in terms of correlation. 

The QSAR study indicates that the dipole moments, size of smallest ring, amine 

counts, hydroxyl and nitro functional groups are correlated well with cytotoxic 

activity. The docking studies showed high binding affinity of the predicted active 

compounds against the lung cancer target EGFR. These active glycyrrhetinic 

acid derivatives were then semi-synthesized, characterized and in-vitro tested 

for anticancer activity. The experimental results were in agreement with the 

predicted values and the ethyl oxalyl derivative of GA-1 (GA-3) showed equal 

cytotoxic activity to that of standard anticancer drug paclitaxel. 
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RESUMEN / SUMMARY:  - Non-Small-Cell-Lung-Cancer (NSCLC) represents 

approximately 85% of all lung cancers and remains poorly understood. While 
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signaling pathways operative during  organ development, including Sonic 

Hedgehog (Shh) and associated Gli transcription factors (Gli1-3), have recently 

been found to be reactivated in NSCLC, their functional role remains unclear. 

Here, we hypothesized that Shh/Gli1-3 could mediate NSCLC autonomous 

proliferation and epithelial/stromal signaling in the tumoral tissue. In this context, 

we have investigated the activity of Shh/Gli1-3 signaling in NSCLC in both, 

cancer and stromal cells. We report here that inhibition of Shh signaling induces 

a significant decrease in the proliferation of NSCLC cells. This effect is 

mediated by Gli1 and Gli2, but not Gli3, through regulation of cyclin D1 and 

cyclin D2 expression. While exogenous Shh was unable to induce signaling in 

either A549 lung adenocarcinoma or H520 lung squamous carcinoma cells, 

both cells were found to secrete Shh ligand, which induced fibroblast 

proliferation, survival, migration, invasion, and collagen synthesis. Furthermore, 

Shh secreted by NSCLC mediates the production of proangiogenic and 

metastatic factors in lung fibroblasts. Our results thus provide evidence that Shh 

plays an important role in mediating epithelial/mesenchymal crosstalk in 

NSCLC. While autonomous Gli activity controls NSCLC proliferation, increased 

Shh expression by NSCLC is associated with fibroblast activation in tumor-

associated stroma. Our study highlights the relevance of studying stromal-

associated cells in the context of NSCLC regarding  new prognosis and 

therapeutic options. 
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RESUMEN / SUMMARY:  - The deubiquitinating enzyme USP14 has been 

identified and biochemically studied,  but its role in lung cancer remains to be 

elucidated. The aim of this study was to evaluate the prognostic significance of 

USP14 in patients with lung adenocarcinoma and to define its role in lung 

cancer cell proliferation. USP14 mRNA levels in different non-small cell lung 

cancer (NSCLC) cell lines were detected by real-time qPCR. USP14 protein 

levels in surgically resected samples from NSCLC patients, and in NSCLC cell 

lines, were detected by immunohistochemistry or Western blot. The correlation 

of USP14 expression with clinical characteristics and prognosis was determined 
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by survival analysis. After silencing USP14, cell proliferation was assessed by 

MTT assay and the cell cycle  was measured by FACS assay. It was found that 

USP14 expression was upregulated in NSCLC cells, especially in 

adenocarcinoma cells. Over-expression of USP14 was associated with shorter 

overall survival of patients. Downregulation of USP14 expression arrested the 

cell cycle, which may be related to beta-catenin degradation. Over-expression 

of USP14 was associated with poor prognosis in NSCLC patients and promoted 

tumor cell proliferation, which suggests that USP14 is a tumor-promoting factor 

and a promising therapeutic target for NSCLC. 
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RESUMEN / SUMMARY:  - We report a case of synchronous hepatocellular 

carcinoma (HCC) and malignant peritoneal mesothelioma (MM-per). A 56-year-

old man with no past history of asbestos exposure, chronic viral hepatitis, or 

alcoholic liver injury was admitted to our hospital with left flank pain and 

abdominal tumor. Partial hepatectomy, splenectomy, partial diaphragm 

resection, and partial gastrectomy were performed. The tumor in the lateral 

segment of the liver was gray to white,  massive in appearance, and contained 

focal bile-producing nodules and extensive fibrous firm lesion. It had directly 

invaded the spleen and diaphragm. Liver cirrhosis was not found. The 

peritoneum contained multiple small nodules especially around the diaphragm, 

which mimicked carcinoma dissemination. After histological examination, the 

liver tumor was diagnosed as HCC. It had trabecular and scirrhous patterns and 

positive immunoreactivities for Hep-Par-1 and alpha-fetoprotein. The peritoneal 

nodules were diagnosed as MM-per, epithelioid type, with positive 

immunoreactivities for calretinin and cytokeratin 5/6. The two tumors collided 

around the diaphragm. Cases of MM synchronous with other primary malignant 

tumors have been reported, but most had a history of asbestos exposure unlike 

the present case. The carcinogenic background was unclear for two tumors in 

this case. This is an extremely rare and valuable case. 
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AUTORES / AUTHORS:  - Ohtaka K; Hida Y; Kaga K; Kato T; Muto J; Nakada-

Kubota R; Hirano S; Matsui Y 

INSTITUCIÓN / INSTITUTION:  - Department of Cardiovascular and Thoracic 

Surgery, Hokkaido University Graduate School of Medicine, Sapporo, Hokkaido, 

Japan. yhida@med.hokudai.ac.jp. 

RESUMEN / SUMMARY:  - BACKGROUND: Lung tumors showing ground-glass 

opacities on high-resolution computed tomography indicate the presence of 

inflammation, atypical adenomatous hyperplasia, or localized bronchioloalveolar 

carcinoma. We adopted a two-staged video-assisted thoracoscopic lobectomy 

strategy involving completion lobectomy for localized bronchioloalveolar 

carcinoma with an invasive component according to postoperative pathological 

examination by permanent section after partial resection. METHODS: Forty-one 

patients with undiagnosed small peripheral ground-glass opacity lesions 

underwent partial resection from 2001 to 2007 in Hokkaido University Hospital. 

Localized bronchioloalveolar carcinoma was classified according to the Noguchi 

classification for adenocarcinoma. Malignant  lesions other than Noguchi types 

A and B were considered for completion lobectomy and systemic mediastinal 

lymphadenectomy. Perioperative data of completion video-assisted 

thoracoscopic lobectomies were compared with data of 67 upfront video-

assisted thoracoscopic lobectomies for clinical stage IA adenocarcinoma 

performed during the same period. RESULTS: Postoperative pathological 

examination revealed 35 malignant and 6 non-malignant diseases. 

Histologically, all of the malignant diseases were adenocarcinomas of Noguchi 

type A (n = 7), B (n = 9), C (n = 18), and F (n = 1). Eleven of 19 patients (58%) 

with Noguchi type C or F underwent two-staged video-assisted thoracoscopic 

lobectomy. Three patients refused a second surgery. There was no cancer 

recurrence. The two-staged lobectomy group had a significantly longer 

operative time and more blood loss than the upfront lobectomy group. There 

was no surgical mortality or cancer recurrence. CONCLUSIONS: Two-staged 

lobectomy for undiagnosed small peripheral ground-glass opacity lesions 

showed satisfactory oncological results. However, low compliance for and 

invasiveness of the second surgery are concerns associated with this strategy. 

---------------------------------------------------- 

[859] 

TÍTULO / TITLE:  - No detection of simian virus 40 in malignant mesothelioma in 

Korea. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23618098&dopt=Abstract
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REVISTA / JOURNAL:  - Korean J Pathol. 2013 Apr;47(2):124-9. doi: 

10.4132/KoreanJPathol.2013.47.2.124.  Epub 2013 Apr 24. 

 ●●Enlace al texto completo (gratuito o de pago) 

4132/KoreanJPathol.2013.47.2.124 

AUTORES / AUTHORS:  - Eom M; Abdul-Ghafar J; Park SM; Han JH; Hong SW; 

Kwon KY; Ko ES; Kim L; Kim WS; Ha SY; Lee KY; Lee CH; Yoon HK; Choi YD; 

Chung MJ; Jung SH 

INSTITUCIÓN / INSTITUTION:  - Department of Pathology, Yonsei University Wonju 

College of Medicine, Wonju, Korea. 

RESUMEN / SUMMARY:  - BACKGROUND: Simian virus 40 (SV40), a 

polyomavirus, was discovered as a contaminant of a human polio vaccine in the 

1960s. It is known that malignant mesothelioma (MM) is associated with SV40, 

and that the virus works as a cofactor to the carcinogenetic effects of asbestos. 

However, the reports about the correlation between SV40 and MM have not 

been consistent. The purpose of this study is to identify SV40 in MM tissue in 

Korea through detection of SV40 protein and DNA. METHODS: We analyzed 

62 cases of available paraffin-blocks enrolled through the Korean Malignant 

Mesothelioma Surveillance System and performed immunohistochemistry for 

SV40 protein and real-time polymerase chain reaction (PCR) for SV40 DNA. 

RESULTS: Of 62 total cases, 40 had disease involving the pleura (64.5%), and 

29 (46.8%) were found to be of the epithelioid subtype. Immunostaining 

demonstrated that all examined tissues were negative for SV40 protein. 

Sufficient DNA was extracted for real-time PCR analysis from 36 cases. 

Quantitative PCR of these samples showed no increase in SV40 transcript 

compared  to the negative controls. CONCLUSIONS: SV40 is not associated 

with the development of MM in Korea. 

---------------------------------------------------- 

[860] 

TÍTULO / TITLE:  - Chemoprevention of lung squamous cell carcinoma by 

ginseng. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Cancer Prev Res (Phila). 2013 Jun;6(6):530-9. doi: 

10.1158/1940-6207.CAPR-12-0366. Epub 2013 Apr 2. 

 ●●Enlace al texto completo (gratuito o de pago) 1158/1940-6207.CAPR-

12-0366 

AUTORES / AUTHORS:  - Pan J; Zhang Q; Li K; Liu Q; Wang Y; You M 

INSTITUCIÓN / INSTITUTION:  - Corresponding Author: Ming You, Medical College 

of Wisconsin Cancer Center and Department of Pharmacology and Toxicology, 

Medical College of Wisconsin, 8701 Watertown Plank Road, Milwaukee, WI 

53226. Phone: 414-955-2565; Fax: 414-955-6058; E-mail: myou@mcw.edu. 

RESUMEN / SUMMARY:  - Ginseng has been used as a medicinal herb to maintain 

physical vitality for thousands of years, and it has also been shown to be a 

nonorgan-specific cancer preventive agent by several epidemiologic studies. 

http://dx.doi.org/10.4132/KoreanJPathol.2013.47.2.124
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However, the chemopreventive effects of Korea white ginseng (KWG) in lung 

squamous cell carcinoma (SCC) have not been tested. In this study, we 

investigated the chemopreventive activity of KWG in a mouse lung SCC model. 

