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TÍTULO / TITLE:  - Adjuvant chemotherapy with gemcitabine and long-term outcomes 

among patients with resected pancreatic cancer: the CONKO-001 randomized trial. 

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

REVISTA / JOURNAL:  - JAMA. 2013 Oct 9;310(14):1473-81. doi: 

10.1001/jama.2013.279201. 
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AUTORES / AUTHORS:  - Oettle H; Neuhaus P; Hochhaus A; Hartmann JT; Gellert K; 

Ridwelski K; Niedergethmann M; Zulke C; Fahlke J; Arning MB; Sinn M; Hinke A; Riess 
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INSTITUCIÓN / INSTITUTION:  - Medizinische Klinik mit Schwerpunkt Hamatologie, 

Onkologie und Tumorimmunologie,  Charite-Universitatsmedizin Berlin, Berlin, 

Germany. helmut.oettle@charite.de 

RESUMEN / SUMMARY:  - IMPORTANCE: The prognosis for patients with pancreatic 

cancer is poor, even after resection with curative intent. Gemcitabine-based 

chemotherapy is standard treatment for advanced pancreatic cancer, but its effect on 

survival in the adjuvant setting has not been demonstrated. OBJECTIVE: To analyze 

whether previously reported improvement in disease-free survival with adjuvant 

gemcitabine therapy translates into improved overall survival. DESIGN, SETTING, 

AND PATIENTS: CONKO-001 (Charite Onkologie 001), a multicenter, open-label, 

phase 3 randomized trial to evaluate the efficacy and toxicity of gemcitabine in patients 

with pancreatic cancer after complete tumor resection. Patients with macroscopically 

completely removed pancreatic cancer entered the study between July 1998 and 

December 2004 in 88 hospitals in Germany and Austria. Follow-up ended in 

September 2012. INTERVENTIONS: After stratification for tumor stage, nodal status, 
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and resection status, patients were randomly assigned to either adjuvant gemcitabine 

treatment (1g/m2 d 1, 8, 15, q 4 weeks) for 6 months or to observation alone. MAIN 

OUTCOMES AND MEASURES: The primary end point was disease-free survival. 

Secondary end points included treatment safety and overall survival, with overall 

survival defined as the time from date of randomization to death. Patients lost to follow-

up were censored on the date of their last follow-up. RESULTS: A total of 368 patients 

were randomized, and 354 were eligible for intention-to-treat-analysis. By September 

2012, 308 patients (87.0%  [95% CI, 83.1%-90.1%]) had relapsed and 316 patients 

(89.3% [95% CI, 85.6%-92.1%]) had died. The median follow-up time was 136 months. 

The median disease-free survival was 13.4 (95% CI, 11.6-15.3) months in the 

treatment group  compared with 6.7 (95% CI, 6.0-7.5) months in the observation group 

(hazard ratio, 0.55 [95% CI, 0.44-0.69]; P < .001). Patients randomized to adjuvant 

gemcitabine treatment had prolonged overall survival compared with those randomized 

to observation alone (hazard ratio, 0.76 [95% CI, 0.61-0.95]; P = .01), with 5-year 

overall survival of 20.7% (95% CI, 14.7%-26.6%) vs 10.4% (95% CI, 5.9%-15.0%), 

respectively, and 10-year overall survival of 12.2% (95% CI, 7.3%-17.2%) vs 7.7% 

(95% CI, 3.6%-11.8%). CONCLUSIONS AND RELEVANCE: Among patients with 

macroscopic complete removal of pancreatic cancer, the use of adjuvant gemcitabine 

for 6 months compared with observation alone resulted in increased overall survival as 

well as disease-free survival. These findings provide strong support for the use of 

gemcitabine in this setting. TRIAL REGISTRATION: isrctn.org Identifier: 

ISRCTN34802808. 
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TÍTULO / TITLE:  - Increased survival in pancreatic cancer with nab-paclitaxel plus 

gemcitabine. 

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

REVISTA / JOURNAL:  - N Engl J Med. 2013 Oct 31;369(18):1691-703. doi: 

10.1056/NEJMoa1304369. Epub 2013 Oct 16. 

 ●● Enlace al texto completo (gratuito o de pago)  1056/NEJMoa1304369 
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INSTITUCIÓN / INSTITUTION:  - From the Translational Genomics Research Institute, 

Phoenix, and Virginia G. Piper Cancer Center, Scottsdale - both in Arizona (D.D.V.H., 

R.K.R.); Cancer Specialists, Fort Myers, FL (T.E.); Arena Oncology Associates, Lake 

Success (F.P.A.), and Roswell Park Cancer Institute, Buffalo (W.W.M.) - both in New 

York; University of Washington, Seattle (E.G.C.); Sarah Cannon Research Institute-

Tennessee Oncology, Nashville (J. Infante); Princess Margaret Hospital, Toronto 

(M.M.); Atlanta Cancer Care (T.S.) and Georgia Cancer Specialists (M.N.S.) - both in 

Atlanta; Blokhin Cancer Research Center, Moscow (S.A.T.); Southern Health, East 

Bentleigh, VIC (M.H.), Prince of Wales Hospital, Sydney (D.G.), and Bionomics, 

Thebarton, SA (J. Iglesias) - all in Australia; San Raffaele Scientific Institute, Milan 

(M.R.); Tom Baker Cancer Centre, Calgary, AB, Canada (S.D.); Sidney Kimmel 

Comprehensive Cancer Center at Johns Hopkins, Baltimore (D.L.); University of 

Pittsburgh Medical Center, Pittsburgh (N.B.); Vall d’Hebron University Hospital, 
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Universitat Autonoma de Barcelona, Barcelona (J.T.); Centro Integral Oncologico Clara 

Campal, Madrid (M.H.); University Hospitals Leuven and Katholieke Universiteit 

Leuven, Leuven, Belgium (E.V.C.); and Celgene, Summit, NJ (X.W., M.F.R.). 

RESUMEN / SUMMARY:  - BACKGROUND: In a phase 1-2 trial of albumin-bound 

paclitaxel (nab-paclitaxel) plus gemcitabine, substantial clinical activity was noted in 

patients with advanced pancreatic cancer. We conducted a phase 3 study of the 

efficacy and safety of the combination versus gemcitabine monotherapy in patients with 

metastatic pancreatic cancer. METHODS: We randomly assigned patients with a 

Karnofsky performance-status score of 70 or more (on a scale from 0 to 100, with  

higher scores indicating better performance status) to nab-paclitaxel (125 mg per 

square meter of body-surface area) followed by gemcitabine (1000 mg per square 

meter) on days 1, 8, and 15 every 4 weeks or gemcitabine monotherapy (1000 mg per 

square meter) weekly for 7 of 8 weeks (cycle 1) and then on days 1, 8, and 15 every 4 

weeks (cycle 2 and subsequent cycles). Patients received the study treatment until 

disease progression. The primary end point was overall survival;  secondary end points 

were progression-free survival and overall response rate. RESULTS: A total of 861 

patients were randomly assigned to nab-paclitaxel plus gemcitabine (431 patients) or 

gemcitabine (430). The median overall survival was  8.5 months in the nab-paclitaxel-

gemcitabine group as compared with 6.7 months in the gemcitabine group (hazard 

ratio for death, 0.72; 95% confidence interval [CI], 0.62 to 0.83; P<0.001). The survival 

rate was 35% in the nab-paclitaxel-gemcitabine group versus 22% in the gemcitabine 

group at 1 year, and 9% versus 4% at 2 years. The median progression-free survival 

was 5.5 months  in the nab-paclitaxel-gemcitabine group, as compared with 3.7 months 

in the gemcitabine group (hazard ratio for disease progression or death, 0.69; 95% CI, 