N-nitroso-trischloroethylurea (NTCU) was used to induce lung tumors in female 

Swiss mice, and KWG was given orally. KWG significantly reduced the 

percentage of lung SCCs from 26.5% in the control group to 9.1% in the KWG 

group and in the meantime, increased the percentage of normal  bronchial and 

hyperplasia. KWG was also found to greatly reduce squamous cell lung tumor 

area from an average of 9.4% in control group to 1.5% in the KWG group. 

Treatment with KWG decreased Ki-67 staining, suggesting that the lung tumor 

inhibitory effects of KWG were partly through inhibition of proliferation.  High-

performance liquid chromatography/mass spectrometry identified 10 

ginsenosides from KWG extracts, Rb1 and Rd being the most abundant as 

detected in mouse blood and lung tissue. The tumor inhibitory effects of KWG 

are mediated by  inhibition of activator protein (AP-1), as showed by in vitro 

study conducted on  AP-1/NF-kappaB-dependent mouse non-small cell lung 

carcinoma cell lines. Western  blotting of lung tissues also indicated that NTCU 

upregulated AP-1 through phosphorylation of c-jun-NH2-kinase, which was 

downregulated by KWG in concurrence with its chemoprevention function. 

These results suggest that KWG could be a potential chemopreventive agent 

for lung SCC. Cancer Prev Res; 6(6); 530-9. ©2013 AACR. 

---------------------------------------------------- 

[861] 

TÍTULO / TITLE:  - In-flight arterial gas emboli from a ruptured bronchogenic cyst. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - CJEM. 2013;15(0):1-4. 

AUTORES / AUTHORS:  - Mak E; Wai Cheung K; Mondor F 

---------------------------------------------------- 

[862] 

TÍTULO / TITLE:  - A Synthetic Podophyllotoxin Derivative Exerts Anti-Cancer 

Effects by Inducing Mitotic Arrest and Pro-Apoptotic ER Stress in Lung Cancer 

Preclinical Models. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - PLoS One. 2013 Apr 30;8(4):e62082. doi: 

10.1371/journal.pone.0062082. Print 2013. 

 ●●Enlace al texto completo (gratuito o de pago) 

1371/journal.pone.0062082 

AUTORES / AUTHORS:  - Chen JY; Tang YA; Li WS; Chiou YC; Shieh JM; Wang 

YC 

INSTITUCIÓN / INSTITUTION:  - Institute of Basic Medical Sciences, National 

Cheng Kung University, Tainan, Taiwan, R.O.C. 

RESUMEN / SUMMARY:  - Some potent chemotherapy drugs including tubulin-

binding agents had been developed from nature plants, such as podophyllotoxin 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23673370&dopt=Abstract
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and paclitaxel. However, poor cytotoxic selectivity, serious side-effects, and 

limited effectiveness are still the major concerns in their therapeutic application. 

We developed a fully synthetic podophyllotoxin derivative named Ching001 and 

investigated its anti-tumor growth effects and mechanisms in lung cancer 

preclinical models. Ching001 showed a selective cytotoxicity to different lung 

cancer cell lines but  not to normal lung cells. Ching001 inhibited the 

polymerization of microtubule resulting in mitotic arrest as evident by the 

accumulation of mitosis-related proteins, survivin and aurora B, thereby leading 

to DNA damage and apoptosis. Ching001 also activated pro-apoptotic ER 

stress signaling pathway. Intraperitoneal injection of 2 mg/kg Ching001 

significantly inhibited the tumor growth of A549 xenograft, while injection of 0.2 

mg/kg Ching001 decreased the lung colonization ability of A549 cells in 

experimental metastasis assay. These anti-tumor growth and lung colonization 

inhibition effects were stronger than those of paclitaxel treatment at the same 

dosage. The xenograft tumor tissue stains further confirmed that Ching001 

induced mitosis arrest and tumor apoptosis. In addition, the hematology and 

biochemistry tests of blood samples as well as tissue examinations indicated 

that Ching001 treatment did not show apparent organ toxicities in tested 

animals. We provided preclinical evidence that novel synthetic microtubule 

inhibitor Ching001, which can trigger DNA damage and apoptosis by inducing 

mitotic arrest and ER stress, is a potential anti-cancer compound for further 

drug development. 

---------------------------------------------------- 

[863] 

TÍTULO / TITLE:  - Simultaneous bilateral spontaneous hydropneumothorax: a 

rare presentation of bilateral malignant pleural mesothelioma. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - British Medical J (BMJ). Acceso gratuito al texto 

completo. 

 ●●Enlace a la Editora de la Revista http://bmj.com/search.dtl   

 ●●Cita: British Medical J. (BMJ): <> Case Rep. 2013 May 15;2013. pii: 

bcr2013009350. doi: 10.1136/bcr-2013-009350. 

 ●●Enlace al texto completo (gratuito o de pago) 1136/bcr-2013-009350 

AUTORES / AUTHORS:  - Fayed HE; Woodcock VK; Grayez J 

INSTITUCIÓN / INSTITUTION:  - Department of Medicine, Oxford University 

Hospitals, Banbury, UK. 

RESUMEN / SUMMARY:  - This is a case of a 69-year-old man with a history of 

asbestos exposure who presented with acute shortness of breath. His chest x-

ray showed bilateral hydropneumothorax. Further investigations including CT 

chest and video-assisted thoracoscopic surgery revealed bilateral pleural 

thickening and histology confirmed epithelioid mesothelioma. This case 

highlights the need for clinicians  to be aware of atypical presentations of 

malignant pleural mesothelioma as well as the importance of considering 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23682089&dopt=Abstract
http://bmj.com/search.dtl
http://dx.doi.org/10.1136/bcr-2013-009350
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underlying secondary causes such as malignancy in the older patient 

presenting with spontaneous pneumo/hydropneumothorax. 

---------------------------------------------------- 

[864] 

TÍTULO / TITLE:  - Lung cancer in 2013. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Am Soc Clin Oncol Educ Book. 2013;2013:339-46. doi: 

E10.1200/EdBook_AM.2013.33.339. 

 ●●Enlace al texto completo (gratuito o de pago) 

1200/EdBook_AM.2013.33.339 

AUTORES / AUTHORS:  - Shepherd FA; Bunn PA; Paz-Ares L 

INSTITUCIÓN / INSTITUTION:  - From the Princess Margaret Hospital, University of 

Toronto, Toronto, Ontario, Canada; University of Colorado Denver, Aurora, CO; 

Medical Oncology Department, Instituto de Biomedicina de Sevilla and Hospital 

Universitario Virgen del Rocio,  Seville, España. 

RESUMEN / SUMMARY:  - Lung cancer is the leading worldwide cause of cancer 

death and the majority of patients present with metastatic stage IV disease. At 

diagnosis, clinical, histologic, and molecular features must be considered in 

therapeutic decision-making for systemic therapy. Molecular testing for at least 

epidermal growth factor receptor (EGFR) and ALK should be performed in all 

patients before  therapy. Platinum doublet chemotherapy may be considered for 

“fit” patients who do not have a molecular driver genetic abnormality. 

Bevacizumab can be considered for addition to the doublet in patients with 

nonsquamous cancers who have no contraindications. A pemetrexed 

combination is considered only in nonsquamous histology. Patients with EGFR 

mutations or ALK fusions should be treated with erlotinib or crizotinib, 

respectively, even in patients with tumor-related poor performance. The 

tyrosine-kinase inhibitors (TKIs) may be continued until multisite, symptomatic 

progression. For patients initially treated with a platinum doublet, maintenance 

chemotherapy with pemetrexed, erlotinib, gemcitabine, or possibly docetaxel is 

an option with selection based on clinical  features, histology, type of initial 

therapy, and response to first-line therapy. 

---------------------------------------------------- 

[865] 

TÍTULO / TITLE:  - Identification of proteomic signatures associated with lung 

cancer and COPD. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - J Proteomics. 2013 May 9. pii: S1874-3919(13)00234-0. 

doi: 10.1016/j.jprot.2013.04.037. 

 ●●Enlace al texto completo (gratuito o de pago) 1016/j.jprot.2013.04.037 

AUTORES / AUTHORS:  - Pastor MD; Nogal A; Molina-Pinelo S; Melendez R; 

Salinas A; Gonzalez De la Pena M; Martin-Juan J; Corral J; Garcia-Carbonero 

R; Carnero A; Paz-Ares L 
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INSTITUCIÓN / INSTITUTION:  - Instituto de Biomedicina de Sevilla (IBIS), (HUVR, 

CSIC, Universidad de Sevilla), Sevilla, España. 

RESUMEN / SUMMARY:  - Lung cancer (LC) and chronic obstructive pulmonary 

disease (COPD) commonly coexist in smokers, and the presence of COPD 

increases the risk of developing LC. The aim of this study was to identify distinct 

proteomic profiles able to discriminate these two pathological entities. Protein 

content was assessed in the bronchoalveolar lavage (BAL) of 60 patients 

classified in four groups: COPD, COPD and LC, LC without COPD, and control 

with neither COPD nor LC. Proteins were separated into spots by bidimensional 

polyacrylamide gel electrophoresis (2D-PAGE) and examined by matrix-

assisted laser desorption/ionization time of flight mass spectrometry (MALDI-

TOF/TOF). A total of 40 proteins were differentially expressed in the LC and/or 

COPD groups as compared with the control group. Distinct protein profiles were 

identified and validated for each pathological entity (LC and COPD). The main 

networks involved were related to inflammatory signalling, free radical 

scavenging and oxidative stress response, and glycolysis and gluconeogenesis 

pathways. The most relevant signalling link between LC and COPD was 

through the NF-kappaB pathway. In conclusion, the protein profiles identified 

contribute to elucidate the underlying pathogenic pathways of both diseases, 

and provide new tools of potential use as biomarkers for the early diagnosis of 

LC. BIOLOGICAL SIGNIFICANCE: Sequence coverage. The protein sequence 

coverage (95%) was estimated for specific proteins by the percentage of 

matching  amino acids from the identified peptides having confidence greater 

than or equal  to 95% divided by the total number of amino acids in the 

sequence. Ingenuity Pathways Analysis. Mapping of our proteins onto biological 

pathways and disease networks demonstrated that 22 proteins were linked to 

inflammatory signalling (p-value: 1.35 *10-08-1.42 *10-02), 15 proteins were 

associated with free radical scavenging and oxidative stress response (p-value: 

4.93 *10-11-1.27 *10-02), and  9 proteins were related with glycolysis and 

gluconeogenesis pathways (p-value: 7.39 *10-09-1.58 *10-02). 

---------------------------------------------------- 

[866] 

- CASTELLANO - 

TÍTULO / TITLE:Penfigo paraneoplasico: manifestacao inicial de cancer pulmonar. 

TÍTULO / TITLE:  - Paraneoplastic pemphigus: initial manifestation of lung cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Braz J Otorhinolaryngol. 2013 Apr;79(2):258. 

AUTORES / AUTHORS:  - Webster G; Marques PM; Ortega Filho RC; Sousa AD; 

Salmito MC 

INSTITUCIÓN / INSTITUTION:  - HSPM. 

---------------------------------------------------- 
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TÍTULO / TITLE:  - Squamous cell carcinoma of pancreas: an unusual site of 

relapse from early-stage  lung cancer: 12-month postsurgery. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - British Medical J (BMJ). Acceso gratuito al texto 

completo. 

 ●●Enlace a la Editora de la Revista http://bmj.com/search.dtl   

 ●●Cita: British Medical J. (BMJ): <> Case Rep. 2013 Apr 22;2013. pii: 

bcr2013009096. doi: 10.1136/bcr-2013-009096. 

 ●●Enlace al texto completo (gratuito o de pago) 1136/bcr-2013-009096 

AUTORES / AUTHORS:  - Sharma A; Alfa-Wali M; Rodriguez-Justo M; Polychronis 

A 

INSTITUCIÓN / INSTITUTION:  - Department of Oncology, Mount Vernon Hospital, 

Northwood, UK. drandy2003@gmail.com 

RESUMEN / SUMMARY:  - A 57-year-old man presented with abdominal pain and 

backache, weight loss of 10 kg and irregular bowel movements. He was 

previously diagnosed with Stage IB squamous cell carcinoma of lung and had 

undergone lobectomy 12 months previously. Investigations including imaging 

revealed a cystic mass in the body and tail of the pancreas which was biopsied 

and it was confirmed to be a recurrence of the squamous lung cancer involving 

the pancreas. He was treated with systemic chemotherapy and has shown a 

partial response on repeat imaging. This case illustrates a rare and unusual site 

of relapse in lung cancer after adjuvant therapy and a key message for follow-

up surveillance for these patients. 

---------------------------------------------------- 

[868] 

TÍTULO / TITLE:  - Enrichment strategies in glycomics based lung cancer 

biomarker development. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Proteomics Clin Appl. 2013 May 3. doi: 

10.1002/prca.201200131. 

 ●●Enlace al texto completo (gratuito o de pago) 1002/prca.201200131 

AUTORES / AUTHORS:  - Ruhaak LR; Nguyen UT; Stroble C; Taylor SL; Taguchi 

A; Hanash SM; Lebrilla CB; Kim K; Miyamoto S 

INSTITUCIÓN / INSTITUTION:  - Department of Chemistry, University of California 

Davis, Davis, CA, USA. 

RESUMEN / SUMMARY:  - PURPOSE: There is a need to identify better glycan 

biomarkers for diagnosis, early detection and treatment monitoring in lung 

cancer using biofluids such as blood. Biofluids are complex mixtures of proteins 

dominated by a few high abundance proteins that may not have specificity for 

lung cancer. Therefore two methods for protein enrichment were evaluated; 

affinity capturing of IgG and enrichment of medium abundance proteins, thus 

allowing us to determine which method yields the best candidate glycan 

biomarkers for lung cancer. EXPERIMENTAL  DESIGN: N-glycans isolated 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23608858&dopt=Abstract
http://bmj.com/search.dtl
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from plasma samples from 20 cases of lung adenocarcinoma and 20 matched 

controls were analyzed using nLC-PGC-chip-TOF-MS. N-glycan profiles were 

obtained for five different fractions: total plasma, isolated IgG, IgG depleted 

plasma, and the bound and flow-through fractions of protein enrichment. 

RESULTS: Four glycans differed significantly (FDR<0.05) between cases and 

controls in whole unfractionated plasma, while four other glycans differed 

significantly by cancer status in the IgG fraction. No significant glycan 

differences were observed in the other fractions. CONCLUSIONS  AND 

CLINICAL RELEVANCE: These results confirm that the N-glycan profile in 

plasma of lung cancer patients is different from healthy controls and appears to 

be dominated by alterations in relatively abundant proteins. This article is 

protected by copyright. All rights reserved. 

---------------------------------------------------- 

[869] 

TÍTULO / TITLE:  - Genome-wide identification of bone metastasis-related 

microRNAs in lung adenocarcinoma by high-throughput sequencing. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - PLoS One. 2013 Apr 8;8(4):e61212. doi: 

10.1371/journal.pone.0061212. Print 2013. 

 ●●Enlace al texto completo (gratuito o de pago) 

1371/journal.pone.0061212 

AUTORES / AUTHORS:  - Xie L; Yang Z; Li G; Shen L; Xiang X; Liu X; Xu D; Xu L; 

Chen Y; Tian Z; Chen X 

INSTITUCIÓN / INSTITUTION:  - Department of Medical Oncology, The Third 

Affiliated Hospital of Kunming Medical  University, Tumor Hospital of Yunnan 

Province, Kunming, PR China. 

RESUMEN / SUMMARY:  - BACKGROUND: MicroRNAs (miRNAs) are a class of 

small noncoding RNAs that regulate  gene expression at the post-transcriptional 

level. They participate in a wide variety of biological processes, including 

apoptosis, proliferation and metastasis. The aberrant expression of miRNAs has 

been found to play an important role in many cancers. RESULTS: To 

understand the roles of miRNAs in the bone metastasis of lung 

adenocarcinoma, we constructed two small RNA libraries from blood of lung 

adenocarcinoma patients with and without bone metastasis. High-throughput 

sequencing combined with differential expression analysis identified that 7 

microRNAs were down-regulated and 21 microRNAs were up-regulated in lung 

adenocarcinoma with bone metastasis. A total of 797 target genes of the 

differentially expressed microRNAs were identified using a bioinformatics 

approach. Functional annotation analysis indicated that a number of pathways 

might be involved in bone metastasis, survival of the primary origin  and 

metastatic angiogenesis of lung adenocarcinoma. These include the MAPK, 

Wnt,  and NF-kappaB signaling pathways, as well as pathways involving the 

matrix metalloproteinase, cytoskeletal protein and angiogenesis factors. 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23593434&dopt=Abstract
http://dx.doi.org/10.1371/journal.pone.0061212
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CONCLUSIONS: This study provides some insights into the molecular 

mechanisms that underlie lung adenocarcinoma development, thereby aiding 

the diagnosis and treatment of the disease. 

---------------------------------------------------- 

[870] 

TÍTULO / TITLE:  - The role of estrogen, progesterone and aromatase in human 

non-small-cell lung cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Lung Cancer Manag. 2012 Dec;1(4):259-272. 

 ●●Enlace al texto completo (gratuito o de pago) 2217/lmt.12.44 

AUTORES / AUTHORS:  - Kazmi N; Marquez-Garban DC; Aivazyan L; Hamilton N; 

Garon EB; Goodglick L; Pietras RJ 

INSTITUCIÓN / INSTITUTION:  - UCLA Geffen School of Medicine, Department of 

Medicine, Division of Hematology/Oncology, Factor Building 11-934, 700 

Tiverton Avenue, Los Angeles, CA 90095-16781, USA. 

RESUMEN / SUMMARY:  - Lung cancer is the leading cause of cancer-related 

deaths in both men and women worldwide. Despite advances in treatment, 

patients have few effective therapeutic options and survival rates remain low. 

Emerging evidence suggests that the hormones estrogen and progesterone 

play a key role in the progression of non-small-cell lung cancer (NSCLC). The 

aromatase enzyme, which is responsible for a key step in estrogen 

biosynthesis, elicits higher levels of estrogen in lung tumors as well as in 

metastases compared with nonmalignant tissues. Thus, aromatase may prove 

to be a key predictive biomarker for treatment of NSCLC. Epidemiologic and 

preclinical data show estrogens play a critical role in lung tumor development 

and progression. Two estrogen receptors, alpha and beta, are expressed in 

normal and in cancerous lung epithelium, and estrogen promotes gene  

transcription that stimulates cell proliferation and inhibits cell death. 

Furthermore, expression of both forms of estrogen receptor, progesterone 

receptor and aromatase in NSCLC specimens has been correlated with worse 

clinical outcomes. Combination therapies that include estrogen receptor 

downregulators and aromatase inhibitors are currently being assessed in Phase 

I-II clinical trials among patients with advanced NSCLC. Results will help guide 

future lung cancer management decisions, with a goal of achieving more 

effective and less toxic treatments for patients. 