0.58 to 0.82; P<0.001); the response rate according to independent review was 23% 

versus 7% in the two groups (P<0.001). The most common adverse events of grade 3  

or higher were neutropenia (38% in the nab-paclitaxel-gemcitabine group vs. 27% in 

the gemcitabine group), fatigue (17% vs. 7%), and neuropathy (17% vs. 1%). Febrile 

neutropenia occurred in 3% versus 1% of the patients in the two groups. In the nab-

paclitaxel-gemcitabine group, neuropathy of grade 3 or higher improved to grade 1 or 

lower in a median of 29 days. CONCLUSIONS: In patients with metastatic pancreatic 

adenocarcinoma, nab-paclitaxel plus gemcitabine significantly improved overall 

survival, progression-free survival, and response  rate, but rates of peripheral 

neuropathy and myelosuppression were increased. (Funded by Celgene; 

ClinicalTrials.gov number, NCT00844649.). 
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INSTITUCIÓN / INSTITUTION:  - Elizabeth Poplin, Cancer Institute of New Jersey, New 

Brunswick, NJ; Mitch Raponi, Elaina Mann, Cynthia Voong, and Andrew Allen, Clovis 
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Hospital, London; Lindsey Rolfe and Paramjit Kaur, Clovis Oncology UK, Cambridge; 

T.R. Jeffrey Evans, University of Glasgow, Glasgow, United Kingdom; Tone Ikdahl,  

Oslo Universitetssykehus, Oslo, Norway; Ihor Bondarenko, Dnipropetrovsk State 

Medical Academy, Dnipropetrovsk; Volodymyr Bondar, Donetsk Regional Antitumor 

Center, Donetsk, Ukraine; Irina Davidenko, Clinical Oncology Center 1, Krasnodar; 

August Garin, Blokhin Russian Cancer Research Center, Moscow, Russia; Stefan 

Boeck, Steffen Ormanns, and Volker Heinemann, Ludwig-Maximilians-University of 
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Italy; and Roland Andersson, Lund University, Lund, Sweden. 

RESUMEN / SUMMARY:  - PURPOSE: Gemcitabine requires transporter proteins to 

cross cell membranes. Low expression of human equilibrative nucleoside transporter-1 

(hENT1) may result in  gemcitabine resistance in pancreatic ductal adenocarcinoma 

(PDAC). CO-101, a lipid-drug conjugate of gemcitabine, was rationally designed to 

enter cells independently of hENT1. We conducted a randomized controlled trial to 

determine whether CO-101 improved survival versus gemcitabine in patients with 

metastatic PDAC (mPDAC) with low hENT1. The study also tested the hypothesis that 

gemcitabine is more active in patients with mPDAC tumors with high versus low hENT1 

expression. PATIENTS AND METHODS: Patients were randomly assigned to CO-101 

or gemcitabine, after providing a metastasis sample for blinded hENT1 assessment. An 

immunohistochemistry test measuring tumor hENT1 was developed. To dichotomize  

the population, an hENT1 cutoff value was defined using primary PDAC samples from 

an adjuvant trial, and a high/low cutoff was applied. The primary end point was overall 

survival (OS) in the low hENT1 subgroup. RESULTS: Of 367 patients enrolled, hENT1 

status was measured in 358 patients (97.5%). Two hundred thirty-two (64.8%) of 358 

patients were hENT1 low. There was no difference in OS  between treatments in the 

low hENT1 subgroup or overall, with hazard ratios (HRs) of 0.994 (95% CI, 0.746 to 

1.326) and 1.072 (95% CI, 0.856 to 1.344), respectively. The toxicity profiles in both 

arms were similar. Within the gemcitabine arm, there was no difference in survival 

between the high and low hENT1 subgroups (HR, 1.147; 95% CI, 0.809 to 1.626). 

CONCLUSION: CO-101 is not superior to gemcitabine in patients with mPDAC and low 

tumor hENT1. Metastasis hENT1 expression did not predict gemcitabine outcome. 
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INSTITUCIÓN / INSTITUTION:  - Division of Hematology-Oncology, Department of 

Medicine, Samsung Medical Center,  Sungkyunkwan University School of Medicine, 50 

Irwon-dong Gangnam-gu, Seoul, 135-710, Korea. 

RESUMEN / SUMMARY:  - BACKGROUND: Statins have potential antineoplastic 

properties via arrest of cell-cycle progression and induction of apoptosis. A previous 

study demonstrated  in vitro and in vivo antineoplastic synergism between statins and 

gemcitabine. The present randomized, double-blinded, phase II trial compared the 

efficacy and  safety of gemcitabine plus simvastatin (GS) with those of gemcitabine 

plus placebo (GP) in patients with locally advanced and metastatic pancreatic cancer.  

METHODS: Patients were randomly assigned to receive a 3-week regimen with GS 

(gemcitabine 1,000 mg/m2 on days 1, 8, and 15 plus simvastatin 40 mg once daily)  or 

GP (gemcitabine 1,000 mg/m2 on days 1, 8, and 15 plus placebo). The primary end 

point was time to progression (TTP). RESULTS: Between December 2008 and April 

2012, 114 patients were enrolled. The median TTP was not significantly different  

between the two arms, being 2.4 months (95 % CI 0.7-4.1 months) and 3.6 months (95 

% CI 3.1-4.1 months) in the GS and GP arms, respectively (P = 0.903). The overall 

disease control rate was 39.7 % (95 % CI 12.2-33.8 %) and 57.1 % (95 % CI 19.8-44.2 

%) in the GS and GP arms, respectively (P = 0.09). The 1-year expected  survival rates 

were similar (27.7 and 31.7 % in the GS and GP arms, respectively; P = 0.654). 

Occurrence of grade 3 or 4 adverse events was similar in both arms, and no patients 

had rhabdomyolysis. CONCLUSIONS: Adding low-dose simvastatin to gemcitabine in 

advanced pancreatic cancer does not provide clinical benefit, although it also does not 

result in increased toxicity. Given the emerging role of statins in overcoming resistance 

to anti-EGFR treatment, further studies are justified to evaluate the efficacy and safety 

of combined simvastatin and anti-EGFR agents, such as erlotinib or cetuximab, plus 

gemcitabine for treating advanced pancreatic cancer. 
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TÍTULO / TITLE:  - Loss of DAXX and ATRX are Associated with Chromosome 

Instability and Reduced Survival of Patients with Pancreatic Neuroendocrine Tumors. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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INSTITUCIÓN / INSTITUTION:  - Institute of Pathology, University of Bern, Switzerland. 

RESUMEN / SUMMARY:  - BACKGROUND & AIMS: Sporadic pancreatic 

neuroendocrine tumors (pNETs) are rare and genetically heterogeneous. Chromosome 

instability (CIN) has been detected in pNETs from patients with poor outcomes, but no 

specific genetic factors have been associated with CIN. Mutations in DAXX or ATRX 

(which both encode proteins involved in chromatin remodeling) have been detected in 

40% of pNETs, in association with activation of alternative lengthening of telomeres. 

We investigated whether loss of DAXX or ATRX, and consequent alternative 

lengthening of telomeres, are related to CIN in pNETs. We also assessed whether loss 

of DAXX  or ATRX is associated with specific phenotypes of pNETs. METHODS: We 

collected well-differentiated primary pNET samples from 142 patients at the University 
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Hospital Zurich and 101 patients at the University Hospital Bern, Switzerland. Clinical 

follow-up data were obtained for 149 patients from general practitioners and tumor 

registries. The tumors were reclassified into 3 groups according to the 2010 WHO 

classification. Samples were analyzed by immunohistochemistrey and telomeric 

fluorescence in situ hybridization. We correlated loss of DAXX, or ARTX expression, 

and activation of alternative lengthening of telomeres with data from comparative 

genomic hybridization array studies, as well as with clinical and pathology features of 

the tumors and relapse and survival data. RESULTS: Loss of  DAXX or ARTX protein 

and alternative lengthening of telomeres were associated with CIN in pNETs. 

Furthermore, loss of DAXX or ARTX correlated with tumor stage  and metastasis, 

reduced time of relapse-free survival, and decreased time of tumor-associated survival. 