---------------------------------------------------- 

[871] 

TÍTULO / TITLE:  - Hypersensitivity reactions to carboplatin and cisplatin in non-

small cell lung cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - J Thorac Dis. 2013 Apr;5(2):E53-7. doi: 

10.3978/j.issn.2072-1439.2012.06.12. 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23650476&dopt=Abstract
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 ●●Enlace al texto completo (gratuito o de pago) 3978/j.issn.2072-

1439.2012.06.12 

AUTORES / AUTHORS:  - Randall JM; Bharne AA; Bazhenova LA 

INSTITUCIÓN / INSTITUTION:  - Department of Medicine, University of California, 

San Diego, Moores Cancer Center, 3855 Health Sciences Drive, #0829, La 

Jolla, CA 92093-0829, USA; 

RESUMEN / SUMMARY:  - Non-small cell lung cancer (NSCLC) treatment has 

changed in the past ten years due to the acceptance of platinum-based 

adjuvant chemotherapy. In the event of relapse, patients are often retreated 

with platinum agents. Hypersensitivity reactions to carboplatin are well 

documented among gynecologic oncology patients. Now that adjuvant 

chemotherapy is a component of NSCLC treatment, platinum hypersensitivity is 

also a concern in the lung cancer population. A 74-year-old male developed 

relapsed NSCLC two years after a lobectomy and adjuvant chemotherapy 

including carboplatin. He was treated with a carboplatin containing  regimen, 

and experienced hypersensitivity during his 2(nd) cycle (post-relapse).  We 

briefly report four additional cases of platinum sensitivity in NSCLC patients, to 

highlight the increasing likelihood of platinum hypersensitivity in  this “at risk” 

group. Hypersensitivity reactions to platinum chemotherapeutics occur in 

NSCLC patients, and patients and treating medical staff should be aware  of 

this serious, treatment-related complication. 
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RESUMEN / SUMMARY:  - Dysregulation of microRNAs has a critical role in cancer 

progression. Here we identify an intronic microRNA, miR-135b that is 

upregulated in highly invasive non-small-cell lung cancer cells. Expression of 

miR-135b enhances cancer cell invasive and migratory abilities in vitro and 

promotes cancer metastasis in vivo, while specific inhibition of miR-135b by a 

miR-135b-specific molecular sponge and antagomirs suppresses cancer cell 

invasion, orthotopic lung tumour growth and metastasis in a mouse model. miR-

135b targets multiple key components in the Hippo pathway, including LATS2, 

beta-TrCP and NDR2, as well as LZTS1. Expression  of miR-135b, LZTS1, 

LATS2 and nuclear TAZ predicts poor outcomes of non-small-cell lung cancer. 

We find that miR-135b is dually regulated by DNA demethylation and nuclear 
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factor-kappaB signalling, implying that abnormal expression of miR-135b in 

cancer may result from inflammatory and epigenetic modulations. We conclude 

that miR-135b is an oncogenic microRNA and a potential therapeutic target for 

non-small-cell lung cancer. 
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RESUMEN / SUMMARY:  - Metastasis to the thyroid gland is uncommon compared 

with the frequency of primary thyroid tumors. The primary sites of metastatic 

thyroid tumors usually include the breast, lung, kidney and stomach. Among 

lung cancer types metastasizing to the thyroid, adenocarcinomas are the 

commonest followed by squamous and large cell carcinomas. Small cell lung 

carcinoma has not been frequently reported to cause thyroid metastatic 

deposits. Herein, we describe a patient with small cell lung cancer who 

developed metastatic lesions to the thyroid and brain simultaneously. Thyroid 

ultrasonography-guided fine-needle aspiration cytology (US-FNAC) and 

particularlyimmunocytochemistry documented metastasis from primary lung 

cancer. Clinical, cytopathological and therapeutic aspects of this unusual site of 

extrathoracic metastatic disease are discussed laying special emphasis on the 

paramount importance of the immunocytochemistry in distinguishing primary 

thyroid tumors from thyroid metastasis due to lung cancer. 

---------------------------------------------------- 

[874] 

- CASTELLANO - 

TÍTULO / TITLE:Dermatomiosite como primeira manifestacao de uma neoplasia 

pulmonar. 

TÍTULO / TITLE:  - Dermatomyositis as the first manifestation of a lung tumor. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Rev Port Pneumol. 2013 Apr 16. pii: S0873-

2159(12)00163-8. doi: 10.1016/j.rppneu.2012.11.002. 

 ●●Enlace al texto completo (gratuito o de pago) 

1016/j.rppneu.2012.11.002 

AUTORES / AUTHORS:  - Castro AS; Barroso A; Parente B 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23585950&dopt=Abstract
http://dx.doi.org/10.3978/j.issn.2072-1439.2012.06.03
http://dx.doi.org/10.3978/j.issn.2072-1439.2012.06.03
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23602006&dopt=Abstract
http://dx.doi.org/10.1016/j.rppneu.2012.11.002


664 

 

INSTITUCIÓN / INSTITUTION:  - Servico de Pneumologia, Centro Hospitalar Vila 

Nova Gaia-Espinho, Vila Nova de Gaia, Portugal. Electronic address: 

anasfcastro@gmail.com. 

RESUMEN / SUMMARY:  - Dermatomyositis (DM) is a rare disease characterised 

by proximal muscle weakness  and a typical cutaneous rash. The muscle 

biopsy shows inflammatory lesions consistent with myositis, being related to an 

increased risk of cancer, often considered as a paraneoplastic syndrome. The 

authors present a case of a 63-year-old man, with progressive proximal muscle 

weakness and cutaneous rash, appearing in two months. The muscle and skin 

biopsies were consistent with DM. Chest tomography showed a nodular image 

in the lingular region and bronchy biopsy confirmed the diagnosis of small cell 

lung carcinoma (SCLC). This clinical case intends to enhance the importance of 

a thorough diagnostic study in patients with DM, as it is often a paraneoplastic 

syndrome. 
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RESUMEN / SUMMARY:  - The etiology, gender distribution, pathology, natural 

history, and treatment options for mesothelioma (MM) differ substantially 

depending on the site of origin. Peritoneal mesothelioma (MPeM) is a rare 

disease, comprising only approximately 10% to 15% of the 2,500 cases of MM 

diagnosed in the United States  each year. Patients with MPeM are younger 

than patients with pleural MM, and a higher proportion, mostly women, are long-

term survivors. Most MPeM is caused by  asbestos exposure. Germ-line 

mutations of BAP1 (BRCA associated protein 1) can predispose to MM, uveal 

melanoma, and potentially other cancers. MPeM can be challenging to 

diagnose, and cytology is rarely helpful. Review by an experienced pathologist 

using a panel of at least two positive and two negative immunohistochemical 

stains is essential. The three major pathologic subtypes are  epithelial, 

sarcomatoid, and biphasic. Most cases are epithelial; the others have a dismal 

prognosis. Two indolent subtypes of borderline malignant potential-well-

differentiated papillary mesothelioma and benign multicystic mesothelioma-are 

more common in the peritoneum and are treated surgically. In highly selected 

patients receiving treatment at experienced referral centers, an  aggressive 
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locoregional strategy that combines cytoreductive surgery to remove all gross 

disease and hyperthermic intraperitoneal chemotherapy to treat residual 

microscopic tumors yields a 3-year survival of 60% and a median survival 

approaching 5 years, far better than expected from historic controls. This 

approach also provides durable palliation of malignant ascites in nearly all 

patients. Pemetrexed is the only U.S. Food and Drug Administration (FDA)-

approved systemic chemotherapy for pleural MM. Largely on the basis of data 

from pharmaceutical registry studies, the activity of pemetrexed-based 

chemotherapy appears to be similar in pleural MM and MPeM. 
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RESUMEN / SUMMARY:  - This paper describes a case of ovarian metastasis from 

lung carcinoma along with  its diagnostic challenges, clinical management, and 

review of the literature. A 49-year-old woman was admitted to our emergency 

department with complaints of abdominal pain and vomiting. A laparoscopic 

appendectomy was performed due to acute appendicitis, and a unilateral 

oophorectomy (left side) via laparoscopy was performed due to the detection of 

an ovarian mass. Immunohistochemical staining of the ovarian mass revealed 

that it was reactive to cytokeratin-7 (CK-7) but negative for CK-20. The 

immunohistochemical and pathological features of the tumor indicated an 

ovarian metastasis of non-small-cell lung cancer. The patient  underwent 

chemotherapy and was followed up by the oncology department. Her 

postoperative regular followup of 6 months showed that her condition was 

stable with no recurrence. The management of female patients with acute 

abdominal pain and pelvic masses should consist of a multidisciplinary 

approach to include the diagnosis of any distant organ metastasis. 
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RESUMEN / SUMMARY:  - We report a case of a 75-year-old woman with fulminant 

hepatic failure due to metastatic small-cell lung cancer (SCLC). The patient was 

hospitalised for the management of rapidly progressive hepatic failure. Thoracic 

radiology identified  a widened mediastinum, and prior to hospitalisation she 

had received antibiotics  for a urinary tract infection. Consequently, her hepatic 

failure was deemed to be due to either sarcoidosis with hepatic involvement or 

an antibiotic-related adverse event and was treated with prednisolone. 

However, the patient’s clinical  condition continued to deteriorate and a liver 

biopsy was obtained. Histopathology and immunohistochemistry tests 

demonstrated almost complete parenchymal replacement with metastatic 

SCLC. The patient was considered to be too unwell to receive chemotherapy 

and hence received best supportive care instead, and died shortly thereafter. 
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RESUMEN / SUMMARY:  - The distinctive cellular and mitochondrial dysfunctions 

of two human lung cancer  cell lines (H460 and HCC1588) from two human lung 

normal cell lines (MRC5 and L132) have been studied by dielectric barrier 

discharge (DBD) plasma treatment. This cytotoxicity is exposure time-

dependent, which is strongly mediated by the large amount of H2O2 and NOx in 

culture media generated by DBD nonthermal plasma. It is found that the cell 

number of lung cancer cells has been reduced more than  that of the lung 

normal cells. The mitochondrial vulnerability to reactive species in H460 may 

induce distinctively selective responses. Differential mitochondrial membrane 

potential decrease, mitochondrial enzymatic dysfunction, and mitochondrial 

morphological alteration are exhibited in two cell lines. These results suggest 

the nonthermal plasma treatment as an efficacious modality in lung cancer 

therapy. 
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RESUMEN / SUMMARY:  - Survival of patients with lung cancer could be 

significantly prolonged should the disease be diagnosed early. Growing 

evidence indicates that the immune response in the form of autoantibodies to 

developing cancer is present before clinical presentation. We used a phage-

displayed antibody library to select for recombinant scFvs that specifically bind 

to lung cancer-associated IgM autoantibodies. We selected for scFv 

recombinant antibodies reactive with circulating IgM autoantibodies found in the 

serum of patients with early stage lung adenocarcinoma but not matched 

controls. Discriminatory performance of 6 selected scFvs was validated in an 

independent set of serum from stage 1 adenocarcinoma and matching control 

groups using two independent novel methods developed for this application. 