CONCLUSIONS: Loss of DAXX or ARTX is associated with CIN in pNETs and shorter 

survival times of patients. These results support the hypothesis that DAXX- and ATRX-

negative tumors are a more aggressive subtype of pNET, and could lead to 

identification of strategies to target CIN in pancreatic  tumors. 
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predicts poor outcome in patients undergoing adjuvant therapy for resected pancreatic 
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Institute, Emory University, Atlanta, GA, USA. 

RESUMEN / SUMMARY:  - The DNA damage response (DDR) promotes genome 

integrity and serves as a cancer barrier in precancerous lesions but paradoxically may 

promote cancer survival. Genes that activate the DDR when dysregulated could 

function as useful biomarkers for outcome in cancer patients. Using a siRNA screen in 

human pancreatic cancer cells, we identified the CHD5 tumor suppressor as a gene, 

which, when silenced, activates the DDR. We evaluated the relationship of CHD5 

expression with DDR activation in human pancreatic cancer cells and the association 

of CHD5 expression in 80 patients with resected pancreatic adenocarcinoma (PAC) by 

immunohistochemical analysis with clinical outcome. CHD5 depletion and low CHD5 

expression in human pancreatic cancer cells lead to increased H2AX-Ser139 and 

CHK2-Thr68 phosphorylation and accumulation into nuclear foci. On Kaplan-Meier log-

rank survival analysis, patients with low CHD5 expression had a median recurrence-

free survival (RFS) of 5.3 vs 15.4 months for patients with high CHD5  expression 

(P=0.03). In 59 patients receiving adjuvant chemotherapy, low CHD5 expression was 

associated with decreased RFS (4.5 vs 16.3 months; P=0.001) and overall survival 

(OS) (7.2 vs 21.6 months; P=0.003). On multivariate Cox regression analysis, low 

CHD5 expression remained associated with worse OS (HR: 3.187 (95% CI: 1.49-6.81); 

P=0.003) in patients undergoing adjuvant chemotherapy. Thus, low CHD5 expression 

activates the DDR and predicts for worse OS in patients with resected PAC receiving 
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adjuvant chemotherapy. Our findings support a model in which dysregulated 

expression of tumor suppressor genes that induce DDR activation can be utilized as 

biomarkers for poor outcome.Oncogene advance online publication, 25 November 

2013; doi:10.1038/onc.2013.488. 
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RESUMEN / SUMMARY:  - Response Evaluation Criteria In Solid Tumors (RECIST) 

(unidimensional), Southwest Oncology Group (SWOG) solid tumor response criteria 

(bidimensional), and their modified variants are commonly used in the tumor response 

assessment after treatment of gastroenteropancreatic and thoracic neuroendocrine 

tumors (NETs). In the current study, RECIST, SWOG criteria, modified RECIST 

(mRECIST), and modified SWOG (mSWOG) criteria were compared in patients with 

NETs treated with [(177)Lu-DOTA(0),Tyr(3)]octreotate ((177)Lu-octreotate). 

METHODS: Two-hundred sixty-eight Dutch patients with NETs who had been treated 

with (177)Lu-octreotate between January 2000 and April 2007 were studied. CT or MR 

imaging scans were analyzed using RECIST, SWOG criteria, mRECIST, and mSWOG 

criteria (including the  tumor response class minor response [decrease of 13%-30% for 

mRECIST and 25%-50%  for mSWOG]). The outcomes were correlated with 

progression-free survival (PFS) and overall survival (OS). RESULTS: Eleven patients 

had an unknown tumor response and were excluded. The rates of objective response 

(OR) (complete response + partial response [+minor response for 

mRECIST/mSWOG]), stable disease, and progressive disease (PD) were 28%, 49%, 

and 24%, respectively, according to RECIST; 25%, 49%, and 26%, respectively, 

according to SWOG; 44%, 33%, and 24%, respectively, according to mRECIST; and 

45%, 29%, and 26%, respectively, according to mSWOG. In patients who had OR, 

stable disease, or PD, the median PFS was 26-30, 27-34, and 8 mo, respectively, with 

any of the 4 response criteria. In patients who had OR, stable disease, or PD, the 

median OS was 55-57, 56-74, and 11-12 mo, respectively, with any of the 4 response 

criteria. Subanalyses for patients who had progression before treatment start were 

comparable. CONCLUSION:  Patients with PD as treatment outcome had significantly 

shorter PFS and OS than patients with an OR or stable disease with all 4 scoring 

systems. PFS and OS were comparable for patients with tumor regression and stable 

disease. The addition of the response class minor response did not improve the 

correlation with PFS and OS. The 4 scoring systems gave comparable results in terms 

of PFS and OS per categorized outcome. 
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RESUMEN / SUMMARY:  - BACKGROUND & AIMS: TRAILR1 (TNFRSF10A) and 

TRAILR2 (TNFRSF10B) on the plasma membrane bind ligands that activate apoptotic 

and other signaling pathways. Cancer cells also might have TRAILR2 in the cytoplasm 

or nucleus, although little is known about its activities in these locations. We 

investigated the functions of nuclear TRAILR2 in cancer cell lines. METHODS: Proteins 

that interact with TRAILR2 initially were identified in pancreatic cancer cells by 

immunoprecipitation, mass spectrometry, and immunofluorescence analyses. Findings 

were validated in colon, renal, lung, and breast cancer cells. Functions of TRAILR2 

were determined from small interfering RNA knockdown, real-time polymerase chain 

reaction, Drosha-activity, microRNA array, proliferation, differentiation, and immunoblot 

experiments. We assessed the effects of TRAILR2 overexpression or knockdown in 

human pancreatic ductal adenocarcinoma (PDAC) cells and their ability to form tumors 

in mice. We also analyzed levels of TRAILR2 in sections of PDACs and non-neoplastic 

peritumoral ducts from patients.  RESULTS: TRAILR2 was found to interact with the 

core microprocessor components Drosha and DGCR8 and the associated regulatory 

proteins p68, hnRNPA1, NF45, and NF90 in nuclei of PDAC and other tumor cells. 

Knockdown of TRAILR2 increased Drosha-mediated processing of the let-7 microRNA 

precursor primary let-7 (resulting in increased levels of mature let-7), reduced levels of 

the let-7 targets (LIN28B and HMGA2), and inhibited cell proliferation. PDAC tissues 

from patients had higher levels of nuclear TRAILR2 than non-neoplastic pancreatic 

tissue, which correlated with increased nuclear levels of HMGA2 and poor outcomes. 

Knockdown of TRAILR2 in PDAC cells slowed their growth as orthotopic tumors in 

mice. Reduced nuclear levels of TRAILR2 in cultured pancreatic epithelial cells 

promoted their differentiation. CONCLUSIONS: Nuclear TRAILR2 inhibits maturation of 

the microRNA let-7 in pancreatic cancer cell lines and increases their proliferation. 

Pancreatic tumor samples have increased levels of  nuclear TRAILR2, which correlate 

with poor outcome of patients. These findings indicate that in the nucleus, death 

receptors can function as tumor promoters and might be therapeutic targets. 
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RESUMEN / SUMMARY:  - PURPOSE: Use of the fourth-generation oral fluoropyrimidine 

S-1 together with gemcitabine has shown striking anticancer effects. In this single-arm 

phase I trial of preoperative combination therapy using gemcitabine and S-1 

concurrently  with radiotherapy, we verified the safety and feasibility and determined 

the maximum-tolerated dose of each drug in patients with resectable pancreatic 

cancer. METHODS: A standard 3+3 dose escalation scheme was used. Patients with 

cytologically or histologically proven resectable pancreatic ductal adenocarcinoma 

were administered 30-min intravenous gemcitabine infusions on days 1, 8, 22, and 29 

and S-1 orally on days 1-5, 8-12, 22-26, and 29-33. A total radiation dose of 50.4 Gy 

(1.8 Gy/day, 5 times per week, 28 fractions) was concurrently delivered. Surgical 

exploration was scheduled 4-7 weeks after the final radiation fraction. RESULTS: 