The panel of 6 selected scFvs predicted cancer based on seroreactivity value 

with sensitivity of 0.8 and specificity of 0.87. Receiver Operative Characteristic 

curve (ROC) for combined 6 scFv has an AUC of 0.88 (95%CI, 0.76-1.0) as 

determined by fluorometric microvolume assay technology (FMAT) The ROC 

curve generated using a homogeneous bridging Mesa Scale Discovery  (MSD) 
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assay had an AUC of 0.72 (95% CI, 0.59-0.85). The panel of all 6 antibodies 

demonstrated better discriminative power than any single scFv alone. The scFv 

panel also demonstrated the association between a high score - based on 

seroreactivity - with poor survival. Selected scFvs were able to recognize lung 

cancer associated IgM autoantibodies in patient serum as early as 21 months 

before the clinical presentation of disease. The panel of antibodies discovered 

represents a potential unique non-invasive molecular tool to detect an immune 

response specific to lung adenocarcinoma at an early stage of disease. 
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RESUMEN / SUMMARY:  - The era of personalized medicine has come to the 

treatment of non-small cell lung cancer, and now molecular testing is part of the 

daily clinical decision, at least for patients with adenocarcinoma. Nevertheless, 

access to those tests is still very limited in the developing world. Developing 

countries must adapt their health care system to address that and grant access 

of patients with lung cancer  to those tests. Because of several differences 

among developing countries, strategies will certainly vary from country to 

country. Issues such as generation of local molecular epidemiology data, quality 

control, education of health care professionals, development of innovative local 

and regional strategies, interconnection between regulatory pathways for the 

approval of drugs, and companion molecular tests are required. 
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RESUMEN / SUMMARY:  - Sphingolipids play key roles in cancer, yet our current 

understanding of sphingolipid function in lung cancer is limited to a few key 

players. The best characterized of these are sphingosine-1-phoshate and 

ceramide which are described for their opposing roles in cell fate. However, 

because sphingolipids as a whole are readily interconverted by a complex 

enzymatic machinery, no single sphingolipid appears to have exactly one role. 

Instead, the roles of specific sphingolipids appear to be context specific as 

demonstrated by findings that ceramide-1-phosphate has both proliferative and 

apoptotic effects depending on its concentration. Therefore, we present herein 

several years of research on ceramide, a sphingolipid linked to apoptotic 

signaling, that is emerging in cancer research for its potential roles in 

proliferation and cell-to-cell communication via exosomes.Ceramide is a well-

studied sphingolipid in both normal and pathological conditions ranging from 

skin development to lung cancer. Interestingly, several groups have previously 

reported its increased levels in emphysema patients who are smokers, a patient 

subpopulation greatly susceptible to lung cancer. However, the molecular 

mechanisms through which cigarette smoke (CS) and ceramide accumulation 

lead to lung cancer, non-small cell lung cancer (NSCLC) specifically, are 

unknown.Interestingly, recent studies clearly establish that two signaling 

pathways are activated during CS exposure in the lung airway.  One centers on 

the activation of neutral sphingomyelinase2 (nSMase2), an enzyme that 

hydrolyzes sphingomyelin to ceramide. The other pathway focuses on the 

oncogenic EGF receptor (EGFR), which becomes aberrantly activated but not 

degraded, leading to prolonged proliferative signaling. Recent studies show that  

these two signaling pathways may actually converge and integrate. Specifically, 

Goldkorn et al. demonstrated that during CS exposure, EGFR is favorably co-

localized in ceramide-enriched regions of the plasma membrane, proposing that  

nSMase2/ceramide plays a role in the aberrant EGFR activation, leading to 

augmented tumorigenic signaling. Moreover, new findings indicate that CS 

exposure may induce resistance to the tyrosine kinase inhibitors (TKIs), used 

for treatment of NSCLC, merely through posttranslational molecular alterations. 

Furthermore, structural anomalies of the CS-activated EGFR appear to be 

supported by the excess ceramide produced by the CS-activated nSMase2 in 

the plasma membrane of lung epithelial cells.We present in this chapter the 

progression of the sphingolipid field in lung cancer using ceramide as an 

example. However, many crucial questions remain to be answered regarding 

the role of sphingolipids in lung cancer because of the glut of promising 

observations. 
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RESUMEN / SUMMARY:  - Lung cancer is the leading cause of cancer-related 

mortality worldwide. Recent evidence indicates that tumors contain a 

subpopulation of cancer stem cells (CSCs) that are responsible for tumor 

maintenance and spread. CSCs have recently  been linked to the occurrence of 

epithelial-to-mesenchymal transition (EMT). Neurotrophins (NTs) are growth 

factors that regulate the biology of embryonic stem cells and cancer cells, but 

still little is known about the role NTs in the  progression of lung cancer. In this 

work, we investigated the role of the NTs and their receptors using as a study 

system primary cell cultures derived from malignant pleural effusions (MPEs) of 

patients with adenocarcinoma of the lung. We assessed the expression of NTs 

and their receptors in MPE-derived adherent cultures vs. spheroids enriched in 

CSC markers. We observed in spheroids a selectively enhanced expression of 

TrkB, both at the mRNA and protein levels. Both K252a, a known inhibitor of Trk 

activity, and a siRNA against TrkB strongly  affected spheroid morphology, 

induced anoikis and decreased spheroid forming efficiency. Treatment with 

neurotrophins reversed the inhibitory effect of K252a. Importantly, TrkB 

inhibition caused loss of vimentin expression as well as that of a set of 

transcription factors known to be linked to EMT. These ex vivo results nicely 

correlated with an inverse relationship between TrkB and E-cadherin expression 

measured by immunohistochemistry in a panel of lung adenocarcinoma 

samples. We conclude that TrkB is involved in full acquisition of  EMT in lung 

cancer, and that its inhibition results in a less aggressive phenotype. 
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RESUMEN / SUMMARY:  - OBJECTIVE: To study risk factors for cell types of lung 

cancer. METHODS: Cohort study of 126,293 persons with 1852 subjects with 

incident cancer. We performed Cox proportional hazards models (8 covariates) 
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to estimate risk of the 4 most numerous specific cell types: adenocarcinoma, 

squamous cell carcinoma, small cell carcinoma, and bronchioloalveolar 

carcinoma. RESULTS: Smoking 1 or more cigarette packs per day was a 

powerful predictor (p < 0.0001) of all cell types, with hazard ratios ranging from 

5.8 for bronchioloalveolar to 62.7 for squamous cell carcinoma. Other hazard 

ratio ranges included male/female from 0.6 (bronchioloalveolar, p < 0.05) to 2.0 

(squamous, p < 0.001); black/white from 0.8 (small cell, p < 0.05) to 1.7 

(squamous, p < 0.001); Asian/white from 0.8 (small  cell) to 1.9 

(bronchioloalveolar); and alcohol intake of 3 or more drinks per day from 1.0 

(squamous) to 1.5 (adenocarcinoma, p < 0.01). College graduation and 

increasing body mass index were inversely related to risk of several cell types.  

Noteworthy sex-specific associations included increased risk of Asian vs white 

women for adenocarcinoma, squamous cell carcinoma and bronchioloalveolar 

carcinoma and substantially increased risk of adenocarcinoma in women with 

alcohol intake of 3 or more drinks per day. CONCLUSIONS: These risk factor 

disparities for lung cancer cell types presumably reflect biologic differences. 

Future investigation may contribute to increased understanding of 

tumorigenesis and optimal treatment. 
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TÍTULO / TITLE:  - Cytotoxic (A549) and antimicrobial effects of Methylobacterium 

sp. isolate (ERI-135) from Nilgiris forest soil, India. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Asian Pac J Trop Biomed. 2012 Sep;2(9):712-6. doi: 

10.1016/S2221-1691(12)60215-9. 

 ●●Enlace al texto completo (gratuito o de pago) 1016/S2221-

1691(12)60215-9 

AUTORES / AUTHORS:  - Balachandran C; Duraipandiyan V; Ignacimuthu S 

INSTITUCIÓN / INSTITUTION:  - Division of Microbiology, Entomology Research 

Institute, Loyola College, Chennai  - 600 034, India. 

RESUMEN / SUMMARY:  - OBJECTIVE: To assess the antimicrobial and cytotoxic 

effects of Methylobacterium  sp. isolated from soil sample of Doddabetta forest, 

Nilgiris, Western Ghats of Tamil Nadu. METHODS: Isolation of 

Methylobacterium was performed from soils by serial dilution plate technique. 

The strain was grown in modified nutrient gulucose agar (MNGA) medium to 

study the morphology and biochemical characteristics. Methylobacterium sp. 

was screened for its antimicrobial activity against pathogenic bacteria and fungi. 

The strain was subjected to 16S rRNA analysis and was identified as 

Methylobacterium sp. The nucleotide sequence of the 16S rRNA gene of the 

isolate exhibited close similarity with other Methylobacterium sp. and has been 

submitted to Genbank. The antibacterial substances were extracted using 

chloroform and ethyl acetate from MNGA medium in  which ERI-135 had grown 

for 5 d at 30 degrees C. Cytotoxic effect was also studied. GC-MS analysis was 
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carried out. The antimicrobial activity was assessed  using broth micro dilution 

technique. RESULTS: Ethyl acetate extract showed activity against bacteria 

such as Bacillus subtilis, Klebsiella pneumoniae (K. pneumoniae), 

Pseudomonas aeruginosa, Salmonella typhimurium, Shigella flexneri, 

Enterobacter aerogenes, Staphylococcus aureu and Staphylococcus 

epidermidis (S. epidermidis) and fungi such as, Candida albicans and 

Trichophyton rubrum. The lowest minimum inhibitory concentrations were: 250 

microg/mL against S. epidermidis and 250microg/mL against K. pneumonia. 

The isolate had the ability to produce enzymes such as protease. The exyract 

showed cytotoxic effect in human adenocarcinoma cancer cell line (A549). GC-

MS analysis showed the presence of isovaleric acid (3.64%), 2-Methylbutanoic 

acid (5.03%), isobutyramide (5.05%), N,N-oimethylformamide-di-t-butylacetal 

(9.79%), benzeneacetamide (15.56%), octyl  butyl phthalate (3.59%) and 

diisooctyl phthalate (5.79) in the extract. CONCLUSIONS: Methylobacterium sp. 