Twenty-one patients were enrolled. No treatment-related deaths occurred during this 

study. Recommended doses were determined to be 80 mg/m2 of S-1 daily and 1,000 

mg/m2 of gemcitabine. CA19-9 was reduced to <50 % of baseline values in 12 (75 %) 

of 16 measurable patients. Nineteen of 21 enrolled patients successfully underwent 

surgical resection. CONCLUSIONS: Preoperative chemoradiotherapy consisting of 

gemcitabine and S-1 concurrent with full-dose radiation is feasible and well tolerated. 
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RESUMEN / SUMMARY:  - OBJECTIVES:: To use regret decision theory methodology to 

assess three treatment  strategies in pancreatic adenocarcinoma. BACKGROUND:: 

Pancreatic adenocarcinoma is uniformly fatal without operative intervention. Resection 

can prolong survival in some patients; however, it is associated with significant 

morbidity and mortality. Regret theory serves as a novel framework linking both 

rationality and intuition to determine the optimal course for physicians facing difficult 
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decisions related to treatment. METHODS:: We used the Cox proportional hazards 

model to predict survival of patients with pancreatic adenocarcinoma and generated a 

decision model using regret-based decision curve analysis, which integrates both the 

patient’s prognosis and the physician’s preferences expressed in terms of regret 

associated with a certain action. A physician’s treatment preferences are indicated by a 

threshold probability, which is the probability of death/survival at which the physician is 

uncertain whether or not to perform surgery. The analysis modeled 3 possible choices: 

perform surgery on all patients; never perform surgery; and act according to the 

prediction model. RESULTS:: The records of 156 consecutive patients with pancreatic 

adenocarcinoma  were retrospectively evaluated by a single surgeon at a tertiary 

referral center. Significant independent predictors of overall survival included 

preoperative stage [P = 0.005; 95% confidence interval (CI), 1.19-2.27], vitality (P < 

0.001;  95% CI, 0.96-0.98), daily physical function (P < 0.001; 95% CI, 0.97-0.99), and 

pathological stage (P < 0.001; 95% CI, 3.06-16.05). Compared with the “always 

aggressive” or “always passive” surgical treatment strategies, the survival model was 

associated with the least amount of regret for a wide range of threshold probabilities. 

CONCLUSIONS:: Regret-based decision curve analysis provides a novel perspective 

for making treatment-related decisions by incorporating the decision maker’s 

preferences expressed as his or her estimates of benefits and harms associated with 

the treatment considered. 
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RESUMEN / SUMMARY:  - Background:Recent evidence indicates that the host 

inflammatory response has an important role in the tumour progression. Elevated C-

reactive protein (CRP) levels have been previously associated with poor prognosis in 

several cancer types including small-scale studies in pancreatic cancer (PC) patients. 

The purpose of the present study was to validate the prognostic impact of plasma CRP  

levels at date of diagnosis on cancer-specific survival (CSS) in a large cohort of PC 

patients.Methods:Data from 474 consecutive patients with adenocarcinoma of  the 

pancreas, treated between 2004 and 2012 at a single centre, were evaluated 

retrospectively. CSS was analysed using the Kaplan-Meier method. To evaluate the  

prognostic significance of plasma CRP levels, univariate and multivariate Cox analyses 

were applied.Results:High plasma CRP levels at diagnosis were significantly 

associated with well-established prognostic factors, including high tumour stage and 

tumour grade and the administration of chemotherapy (P<0.05). In univariate analysis, 

we observed that a high plasma CRP level was a consistent factor for poor CSS in PC 

patients (hazard ratio (HR)=2.21; 95% confidence interval (CI)=1.68-2.92, P<0.001). In 
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multivariate analysis, tumour stage, grade, administration of chemotherapy, a high 

neutrophil-lymphocyte ratio and the highest quartile of CRP levels (HR=1.60, 95% 

CI=1.16-2.21; P=0.005) were identified as independent prognostic factors in PC 

patients.Conclusion:In conclusion, we confirmed a significant association of elevated 

CRP levels with poor clinical outcome in PC patients. Our results indicate that the 

plasma CRP level might represent a useful marker for patient stratification in PC 

management.British Journal of Cancer advance online publication, 7 November 2013; 

doi:10.1038/bjc.2013.701 www.bjcancer.com. 
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RESUMEN / SUMMARY:  - Despite the accumulating knowledge of alterations in 

pancreatic cancer molecular  pathways, no substantial improvements in the clinical 

prognosis have been made and this malignancy continues to be a leading cause of 

cancer death in the Western World. The orphan nuclear receptor COUP-TFII is a 

regulator of a wide range of biological processes and it may exert a pro-oncogenic role 

in cancer cells; interestingly, indirect evidences suggest that the receptor could be 

involved in pancreatic cancer. The aim of this study was to evaluate the expression of 

COUP-TFII in human pancreatic tumors and to unveil its role in the  regulation of 

pancreatic tumor growth. We evaluated COUP-TFII expression by 

immunohistochemistry on primary samples. We analyzed the effect of the nuclear 

receptor silencing in human pancreatic cancer cells by means of shRNA expressing  

cell lines. We finally confirmed the in vitro results by in vivo experiments on nude mice. 

COUP-TFII is expressed in 69% of tested primary samples and correlates with the N1 

and M1 status and clinical stage; Kaplan-Meier and Cox regression analysis show that 

it may be an independent prognostic factor of worst outcome. In vitro silencing of 

COUP-TFII reduces the cell growth and invasiveness and it strongly inhibits 

angiogenesis, an effect mediated by the regulation of VEGF-C. In nude mice, COUP-

TFII silencing reduces tumor growth by 40%. Our results suggest that COUP-TFII 

might be an important regulator of the behavior of pancreatic adenocarcinoma, thus 

representing a possible new target for pancreatic cancer therapy. 
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RESUMEN / SUMMARY:  - BACKGROUND: Few studies have examined trends in 

pancreatic cancer death rates in  the United States, and there have been no studies 

examining recent trends using age-period-cohort analysis. METHODS: Annual 

percentage change in pancreatic cancer death rates was calculated for 1970 to 2009 

by sex and race among adults aged 35 to 84 years using US mortality data provided by 

the National Center for Health Statistics and Joinpoint Regression. Age-period-cohort 

modeling was performed to evaluate the changes in cohort and period effects. All 

statistical tests were two-sided. RESULTS: In white men, pancreatic cancer death rates 

decreased by 0.7% per year from 1970 to 1995 and then increased by 0.4% per year  

through 2009. Among white women, rates increased slightly from 1970 to 1984, 

stabilized until the late 1990s, then increased by 0.5% per year through 2009. In 

contrast, the rates among blacks increased between 1970 and the late 1980s (women) 

or early 1990s (men) and then decreased thereafter. Age-period-cohort analysis 

showed that pancreatic cancer death risk was highest for the 1900 to 1910 birth cohort 

in men and the 1920 to 1930 birth cohort in women and there was a statistically 

significant increase in period effects since the late 1990s in both white men and white 

women (two-sided Wald test, P < .001). CONCLUSIONS: In the United States, whites 

and blacks experienced opposite trends in pancreatic cancer death rates between 

1970 and 2009 that are largely unexplainable by known  risk factors. This study 

underscores the needs for urgent action to curb the increasing trends of pancreatic 

cancer in whites and for better understanding of  the etiology of this disease. 
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RESUMEN / SUMMARY:  - BACKGROUND & AIMS: As in other tumor types, 

progression of pancreatic cancer may  require a functionally unique population of 

cancer stem cells. Although such cells have been identified in many invasive cancers, it 

is not clear whether they emerge during early or late stages of tumorigenesis. Using 

mouse models and human pancreatic cancer cell lines, we investigated whether 

preinvasive pancreatic neoplasia contains a subpopulation of cells with distinct 

morphologies and cancer stem cell-like properties. METHODS: Pancreatic tissue 

samples were collected from the KCPdx1, KPCPdx1, and KCiMist1 mouse models of 

pancreatic intraepithelial neoplasia (PanIN) and analyzed by confocal and electron 

microscopy, lineage tracing, and fluorescence-activated cell sorting. Subpopulations of 

human pancreatic ductal adenocarcinoma (PDAC) cells were similarly analyzed and 

also used in complementary DNA microarray analyses. RESULTS: The microtubule 

regulator DCLK1 marked a morphologically distinct and functionally unique population 

of pancreatic cancer-initiating cells. These cells displayed morphological and molecular 

features of gastrointestinal tuft cells. Cells that expressed DCLK1 also expressed high 

levels of ATAT1, HES1, HEY1, IGF1R, and ABL1, and manipulation of these pathways 

in PDAC cell lines inhibited their clonogenic potential. Pharmacological inhibition of 

gamma-secretase activity reduced the abundance of these cells in murine PanIN in a 

manner that correlated with inhibition of PanIN progression. CONCLUSIONS: Human 

PDAC cells and pancreatic neoplasms in mice contain morphologically and functionally 

distinct subpopulations that have cancer stem cell-like properties. These populations 

can  be identified at the earliest stages of pancreatic tumorigenesis and provide new  

cellular and molecular targets for pancreatic cancer treatment and/or chemoprevention. 
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RESUMEN / SUMMARY:  - BACKGROUND: Despite significant improvements in 

perioperative mortality as well as response rates to multimodality treatment, results 

after surgical resection of pancreatic adenocarcinoma with respect to long-term 
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outcomes remain disappointing. Patient recruitment for prospective international trials 

on adjuvant and neoadjuvant regimens is challenging for various reasons. We set out  

to assess the preconditions and potential to perform perioperative trials for pancreatic 

cancer within a well-established Austrian nationwide network of surgical and medical 

oncologists (Austrian Breast & Colorectal Cancer Study Group). METHODS: From 

2005 to 2010 five high-volume centers and one medium-volume center completed 

standardized data entry forms with 33 parameters (history and patient related data, 

preoperative clinical staging and work-up, surgical details and intraoperative findings, 

postoperative complications, reinterventions, reoperations, 30-day mortality, histology, 

and timing of multimodality treatment). Outside of the study group, in Austria pancreatic 

resections are performed in three “high-volume” centers (>10 pancreatic resections per 

year), three “medium-volume” centers (5-10 pancreatic resections per year), and the 

rest in various low-volume centers (<5 pancreatic resections per year) in Austria. 

Nationwide data for prevalence of and surgical resections for pancreatic 

adenocarcinoma were contributed by the National Cancer Registry of Statistics of  

Austria and the Austrian Health Institute. RESULTS: In total, 492 consecutive patients 

underwent pancreatic resection for ductal adenocarcinoma. All postoperative 

complications leading to hospital readmission were treated at the primary surgical 

department and documented in the database. Overall morbidity and pancreatic fistula 

rate were 45.5 % and 10.1 %, respectively. Within the entire cohort there were 9.8 % 

radiological reinterventions and 10.4 % reoperations. Length of stay was 16 days in 

median (0-209); 12 of 492 patients died within 30 days after operation, resulting in a 

30-day mortality rate of 2.4 %. Seven of the total 19 deaths (36.8 %) occurred after 30 

days, during hospitalization at the surgical department, resulting in a hospital mortality 

rate of 3.9 % (19/492). With a standardized histopathological protocol, there were 70 % 

(21/30) R0 resections, 30 % (9/30) R1 resections, and no R2 resections in Vienna and 

62.7 %  (32/51) R0 resections, 35.3 % (18/51) R1 resections, and 2 % (1/51) R2 

resections in Salzburg. Resection margin status with nonstandardized protocols was 

classified as R0 in 82 % (339/411), R1 in 16 % (16/411), and R2 in 1.2 % (5/411). 

Perioperative chemotherapy was administered in 81.1 % of patients (8.3 % 

neoadjuvant; 68.5 % adjuvant; 4.3 % palliative); chemoradiotherapy (1.6 % 

neoadjuvant; 3 % adjuvant; 0.2 % palliative), in 4.9 % of patients. The six centers that 

contributed to this registry initiative provided surgical treatment  to 40 % of all Austrian 

patients, resulting in a median annual recruitment of 85  (51-104) patients for the entire 

ABCSG-group and a median of 11.8 (0-38) surgeries for each individual department. 

CONCLUSIONS: Surgical quality data of the ABCSG core pancreatic group are in line 

with international standards. With continuing centralization the essential potential to 

perform prospective clinical trials for pancreatic adenocarcinoma is given in Austria. 

Several protocol proposals aiming at surgical and multimodality research questions are 

currently being discussed. 
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RESUMEN / SUMMARY:  - We recently demonstrated that plectin is a robust biomarker 

for pancreatic ductal adenocarcinoma (PDAC), one of the most aggressive 

malignancies. In normal physiology, plectin is an intracellular scaffolding protein, but 

we have demonstrated localization on the extracellular surface of PDAC cells. In this 

study, we confirmed cell surface localization. Interestingly, we found that plectin cell 

surface localization was attributable to its presence in exosomes secreted from PDAC 

cells, which is dependent on the expression of integrin beta4, a protein known to 

interact with cytosolic plectin. Moreover, plectin expression  was necessary for efficient 

exosome production and was required to sustain enhanced tumor growth in 

immunodeficient and in immunocompetent mice. It is now clear that this PDAC 

biomarker plays a role in PDAC, and further understanding of plectin’s contribution to 

PDAC could enable improved therapies. 
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RESUMEN / SUMMARY:  - RAS is the most frequently mutated oncogene in human 

cancers. Despite decades of  effort, anti-RAS therapies have remained elusive. 

Isoprenylcysteine carboxylmethyltransferase (ICMT) methylates RAS and other CaaX-

containing proteins, but its potential as a target for cancer therapy has not been fully 

evaluated. We crossed a Pdx1-Cre;LSL-KrasG12D mouse, which is a model of 

pancreatic ductal adenocarcinoma (PDA), with a mouse harboring a floxed allele of 

Icmt. Surprisingly, we found that ICMT deficiency dramatically accelerated the 

development and progression of neoplasia. ICMT-deficient pancreatic ductal epithelial 

cells had a slight growth advantage and were resistant to premature senescence by a 
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mechanism that involved suppression of cyclin-dependent kinase inhibitor 2A 

(p16INK4A) expression. ICMT deficiency precisely phenocopied Notch1  deficiency in 

the Pdx1-Cre;LSL-KrasG12D model by exacerbating pancreatic intraepithelial 

neoplasias, promoting facial papillomas, and derepressing Wnt signaling. Silencing 

ICMT in human osteosarcoma cells decreased Notch1 signaling  in response to 

stimulation with cell-surface ligands. Additionally, targeted silencing of Ste14, the 

Drosophila homolog of Icmt, resulted in defects in wing development, consistent with 

Notch loss of function. Our data suggest that ICMT behaves like a tumor suppressor in 

PDA because it is required for Notch1 signaling. 
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RESUMEN / SUMMARY:  - BACKGROUND & AIMS: There has not been a broad 

analysis of the combined effects of altered activities of microRNAs (miRNAs) in 

pancreatic ductal adenocarcinoma (PDAC) cells, and it is unclear how these might 

affect tumor progression or patient outcomes. METHODS: We combined data from 

miRNA and messenger RNA (mRNA) expression profiles and bioinformatic analyses to 

identify an miRNA-mRNA regulatory network in PDAC cell lines (PANC-1 and MIA 

PaCa-2) and in PDAC samples from patients. We used this information to identify 

miRNAs that contribute most to tumorigenesis. RESULTS: We identified 3 miRNAs 

(MIR21, MIR23A, and MIR27A) that acted as cooperative repressors of a network of 

tumor suppressor genes that  included PDCD4, BTG2, and NEDD4L. Inhibition of 

MIR21, MIR23A, and MIR27A had synergistic effects in reducing proliferation of PDAC 

cells in culture and growth of xenograft tumors in mice. The level of inhibition was 

greater than that of inhibition of MIR21 alone. In 91 PDAC samples from patients, high 

levels of a combination of MIR21, MIR23A, and MIR27A were associated with shorter 

survival times after surgical resection. CONCLUSIONS: In an integrated data analysis, 

we identified functional miRNA-mRNA interactions that contribute to growth of PDACs. 