(ERI-135) showed promising antibacterial and cytotoxic activity. This is the first 

report in the antimicrobial and cytotoxic effect of Methylobacterium sp. 
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TÍTULO / TITLE:  - The involvement of NRF2 in lung cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Oxid Med Cell Longev. 2013;2013:746432. doi: 

10.1155/2013/746432. Epub 2013 Mar 18. 

 ●●Enlace al texto completo (gratuito o de pago) 1155/2013/746432 

AUTORES / AUTHORS:  - Bauer AK; Hill T 3rd; Alexander CM 

INSTITUCIÓN / INSTITUTION:  - Department of Environmental and Occupational 

Health, University of Colorado Anschutz Medical Campus, Aurora, CO 80045, 

USA. alison.bauer@ucdenver.edu 

RESUMEN / SUMMARY:  - Nuclear factor, erythroid-derived 2, like 2 (NRF2) is a 

key regulator of antioxidants and cellular stress responses. The role of NRF2 in 

pulmonary neoplasia, a diverse disease for which few biomarkers exist, is 

complicated and appears to depend on several main factors including the 

existence of activating mutations in NRF2 and/or loss of function mutations in 

KEAP1 and the stage of carcinogenesis studied, particularly in the mouse 

models tested. Therapeutic strategies for lung cancer targeting NRF2 have 

observed mixed results, both anti- and protumorigenic effects; however, these 

differences seem to reflect the mutation status of NRF2 or KEAP1. In this 

paper, we will discuss the studies on human NRF2 and the mechanisms 

proposed, several mouse models using various mice deficient in NRF2, as well 

as xenograft models, and the chemotherapeutic strategies using the NRF2 

pathway. 
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 ●●Enlace al texto completo (gratuito o de pago) 
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AUTORES / AUTHORS:  - Warren GW; Cummings KM 

INSTITUCIÓN / INSTITUTION:  - From the Department of Radiation Oncology, 

Department of Cell and Molecular Pharmacology and Experimental 

Therapeutics, Department of Psychiatry and Behavioral Sciences, Hollings 

Cancer Center, Medical University of South Carolina, Charleston SC. 

RESUMEN / SUMMARY:  - Tobacco use, primarily associated with cigarette 

smoking, is the largest preventable cause of cancer mortality, responsible for 

approximately one-third of all cancer deaths. Approximately 85% of lung 

cancers result from smoking, with an additional fraction caused by secondhand 

smoke exposure in nonsmokers. The risk of lung cancer is dose dependent, but 

can be dramatically reduced with tobacco cessation, especially if the person 

discontinues smoking early in life. The increase in lung cancer incidence in 

different countries around in the world parallels changes in cigarette 

consumption. Lung cancer risks are not reduced by  switching to filters or low-

tar/low-nicotine cigarettes. In patients with cancer, continued tobacco use after 

diagnosis is associated with poor therapeutic outcomes including increased 

treatment-related toxicity, increased risk of second primary cancer, decreased 

quality of life, and decreased survival. Tobacco cessation in patients with 

cancer may improve cancer treatment outcomes, but cessation support is often 

not provided by oncologists. Reducing the health related effects of tobacco 

requires coordinated efforts to reduce exposure to tobacco, accurately assess 

tobacco use in clinical settings, and increase access  to tobacco cessation 

support. Lung cancer screening and coordinated international tobacco control 

efforts offer the promise to dramatically reduce lung cancer mortality in the 

coming decades. 
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TÍTULO / TITLE:  - Multiple cutaneous nodules as the presenting sign of small cell 

lung cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - British Medical J (BMJ). Acceso gratuito al texto 

completo. 
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INSTITUCIÓN / INSTITUTION:  - Department of Respiratory Medicine, Mercy 

University Hospital, Cork, Ireland. 

RESUMEN / SUMMARY:  - We describe a 67-year-old male smoker who presented 

with an 8 week history of productive cough, dyspnoea on minimal exertion, 

weight loss of 8 kg and multiple  painful cutaneous nodules of varying size and 

morphology. A chest radiograph showed a mass at the right hilum. A CT 

examination showed extensive mediastinal lymphadenopathy with encasement 

of the lower trachea, carina and left main bronchus. The left main bronchus was 

95% stenosed and there were multiple liver metastases. Innumerable 

cutaneous nodules were also seen. A biopsy of one of the  cutaneous nodules 

confirmed metastases from a neuroendocrine lung primary tumour, consistent 

with extensive stage small cell lung cancer. The patient died soon after 

diagnosis. 
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TÍTULO / TITLE:  - Cell of origin of lung cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - J Carcinog. 2013 Mar 16;12:6. doi: 10.4103/1477-

3163.109033. Print 2013. 

 ●●Enlace al texto completo (gratuito o de pago) 4103/1477-3163.109033 

AUTORES / AUTHORS:  - Hanna JM; Onaitis MW 

INSTITUCIÓN / INSTITUTION:  - Department of Surgery, Duke University Medical 

Center, Durham. 

RESUMEN / SUMMARY:  - Lung cancer is the leading cause of cancer deaths 

worldwide, and current therapies are disappointing. Elucidation of the cell(s) of 

origin of lung cancer  may lead to new therapeutics. In addition, the discovery of 

putative cancer-initiating cells with stem cell properties in solid tumors has 

emerged as  an important area of cancer research that may explain the 

resistance of these tumors to currently available therapeutics. Progress in our 

understanding of normal tissue stem cells, tumor cell of origin, and cancer stem 

cells has been hampered by the heterogeneity of the disease, the lack of good 

in vivo transplantation models to assess stem cell behavior, and an overall 

incomplete understanding of the epithelial stem cell hierarchy. As such, a 

systematic computerized literature search of the MEDLINE database was used 

to identify articles discussing current knowledge about normal lung and lung 

cancer stem cells or progenitor cells. In this review, we discuss what is currently 

known about the role of cancer-initiating cells and normal stem cells in the 

development of lung tumors. 
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TÍTULO / TITLE:  - Exploring novel immune-related toxicities and endpoints with 

immune-checkpoint inhibitors in non-small cell lung cancer. 
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 ●●Enlace al texto completo (gratuito o de pago) 
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AUTORES / AUTHORS:  - Chow LQ 

INSTITUCIÓN / INSTITUTION:  - From the Department of Medicine, Division of 

Medical Oncology, University of Washington, Seattle, WA. 

RESUMEN / SUMMARY:  - Because of dramatic tumor regressions reported with 

the anti-programmed death-1 (PD-1) and anti-programmed death ligand-1 

(PDL-1) antibodies inhibiting the PD-1  immune checkpoint, non-small cell lung 

cancer (NSCLC) is now recognized as an immune-modifiable disease. As 

responses were observed in smaller numbers in phase I trials, the immunologic 

profiles and unique toxicities of these agents have not been fully established in 

NSCLC. Moreover, PD-1 checkpoint inhibitors in development by different 

companies may demonstrate diverse spectrums of activity  and toxicity. 

Although the cytotoxic T-lymphocyte antigen-4 (CTLA-4) checkpoint inhibitors in 

earlier phase studies appeared to have less impressive responses in NSCLC, 

their safety profile has been more broadly defined. The anti-CTLA-4 antibody, 

ipilimumab, has the best characterized immune-related toxicities (predominantly 

skin, gastrointestinal, hepatic, and endocrine) and management strategies in 

melanoma. Despite the lack of studies directly comparing these agents, 

toxicities from PD-1 inhibition seem milder than those of CTLA-4 inhibition, with 

distinct toxicities of pneumonitis infrequently observed with the BMS-936558 

anti-PD-1 antibody, nivolumamb, and frequent mild infusion reactions reported 

with the BMS-936559 anti-PDL-1 antibody. As lungs are critical organs often 

already compromised in NSCLC patients, immune-mediated pneumonitis can 

cause worrisome morbidity and mortality. Even though immune checkpoint 

inhibitors are being rapidly developed in a multitude of trials, optimal immune-

mediated toxicity management has not been determined, is evolving, and will be 

further explored. Early diagnosis and symptom management with 

corticosteroids form the basis of treatment. Assessment of new immune-

response criteria and use of primary endpoints of overall survival (OS) will be 

important  in the development of these immunotherapies in NSCLC. 
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RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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INSTITUCIÓN / INSTITUTION:  - Thoracic Oncology Laboratory, Department of 

Surgery, University of California, San Francisco, San Francisco, California 

94115, USA. 

RESUMEN / SUMMARY:  - Analysis of gene expression patterns in normal tissues 

and their perturbations in tumours can help to identify the functional roles of 

oncogenes or tumour suppressors and identify potential new therapeutic 

targets. Here, gene expression correlation networks were derived from 92 

normal human lung samples and patient-matched adenocarcinomas. The 

networks from normal lung show that NKX2-1 is linked to the alveolar type 2 

lineage, and identify PEBP4 as a novel marker expressed in alveolar type 2 

cells. Differential correlation analysis shows that  the NKX2-1 network in 

tumours includes pathways associated with glutamate metabolism, and 

identifies Vaccinia-related kinase (VRK1) as a potential drug target in a tumour-

specific mitotic network. We show that VRK1 inhibition cooperates with 

inhibition of poly (ADP-ribose) polymerase signalling to inhibit  growth of lung 

tumour cells. Targeting of genes that are recruited into tumour mitotic networks 

may provide a wider therapeutic window than that seen by inhibition of known 

mitotic genes. 
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TÍTULO / TITLE:  - Lung cancer screening update. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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INSTITUCIÓN / INSTITUTION:  - Department of Medicine Pulmonology, Elm and 

Carlton Streets, Roswell Park Cancer  Institute, Buffalo, New York, USA. 

RESUMEN / SUMMARY:  - Lung cancer is the leading cause of cancer-related 

mortality globally and the American cancer society estimates approximately 

226,160 new cases and 160,340 deaths from lung cancer in the USA in the 

year 2012. The majority of lung cancers are diagnosed in the later stages which 

impacts the overall survival. The 5-year  survival rate for pathological st age IA 

lung cancer is 73% but drops to only 13% for stage IV. Thus, early detection 

through screening and prevention are the keys to reduce the global burden of 

lung cancer. This article discusses the current state of lung cancer screening, 

including the results of the National Lung Cancer Screening Trial, the 

consideration of implementing computed tomography screening, and a brief 

overview of the role of bronchoscopy in early detection and potential biomarkers 

that may aid in the early diagnosis of lung cancer. 
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TÍTULO / TITLE:  - The EGFR family members sustain the neoplastic phenotype 

of ALK+ lung adenocarcinoma via EGR1. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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RESUMEN / SUMMARY:  - In non-small cell lung cancer (NSCLC), receptor 

tyrosine kinases (RTKs) stand out among causal dominant oncogenes, and the 

ablation of RTK signaling has emerged as a novel tailored therapeutic strategy. 

Nonetheless, long-term RTK inhibition leads invariably to acquired resistance, 

tumor recurrence and metastatic dissemination. In ALK+ cell lines, inhibition of 

ALK signaling was associated with coactivation of several RTKs, whose 

pharmacological suppression reverted the partial resistance to ALK blockade. 

Remarkably, ERBB2 signaling synergized with ALK and contributed to the 

neoplastic phenotype. Moreover, the engagement of wild-type epidermal growth 

factor receptor or MET receptors could sustain cell viability through early growth 

response 1 (EGR1) and/or Erk1/2; Akt activation and EGR1 overexpression 

prevented cell death induced by combined ALK/RTK inhibition. Membrane 

expression of ERBB2 in a subset of primary naive ALK+ NSCLC  could be 

relevant in the clinical arena. Our data demonstrate that the neoplastic 

phenotype of ALK-driven NSCLC relays ‘ab initio’ on the concomitant activation 

of multiple RTK signals via autocrine/paracrine regulatory loops. These findings 

suggest that molecular and functional signatures are required in de novo lung 

cancer patients for the design of efficacious and multi-targeted ‘patient-specific’ 

therapies. 
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TÍTULO / TITLE:  - Nicotine and lung cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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Institute, Buffalo, NY, USA ; Cell and Molecular Pharmacology and 

Experimental Therapeutics, Medical University of South Carolina, Charleston, 

SC, USA and Roswell Park Cancer Institute, Buffalo, NY, USA. 

RESUMEN / SUMMARY:  - Tobacco use in cancer patients is associated with 

increased cancer treatment failure and decreased survival. Nicotine is one of 

over 7,000 compounds in tobacco smoke and nicotine is the principal chemical 

associated with addiction. The purpose of this article is to review the tumor 

promoting activities of nicotine. Nicotine and its metabolites can promote tumor 

growth through increased proliferation, angiogenesis, migration, invasion, 

epithelial to mesenchymal transition, and stimulation of autocrine loops 

associated with tumor growth. Furthermore, nicotine can decrease the biologic 

effectiveness of conventional cancer treatments such as chemotherapy and 

radiotherapy. Common mechanisms appear to involve activation of nicotinic 

acetylcholine receptors and beta-adrenergic receptors leading to downstream 

activation of parallel signal transduction pathways that facilitate tumor 

progression and resistance to treatment. Data suggest that nicotine may be an 

important mechanism by which tobacco promotes tumor development, 

progression, and resistance to cancer treatment. 
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TÍTULO / TITLE:  - Primary Pulmonary Adenocarcinoma Mimicking Papillary 

Thyroid Carcinoma. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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Zheng GJ 

RESUMEN / SUMMARY:  - We herein reported a primary pulmonary papillary 

carcinoma with colloid-like luminal content in the glandular cavity and classic 

nuclear features such as pseudo-inclusions, intranuclear grooves in the tumor 

cell nuclei and ground glass nuclei which closely mimics papillary thyroid 

carcinoma. Meanwhile, lymph node in the left pulmonary hilum was involved 

and showed similar features to the primary  pulmonary papillary carcinoma. This 

specific histopathological presentation caused a diagnostic dilemma.The patient 

didn’t show previous concomitant or subsequent evidence of a thyroid tumor. 

Immunohistochemistry further confirmed pulmonary origin and excluded a 

metastasis from the thyroid, as it was thyroglobulin negative, thyroid 

transcription factor 1 and surfactant apoprotein  A positive, which was 

consistent with the imageology and history.Based on the above features, the 

diagnosis of primary pulmonary papillary carcinoma was confirmed. 

Understanding the existence of papillary thyroid carcinoma-like pulmonary 

papillary carcinoma will avoid misdiagnosis or unnecessary clinical and 

radiologic investigations in future. 
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TÍTULO / TITLE:  - Plasma cell myeloma initially presenting as lung cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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RESUMEN / SUMMARY:  - The development and progression of lung 

adenocarcinoma, one of the most common cancers, is driven by the interplay of 

genetic and epigenetic changes and the role of chromatin structure in malignant 

transformation remains poorly understood. We used systematic nucleosome 

distribution and chromatin accessibility microarray mapping platforms to analyze 

the genome-wide chromatin structure from normal tissues and from primary 

lung adenocarcinoma of different grades and stages. We identified chromatin-

based patterns across different patients with lung adenocarcinoma of different 

cancer grade and stage. Low-grade  cancers had nucleosome distributions very 

different compared with the corresponding normal tissue but had nearly 

identical chromatin accessibility. Conversely, nucleosome distributions of high-

grade cancers showed few differences. Substantial disruptions in chromosomal 

accessibility were seen in a  patient with a high-grade and high-stage tumor. 

These data imply that chromatin structure changes during the progression of 

lung adenocarcinoma. We have therefore developed a model in which low-

grade lung adenocarcinomas are linked to changes in nucleosome distributions, 

whereas higher-grade tumors are linked to large-scale chromosomal changes. 

These results provide a foundation for the development of a comprehensive 

framework linking the general and locus-specific roles of chromatin structure to 

lung cancer progression. We propose that this strategy has the potential to 
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identify a new class of chromatin-based diagnostic, prognostic and therapeutic 

markers in cancer progression. 
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RESUMEN / SUMMARY:  - Runs of homozygosity (ROHs) are a class of important 

but poorly studied genomic variations and may be involved in individual 

susceptibility to diseases. To better understand ROH and its relationship with 

lung cancer, we performed a genome-wide ROH analysis of a subset of a 

previous genome-wide case-control study (1,473 cases and 1,962 controls) in a 

Han Chinese population. ROHs were classified into two classes, based on 

lengths, intermediate and long ROHs, to evaluate their association with lung 

cancer risk using existing genome-wide single nucleotide polymorphism (SNP) 

data. We found that the overall level of intermediate ROHs was significantly 

associated with a decreased risk of lung cancer (odds ratio = 0.63; 95% 

confidence interval: 0.51-0.77; P = 4.78x10(-6) ), while the long ROHs seemed 

to be a risk factor of lung cancer. We also identified one ROH region at 14q23.1 

that was consistently associated with lung cancer risk  in the study. These 

results indicated that ROHs may be a new class of variation which may be 

associated with lung cancer risk, and genetic variants at 14q23.1 may be 

involved in the development of lung cancer. 
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RESUMEN / SUMMARY:  - Glutathione S-transferase mu2 (GST-M2) is a phase II 

detoxification enzyme. Low expression of GST-M2 in lung cancers is due to 

hypermethylation of its promoter.  Lung cancer with the GST mu-null genotype 

is associated with shorter survival. However, a correlation between GST-M2 

and important clinical parameters, as well  as the migration of GST-M2-

defective cells in lung cancer, has not been established. In the present study, 

we investigate the role of GST-M2 in cell migration and actin disassembly in 

lung cancer cells. GST-M2 and CCN2 mRNA levels were significantly reduced 

in non-small cell lung cancer (NSCLC) tumors when compared with matched 

normal lung tissues in 82 patients with NSCLC. We found that high expressions 

of both GST-M2 and CCN2 are correlated with favorable survival of patients 

with lung cancer when compared with similar patients without GST-M2 or CCN2 

expression. GST-M2 can induce CCN2 expression by driving the CCN2  

proximal promoter. Overexpression of GST-M2 decreases the formation of 

filopodia, resulting in remodeling of the reorganized cytoskeletons. 

Overexpression of GST-M2 significantly suppressed cancer cell migration on 

wound-healing assay. In  addition, overexpression of GST-M2 dramatically 

reduced tumor growth and metastasis in a xenograft mouse model. These data 

highlight the potential of GST-M2 as a novel tumor suppressor. GST-M2 

increases the expression of CCN2 in lung cancer cells, which inhibits cancer 

cell migration in lung cancer and animal models. Mol Cancer Res; 11(5); 518-

29. ©2013 AACR. 
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RESUMEN / SUMMARY:  - Desmoplastic mesothelioma is a rare subtype of diffuse 

malignant mesothelioma. A  72-year-old woman from East Anatolia presented 

with chest pain. The images of body positron emission tomography revealed 

irregular, left pleural thickening involving mediastinal and diaphragmatic 

surfaces with hypermetabolic characterization. The diagnosis of desmoplastic 

malignant mesothelioma was confirmed by minithoracotomy and 
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immunohistochemical staining with pan-cytokeratin, cytokeratin 5/6, calretinin, 

carcinoembryonic antigen, thyroid transcription factor-1, CD15, and HMB-45 on 

the biopsy specimen. This case is unique in terms of the reporting patient being 

from a nonendemic area for asbestos-related diseases and in terms of its rare 

histopathology. 
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RESUMEN / SUMMARY:  - Objective. To evaluate the validity of proxy interviews in 

obtaining information  on persons with rapidly fatal diseases such as malignant 

mesothelioma (MM). Methods. Persons with MM diagnosed in 2002 through 

2005 in New York and New Jersey and 1997-2004 in Wisconsin were eligible 

for inclusion in the project. Persons with MM and their family member proxy 

were interviewed using the same questionnaire designed by ATSDR to collect 

information on potential direct or indirect occupational and environmental 

exposure to asbestos, genetic, and health related malignancy predisposition, 

and exposure to tobacco products. Descriptive  statistics and the 

McNemar/Durkalski test were used to analyze 33 matched pairs.  Results. The 

overall study confirmed a generally high ability of proxies to give  interviews of 

comparable quality and completeness when asked dichotomous questions. The 

reliability of information collected from proxies varied by topic  and family 

relationship. Conclusions. Family proxy interviews, using dichotomous  

responses, can serve as an acceptable source of information about health and 

exposure-related risk factors for MM. 
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RESUMEN / SUMMARY:  - Actinomycosis of the spine with spinal cord 

compression is rare. Only 22 cases are reported in the literature. The authors 

describe a remarkable case of a large lesion leading to bony destruction and 

spinal cord compression in the cervicothoracic junction with a large intrathoracic 

extension, which was considered to be a metastatic pulmonary disease but 

turned out to be actinomycosis.Clinical Presentation A 55-year-old man 

presented with acute tetraparesis. Magnetic resonance imaging (MRI) and 

computed tomography (CT) imaging showed vertebral body collapse of T1 and 

partially C7 with spinal cord compression as well as a mass in the right upper 

lobe with multiple intrapulmonary nodules. Moreover, dorsal elements (laminae 

and spinous process) were also involved and partially destructed. Differential 

diagnosis favored metastatic pulmonary disease.Intervention Decompression 

surgery was performed by  anterior corpectomy of T1, stabilization with an 

expandable titanium cage and additional anterior plate C7-T2. Histology 

revealed typical sulfur granules. Microbiology exams were positive for 

Actinobacillus actinomycetemcomitans. There  was no proof of malignancy in 

thoracic biopsy in the late diagnostic work-up. To  prevent instrumentation 

failure, an external immobilization (halo fixation) was applied until complete 

fusion was documented in CT during the postoperative course. After an 11-

month course of ampicillin/sulbactam, there was complete resolution of the 

intrapulmonary and spinal pathology.Conclusion Thoracic actinomycosis with 

spinal involvement is a rare disease. Therefore, diagnosis may be difficult. 