These findings indicate that miRNAs act together to promote tumor progression; 

therapeutic strategies might require inhibition of several miRNAs. 
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RESUMEN / SUMMARY:  - PURPOSE: Previously, we reported PIK3CA gene mutations 

in high-grade intraductal  papillary mucinous neoplasms (IPMN). However, the 

contribution of phosphatidylinositol-3 kinase pathway (PI3K) dysregulation to 

pancreatic carcinogenesis is not fully understood and its prognostic value unknown. 

We investigated the dysregulation of the PI3K signaling pathway in IPMN and its 

clinical implication.EXPERIMENTAL DESIGN: Thirty-six IPMN specimens were 

examined by novel mutant-enriched sequencing methods for hot-spot mutations in the 

PIK3CA  and AKT1 genes. PIK3CA and AKT1 gene amplifications and loss of 

heterozygosity at the PTEN locus were also evaluated. In addition, the expression 

levels of PDPK1/PDK1, PTEN, and Ki67 were analyzed by 

immunohistochemistry.RESULTS: Three cases carrying the E17K mutation in the 

AKT1 gene and one case harboring the H1047R mutation in the PIK3CA gene were 

detected among the 36 cases. PDK1 was significantly overexpressed in the high-grade 

IPMN versus low-grade IPMN (P = 0.034) and in pancreatic and intestinal-type of IPMN 

versus gastric-type of IPMN  (P = 0.020). Loss of PTEN expression was strongly 

associated with presence of invasive carcinoma and poor survival in these IPMN 

patients (P = 0.014).CONCLUSION: This is the first report of AKT1 mutations in IPMN. 

Our data indicate that oncogenic activation of the PI3K pathway can contribute to the 

progression of IPMN, in particular loss of PTEN expression. This finding suggests the 

potential employment of PI3K pathway-targeted therapies for IPMN patients. The 

incorporation of PTEN expression status in making surgical decisions may also benefit 

IPMN patients and should warrant further investigation. Clin Cancer Res;  1-12. ©2013 

AACR. 
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RESUMEN / SUMMARY:  - AIMS: Epithelial cell adhesion molecule (EpCAM) is a widely 

used immunohistochemical marker for epithelial human malignancies. Antibodies to 

target EpCAM are usually directed against its ectodomain (EpEX), but do not detect the 

intracellular domain (EpICD). The aim of this study was to compare membranous EpEX 

versus EpICD expression by immunohistochemistry. METHODS AND RESULTS: 

Concurrent EpEX and EpICD expression was investigated retrospectively in cancerous 

and matched non-neoplastic tissue samples from patients with pancreatic 

adenocarcinoma. In total, 317 paired samples of pancreatic tissue from 88 patients 

were analysed and correlated with clinicopathological parameters. In non-cancerous 

tissue, a high concordance of membranous EpEX and EpICD expression  was 

observed and defined as the expression of the full-length EpCAM (EpEX+ /EpICD+ 

phenotype, EpCAMMF ), which was highly predominant. In contrast, while most tumour 

samples were EpEX positive, loss of membranous EpICD expression (EpEX+ /EpICD- 

phenotype, EpCAMMT ) was observed in one-third of cases, and these patients had a 

significantly shortened disease-free and overall survival. CONCLUSIONS: This study 

demonstrates for the first time that loss of membranous EpICD expression is a frequent 

event and predicts poor prognosis in patients with pancreatic cancer. Additional studies 

evaluating the predictive and prognostic value of the expression of different 

membranous EpCAM variants are warranted in epithelial cancers. 
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RESUMEN / SUMMARY:  - PURPOSE: CALGB80303 was a phase III trial of 602 

patients with locally advanced or metastatic pancreatic cancer comparing 

gemcitabine/bevacizumab versus gemcitabine/placebo. The study found no benefit in 

any outcome from the addition  of bevacizumab to gemcitabine. Blood samples were 

collected and multiple angiogenic factors were evaluated and then correlated with 

clinical outcome in general (prognostic markers) and with benefit specifically from 

bevacizumab treatment (predictive markers).EXPERIMENTAL DESIGN: Plasma 

samples were analyzed  via a novel multiplex ELISA platform for 31 factors related to 

tumor growth, angiogenesis, and inflammation. Baseline values for these factors were 

correlated with overall survival (OS) using univariate Cox proportional hazard 

regression models and multivariable Cox regression models with leave-one-out cross 

validation. Predictive markers were identified using a treatment by marker interaction 

term in the Cox model.RESULTS: Baseline plasma was available from 328 patients. 

Univariate prognostic markers for OS were identified including: Ang2, CRP, ICAM-1, 

IGFBP-1, TSP-2 (all P < 0.001). These prognostic factors were found  to be highly 

significant, even after adjustment for known clinical factors. Additional modeling 

approaches yielded prognostic signatures from multivariable Cox regression. The 

gemcitabine/bevacizumab signature consisted of IGFBP-1, interleukin-6, PDGF-AA, 

PDGF-BB, TSP-2; whereas the gemcitabine/placebo signature consisted of CRP, 

IGFBP-1, PAI-1, PDGF-AA, P-selectin (both P < 0.0001). Finally, three potential 

predictive markers of bevacizumab efficacy were identified: VEGF-D (P < 0.01), SDF1 

(P < 0.05), and Ang2 (P < 0.05).CONCLUSION: This study identified strong prognostic 

markers for pancreatic cancer patients. Predictive marker analysis indicated that 

plasma levels of VEGF-D, Ang2, and SDF1 significantly predicted for benefit or lack of 

benefit from bevacizumab in this population. Clin Cancer Res; 1-10. ©2013 AACR. 
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RESUMEN / SUMMARY:  - OBJECTIVES: This study aimed to determine anterior 

gradient 2 (AGR2) expression in biopsies from pancreatic ductal adenocarcinomas 

(PDACs) and to evaluate AGR2 as a potential independent prognostic factor. 

METHODS: Tissue sample sections from a cohort of 135 consecutive surgically 

resectable PDACs were subjected to semiquantitative immunohistochemical analysis 

of AGR2 and mucin 4 (MUC4) expression. RESULTS: Anterior gradient 2 was over-

expressed in PDAC compared with normal ductal cells. Since tumor lesions of PDAC 

are heterogeneous and constitute structures with various differentiation states, 

expression of both AGR2 and MUC4  was evaluated in each separate component. 

Expression levels of both proteins reflected the degree of tumor differentiation. 

Generally, well differentiated regions of tumor lesions expressed high levels of both 

proteins, moderately differentiated regions showed less AGR2 and MUC4, and poorly 

differentiated structures showed only weak positivity or were entirely negative. Of 

particular interest were occasional cases of strong AGR2 expression in high-grade 

tumors, where elevated protein levels were associated with shorter patient survival. 

CONCLUSIONS: Anterior gradient 2 and MUC4 reflect the level of differentiation of 