Surgical intervention, correct diagnosis, and specific long-term antibiotic 

treatment resulted in favorable outcome. 
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RESUMEN / SUMMARY:  - Despite recent advances in treatment modalities, the 

survival rate of patients with lung cancer has not significantly improved. 

Therefore, new avenues are being explored in the era of evolving personalized 

patient management by early detection. Cytology is now the mainstay to 
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address the diagnostic needs of pulmonary malignancies. Cytology specimens 

deliver diagnostic results equivalent  to tissue biopsies. Fine-needle aspirations 

are equally useful to perform diagnostic, predictive, and prognostic 

immunohistochemical markers and molecular  analysis. This article reviews the 

main new technologies that produced this revolution. The new role of the 

cytopathologist in this time of interdisciplinary care is also discussed. 
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RESUMEN / SUMMARY:  - INTRODUCTION: Since determining of prognosis and 

treatment method is related to accurate evaluation of TNM staging of non small 

cell lung cancer (NSCLC), we aimed to evaluate the role of Video-assisted 

thoracic surgery (VATS) in staging of NSCLC. MATERIALS AND METHODS: 

This study was performed on 40 patients with NSCLC who had undergone 

preoperative staging and were candidate for curative surgery between 2008-

2010. They underwent VATS immediately before the surgery. After performing 

VATS, the patients underwent thoracotomy by posterolateral incision unless any 

criteria of inoperability were present. Diagnostic accuracy of VATS for 

confirmation or modification of preoperative staging was evaluated. RESULTS: 

M/F ratio was 21/19. Mean age of the patients was 57.2 +/- 16.64 yrs. The most 

common symptom was coughing in 90% of patients. 72.5% of the patients had 

endobronchial mass and only for 27.5% tissue sample was obtained by 

transthoracic needle biopsy (TTNB) method. After performing VATS, 6 patients 

were excluded from surgery (3 cases (7.5%) due to seeding plural metastasis, 2 

cases (5%) due to N2 involvement and one case (2.5%) due to satellite lesion in 

other lobes). Other 34 patients underwent surgery. Surgical resection was 

performed successfully in 31 cases (77.5%), but in 3 cases (7.5%) due to 

adhesion to hillum of the lung tumor was not resectable. According to the above 

results, VATS diagnosing accuracy was 92.5%. CONCLUSION: VATS can help 

to determine TNM staging and prevent unnecessary thoracotomy in some 

patients and we recommend this method for accurate staging of NSCLC. 
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RESUMEN / SUMMARY:  - The correct understanding of tumour development 

relies on the comprehensive study of proteins. They are the main orchestrators 

of vital processes, such as signalling pathways, which drive the carcinogenic 

process. Proteomic technologies can be applied to cancer research to detect 

differential protein expression and to assess different responses to treatment. 

Lung cancer is the number one cause of cancer-related death in the world. 

Mostly diagnosed at late stages of the disease, lung cancer has one of the 

lowest 5-year survival rates at 15 %. The use of different proteomic techniques 

such as two-dimensional gel electrophoresis (2D-PAGE), isotope labelling 

(ICAT, SILAC, iTRAQ) and mass spectrometry may yield new knowledge on the 

underlying biology of lung cancer and also allow the development of new early 

detection tests and the identification of changes in the cancer protein network 

that are associated with prognosis and drug resistance. 
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RESUMEN / SUMMARY:  - BACKGROUND: New pharmacologic targets are 

urgently needed to treat or prevent lung cancer, the most common cause of 

cancer death for men and women. This study  identified one such target. This is 

the canonical Wnt signaling pathway, which is deregulated in cancers, including 

those lacking adenomatous polyposis coli or beta-catenin mutations. Two poly-

ADP-ribose polymerase (PARP) enzymes regulate canonical Wnt activity: 

tankyrase (TNKS) 1 and TNKS2. These enzymes poly-ADP-ribosylate 

(PARsylate) and destabilize axin, a key component of the beta-catenin 

phosphorylation complex. METHODS: This study used comprehensive gene 

profiles to uncover deregulation of the Wnt pathway in murine transgenic and 
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human lung cancers, relative to normal lung. Antineoplastic consequences of 

genetic and pharmacologic targeting of TNKS in murine and human lung cancer 

cell  lines were explored, and validated in vivo in mice by implantation of murine 

transgenic lung cancer cells engineered with reduced TNKS expression relative 

to  controls. RESULTS: Microarray analyses comparing Wnt pathway members 

in malignant versus normal tissues of a murine transgenic cyclin E lung cancer 

model revealed  deregulation of Wnt pathway components, including TNKS1 

and TNKS2. Real-time PCR  assays independently confirmed these results in 

paired normal-malignant murine and human lung tissues. Individual treatments 

of a panel of human and murine lung cancer cell lines with the TNKS inhibitors 

XAV939 and IWR-1 dose-dependently repressed cell growth and increased 

cellular axin 1 and tankyrase levels. These inhibitors also repressed expression 

of a Wnt-responsive luciferase construct, implicating the Wnt pathway in 

conferring these antineoplastic effects. Individual or combined knockdown of 

TNKS1 and TNKS2 with siRNAs or shRNAs reduced lung cancer cell growth, 

stabilized axin, and repressed tumor formation in murine xenograft and 

syngeneic lung cancer models. CONCLUSIONS: Findings reported here 

uncovered deregulation of specific components of the Wnt pathway in both 

human and murine lung cancer models. Repressing TNKS activity through 

either genetic or pharmacological approaches antagonized canonical Wnt 

signaling, reduced murine and human lung cancer cell line growth, and 

decreased tumor formation in mouse models. Taken together, these findings 

implicate the use of TNKS inhibitors to target the Wnt pathway to combat lung 

cancer. 
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RESUMEN / SUMMARY:  - Fibroblasts, the major cell type in tumor stroma, are 

essential for tumor growth  and survival, and represent an important therapeutic 

target for cancers. Here we  presented a microfluidic co-culture device in which 

the three-dimensional (3D) matrix was employed to reconstruct an in vivo-like 

fibroblast-tumor cell microenvironment for investigation of the role of 

myofibroblasts induced by lung  cancer cells in the chemoresistance to VP-16. 

Composed of a double-layer chip and an injection pump, the device houses 
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fibroblasts and lung cancer cells co-cultured in 3D matrix and 2D mode to 

induce fibroblasts to become myofibroblasts with the supplement of the medium 

continuously. With this device,  we verified that the cytokines secreted by lung 

cancer cells could effectively transform the fibroblasts into myofibroblasts. 

Moreover, compared to fibroblasts, the myofibroblasts showed higher 

resistance to anticancer drug VP-16. We also demonstrated that this kind of 

acquired resistance in myofibroblasts was associated with the expression of 

Glucose-regulated protein 78 (GP78). We concluded that this device allows for 

the assay to characterize various cellular  events in a single device sequentially, 

facilitating a better understanding of the interactions among heterotypic cells in 

a sophisticated microenvironment. 
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RESUMEN / SUMMARY:  - BACKGROUND: Metastasis occurs in a series of 

discrete steps involving invasion, angiogenesis, lymphovascular space 

permeation, and establishment of secondary tumors. Malignant pleural effusion 

(MPE), a type of tumor metastasis, is usually  a poor prognostic sign for patients 

with pulmonary adenocarcinoma, although its underlying mechanism has 

received less attention than other types of metastases have. The objective of 

the current study was to confirm whether cancer stem cells (CSCs) in MPE 

contribute to the “metastatic cascade” through the epithelial - mesenchymal 

transition (EMT), anoikis, and adaptation in the microenvironment. METHODS: 

Pulmonary tissue and corresponding cell blocks of MPE samples from 20 

patients with primary adenocarcinoma were analyzed by immunohistochemical 

staining with CSC-representative markers (CD133, Nanog, and OCT-4) and 

EMT-associated markers (E-cadherin and vimentin). Correlations between 

these variables and clinico-pathological parameters were analyzed. Primary 

cultures from eight cases of MPE were investigated to characterize the CSC 

properties, including marker expression, sphere formation, and differentiation. 

RESULTS: Expressions of CSC-representative markers for 20 cases of MPE 

cell blocks were quite diverse and variable ranging from 15% to 90%. Stronger 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23658677&dopt=Abstract
http://dx.doi.org/10.1371/journal.pone.0054659


688 

 

expression of CSC-representative markers and alteration of EMT-associated 

markers were found at the invasive fronts and in MPEs compared with the 

expression in primary pulmonary tumor tissues. The expression of OCT-4 in 

MPEs significantly related to distant metastasis and stage, as well as inversely 

correlated with patient survival. Primary cultures confirmed the CSC properties 

in MPE. Five of eight cases of MPE  yielded adequate cell clusters, which also 

showed variable expressions of CSC markers in addition to sphere formation 

and the ability for differentiation and metastasis. CONCLUSION: This pilot study 

offers a better understanding of the metastatic cascade. Establishing a model of 

MPE will provide further insight into the role of CSCs in metastasis and may 

explain the high therapeutic failure rates for patients with MPE. 
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