PDACs. However, in less differentiated tumors, aberrantly elevated AGR2 expression 

predicts poor patient outcome. 
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RESUMEN / SUMMARY:  - In search of a unique and reliable contrast agent targeting 

pancreatic adenocarcinoma, new multifunctional nanoparticles (MnMEIO-silane-NH2-

(MUC4)-mPEG  NPs) were successfully developed in this study. Mucin4-expression 

levels were determined through different imaging studies in a panel of pancreatic tumor 

cells (HPAC, BxPC-3, and Panc-1) both in vitro and in vivo studies. The in vitro T2-

weighted MR imaging study in HPAC and Panc-1 tumor cells treated with NPs showed 
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-89.1 +/- 5.7% and -0.9 +/- 0.2% contrast enhancement, whereas in in vivo  study, it is 

found to be -81.5 +/- 4.5% versus -19.6 +/- 5.2% (24 h postinjection, 7.0 T), 

respectively. The T2-weighted MR and optical imaging studies revealed that the novel 

contrast agent can specifically and effectively target to mucin4-expressing tumors in 

nude mice. Hence, it is suggested that MnMEIO-silane-NH2-(MUC4)-mPEG NPs are 

able to provide an efficient and targeted delivery of MUC4 antibodies to mucin4-

expressing pancreatic tumors. 
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RESUMEN / SUMMARY:  - Background:McCune-Albright syndrome, which includes 

polycystic fibrous dysplasia, precocious puberty, and cafe au lait spots, is a rare 

disorder caused by somatic  activating mutations of the GNAS gene. GNAS mutations 

have also been implicated in various sporadic tumors, including hepatobiliary and 

pancreatic neoplasms.Aim  of the study:The aim of this study was to assess the 

prevalence of hepatobiliary  and pancreatic neoplasms in patients McCune-Albright 

syndrome.Patients and methods:Nineteen patients diagnosed between 1995 and 2012 

with MAS in a tertiary  referal center for rare growth disorders were screened with 

dedicated gadolinium-enhanced magnetic resonance imaging for hepatobiliary and 

pancreatic neoplasms between June 2011 and December 2012.Results:Six (32%) of 

the 19 screened patients were found to have hepatic, pancreatic or biliary lesions, 

excluding liver hemangiomas, liver cysts and focal nodular hyperplasia. This includes 

pancreatic ductal lesions observed in 4 patients, including numerous branch-duct IPMN 

in 3 patients. Biliary lesions were observed in one patient, with a large choledocal cyst 

also involving the left biliary branch. Finally, multiple inflammatory/telangiectatic hepatic 

adenomas were observed in two patients, including one with proven somatic GNAS 

mutation.Conclusion:We herein describe the first observation of syndromic IPMN and a 

the new association between McCune-Albright syndrome and pancreatic neoplasms, 

namely intraductal papillary mucinous neoplasms of the pancreas but also rare 

hepatobiliary neoplasms including liver adenomas and choledochal cysts. These 

findings strongly suggest somatic activating GNAS mutations possibly trough cAMP 

pathway disorders  to be involved in the tumorigenesis of hepatobiliary and pancreatic 

tissues originating from the foregut endoderm, and have lead us to use a routine 

screening by dedicated MRI including both pancreatobiliary and liver sequences in 

patients with MAS. 
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RESUMEN / SUMMARY:  - The development of cryopreservation procedures for tissues 

has proven to be difficult in part because cells within tissue are more susceptible to 

intracellular ice formation (IIF) than are isolated cells. In particular, previous studies 

suggest that cell-cell interactions increase the likelihood of IIF by enabling propagation 

of ice between neighboring cells, a process thought to be mediated by gap junction 

channels. In this study, we investigated the effects of cell-cell interactions on IIF using 

three genetically modified strains of the mouse insulinoma cell line MIN6, each of which 

expressed key intercellular junction proteins (connexin-36, E-cadherin, and occludin) at 

different levels. High-speed video cryomicroscopy was used to visualize the freezing 

process in pairs of adherent cells, revealing that the initial IIF event in a given cell pair 

was correlated with a hitherto unrecognized precursor phenomenon: penetration of 

extracellular ice into paracellular spaces at the cell-cell interface. Such paracellular ice 

penetration occurred in the majority of cell pairs observed, and typically preceded and 

colocalized with the IIF initiation events. Paracellular ice penetration was generally not 

observed at temperatures >-5.65 degrees C, which is consistent with a penetration 

mechanism via defects in tight-junction barriers at the cell-cell interface. Although the 

maximum temperature of paracellular penetration was similar for all four cell strains, 

genetically modified cells exhibited a significantly higher frequency of ice penetration 

and a higher mean IIF temperature than did wild-type cells. A four-state Markov chain 

model was used to quantify the rate constants of the paracellular ice penetration 

process, the penetration-associated IIF initiation process, and the intercellular ice 

propagation process. In the initial stages of  freezing (>-15 degrees C), junction protein 

expression appeared to only have a modest effect on the kinetics of propagative IIF, 

and even cell strains lacking the gap junction protein connexin-36 exhibited 

nonnegligible ice propagation rates. 
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RESUMEN / SUMMARY:  - An autochthonous model of pancreatic ductal 

adenocarcinoma (PDA) permitted the analysis of why immunotherapy is ineffective in 

this human disease. Despite finding that PDA-bearing mice had cancer cell-specific 

CD8+ T cells, the mice, like human patients with PDA, did not respond to two 

immunological checkpoint antagonists that promote the function of T cells: anti-

cytotoxic T-lymphocyte-associated protein 4 (alpha-CTLA-4) and alpha-programmed 

cell death  1 ligand 1 (alpha-PD-L1). Immune control of PDA growth was achieved, 

however, by  depleting carcinoma-associated fibroblasts (CAFs) that express fibroblast 

activation protein (FAP). The depletion of the FAP+ stromal cell also uncovered the 

antitumor effects of alpha-CTLA-4 and alpha-PD-L1, indicating that its immune 

suppressive activity accounts for the failure of these T-cell checkpoint antagonists. 

Three findings suggested that chemokine (C-X-C motif) ligand 12 (CXCL12) explained 

the overriding immunosuppression by the FAP+ cell: T cells were absent from regions 

of the tumor containing cancer cells, cancer cells were  coated with the chemokine, 

CXCL12, and the FAP+ CAF was the principal source of CXCL12 in the tumor. 

Administering AMD3100, a CXCL12 receptor chemokine (C-X-C motif) receptor 4 

inhibitor, induced rapid T-cell accumulation among cancer cells and acted 

synergistically with alpha-PD-L1 to greatly diminish cancer cells, which were identified 

by their loss of heterozygosity of Trp53 gene. The residual tumor was composed only 

of premalignant epithelial cells and inflammatory cells.  Thus, a single protein, CXCL12, 

from a single stromal cell type, the FAP+ CAF, may direct tumor immune evasion in a 

model of human PDA. 

 

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

[31] 

TÍTULO / TITLE:  - Pancreatic intraepithelial neoplasia and histological changes in non-

neoplastic pancreas associated with neoadjuvant therapy in patients with pancreatic 

ductal adenocarcinoma. 

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

REVISTA / JOURNAL:  - Histopathology. 2013 Dec;63(6):841-51. doi: 

10.1111/his.12234. Epub 2013 Sep 20. 

 ●● Enlace al texto completo (gratuito o de pago)  1111/his.12234 

AUTORES / AUTHORS:  - Chatterjee D; Katz MH; Rashid A; Estrella JS; Wang H; 

Varadhachary GR; Wolff RA; Lee JE; Pisters PW; Abbruzzese JL; Fleming JB; Wang H 

INSTITUCIÓN / INSTITUTION:  - Department of Surgical Oncology, The University of 

Texas MD Anderson Cancer Center, Houston, TX, USA. 

RESUMEN / SUMMARY:  - AIMS: To study the histological changes in non-neoplastic 

pancreas and the effects on pancreatic intraepithelial neoplasia (PanIN) after 

neoadjuvant chemoradiation therapy (NCRT) for pancreatic ductal adenocarcinoma 

(PDAC). METHODS AND RESULTS: We reviewed the archival H&E slides from 218 

patients with PDAC who completed NCRT and pancreaticoduodenectomy. Sixty-five 

patients who underwent pancreaticoduodenectomy for PDAC without NCRT were used 

as controls. Various histological features were reviewed and correlated with NCRT and 

survival. The NCRT group had lower densities of PanIN2 (P = 0.004) and PanIN3 (P  = 

0.02) than the control group. The extent of fibrosis, the frequency of neuroma-like 

nerve proliferation and the frequency of islet cell aggregation were significantly higher 

in the NCRT group than in the control group (P < 0.05). The  intensity of inflammation 

was less in the NCRT group than in the control group (P = 0.02). In the NCRT group, 
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patents with moderate to severe fibrosis or grade 2 inflammation had poorer survival 

than those with mild fibrosis (P = 0.04) or those with grade 0 or grade 1 inflammation 

(P = 0.003), respectively. CONCLUSIONS: Non-neoplastic pancreatic tissue from 

patients who received NCRT had a reduced density of high-grade PanIN lesions, more 

pancreatic fibrosis, and higher frequencies of neuroma-like nerve proliferation and islet 

cell aggregation, but less inflammation, compared to tissue from those who did not 

receive NCRT. 
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RESUMEN / SUMMARY:  - Background:Adjuvant chemotherapy improves survival for 

patients with resected pancreatic cancer. Elderly patients are under-represented in 

Phase III clinical trials, and as a consequence the efficacy of adjuvant therapy in older 

patients with pancreatic cancer is not clear. We aimed to assess the use and efficacy 

of adjuvant chemotherapy in older patients with pancreatic cancer.Methods:We 

assessed a community cohort of 439 patients with a diagnosis of pancreatic ductal 

adenocarcinoma who underwent operative resection in centres associated with the 

Australian Pancreatic Cancer Genome Initiative.Results:The median age of the cohort 

was 67 years. Overall only 47% of all patients received adjuvant therapy.  Patients who 

received adjuvant chemotherapy were predominantly younger, had later stage disease, 

more lymph node involvement and more evidence of perineural invasion than the group 

that did not receive adjuvant treatment. Overall, adjuvant chemotherapy was 

associated with prolonged survival (median 22.1 vs 15.8 months; P<0.0001). Older 

patients (aged >/=70) were less likely to receive adjuvant chemotherapy (51.5% vs 

29.8%; P<0.0001). Older patients had a particularly poor outcome when adjuvant 

therapy was not delivered (median survival=13.1 months; HR 1.89, 95% CI: 1.27-2.78, 

P=0.002).Conclusion:Patients aged >/=70 are less likely to receive adjuvant therapy 

although it is associated  with improved outcome. Increased use of adjuvant therapy in 

older individuals is  encouraged as they constitute a large proportion of patients with 

pancreatic cancer.British Journal of Cancer advance online publication, 21 November 

2013; doi:10.1038/bjc.2013.722 www.bjcancer.com. 
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RESUMEN / SUMMARY:  - PURPOSE: Radiotherapy remains a primary treatment 

modality for pancreatic carcinoma, a tumor characterized by aberrant mTOR activity. 

Given mTOR’s regulatory role in gene translation, in this study we defined the effects of 

the  clinically relevant, ATP-competitive mTOR inhibitor, INK128 on the radiosensitivity 

of pancreatic carcinoma cell lines. EXPERIMENTAL DESIGN: Clonogenic survival was 

used to determine the effects of INK128 on in vitro radiosensitivity on 3 pancreatic 

carcinoma cell lines and a normal fibroblast cell line with mTOR activity defined using 

immunoblots. DNA double strand breaks  were evaluated according to gammaH2AX 

foci. The influence of INK128 on radiation-induced gene translation was determined by 

microarray analysis of polysome-bound mRNA. Leg tumor xenografts grown from 

pancreatic carcinoma cells were evaluated for mTOR activity, eIF4F cap complex 

formation and tumor growth delay. RESULTS: INK128, while inhibiting mTOR activity in 

each of the cell lines, enhanced the in vitro radiosensitivity of the pancreatic carcinoma 

cells, but had no effect on normal fibroblasts. The dispersal of radiation-induced 

gammaH2AX foci was inhibited in pancreatic carcinoma cells by INK128 as were 

radiation-induced changes in gene translation. Treatment of mice with INK128 resulted 

in an inhibition of mTOR activity as well as cap-complex formation in tumor xenografts. 

Whereas INK128 alone had no effect of tumor growth rate, it enhanced the tumor 

growth delay induced by single and fractionated doses of radiation. CONCLUSIONS: 

These results indicate that mTOR inhibition induced by INK128 enhances the 

radiosensitivity of pancreatic carcinoma cells and suggest that this effect involves the 

inhibition of DNA repair. 
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RESUMEN / SUMMARY:  - Advanced pancreatic cancer patients have poor prognosis 

and scarcely respond to conventional therapies. Clinical trials support the use of 

molecular-targeted therapy against epidermal growth factor receptor (EGFR) signaling. 

The objective  of the current study was to evaluate the contribution of a monoclonal 

antibody against EGFR, nimotuzumab, to standard gemcitabine therapy. Patients with 

unresectable locally advanced or metastatic pancreatic adenocarcinoma were 

assigned to receive gemcitabine plus nimotuzumab. The primary end point was overall 

survival, whereas the secondary end points included progression-free survival, 

objective response, and adverse side effects. A total of 18 eligible patients were 
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accrued between December 2007 and July 2010. The disease control rate, calculated 

as the sum of complete response, partial response, and stable disease, was 55.6 %. 

The median overall survival time was 9.29 months (95 % CI, 5.499 to 13.072). The 

median progression-free survival was 3.71 months (95 % CI,  2.526 to 4.902), and the 

1-year survival rate was 38.9 %. Of all the patients, 88.8 % had at least one adverse 

side effect; however, no grade 4 adverse side effect was reported. Nimotuzumab as a 

high-purity humanized monoclonal antibody with favorable safety profile, its value in the 

treatment of pancreatic cancer along with gemcitabine, particularly in the 

comprehensive treatment of advanced pancreatic cancer, is appealing for further 

prospective randomized large-scale clinical trials. 
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RESUMEN / SUMMARY:  - PURPOSE: Based on the results of first-line chemotherapy 

for advanced pancreatic  cancer, S-1 was confirmed to be non-inferior to gemcitabine. 

However, the recommended regimen of 4 weeks of administration followed by 2 weeks 

of drug withdrawal frequently causes adverse effects. On the other hand, we 

experienced in clinical practice that alternate-day administration of S-1 reduced 

adverse effects and were tolerable for advanced pancreatic cancer patients unwilling to 

continue the standard daily administration. We therefore conducted a multicenter  

cooperative prospective study to compare daily with alternate-day administration  of S-

1 for advanced pancreatic cancer. METHODS: Patients with advanced pancreatic 

cancer were eligible for enrollment in this trial. S-1 was administered at a dose of 40-60 

mg twice daily, calculated according to body surface area, on Monday, Wednesday, 

Friday, and Sunday. Each treatment cycle was 42 days. The primary end  point was 

overall survival (OS). Secondary end points were safety, response rate  (RR), 

progression-free survival (PFS), and time to treatment failure (TTF). RESULTS: Forty-

eight patients were evaluable for response. OS as the primary end  point was 8.4 

months (95 % CI 5.4-10.8), and the 1-year survival rate was 29.2 %. PFS was 5.5 

months, and TTF was 3.9 months. RR was 10.4 %, and the disease control rate was 

79.2 %. Grade ¾ hematological and non-hematological toxicities were minor. All of 

these adverse reactions were tolerable and reversible. CONCLUSIONS: The current 

data demonstrate the mitigation of adverse effects with  alternate-day administration of 

S-1, and this appears to be a more sustainable option for advanced pancreatic cancer. 
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RESUMEN / SUMMARY:  - Profiling of DNA methylation status of specific genes is a way 

to screen for colorectal cancer (CRC) and pancreatic cancer (PC) in blood. The 

commonality of methylation status of cancer-related tumor suppressor genes between 

CRC and PC is largely unknown. Methylation status of 56 cancer-related genes was 

compared in plasma of patients in the following cohorts: CRC, PC and healthy controls. 

Cross  validation determined the best model by area under ROC curve (AUC) to 

differentiate cancer methylation profiles from controls. Optimal preferential gene 

methylation signatures were derived to differentiate either cancer (CRC or PC) from 

controls. For CRC alone, a three gene signature (CYCD2, HIC and VHL) had an AUC 

0.9310, sensitivity (Sens) = 0.826, specificity (Spec) = 0.9383. For PC alone, an 

optimal signature consisted of five genes (VHL, MYF3, TMS, GPC3 and SRBC), AUC 

0.848; Sens = 0.807, Spec = 0.666. Combined PC and CRC signature or “combined 

cancer signature” was derived to differentiate either CRC and PC from controls (MDR1, 

SRBC, VHL, MUC2, RB1, SYK and GPC3) AUC = 0.8177, Sens = 0.6316 Spec = 

0.840. In a validation cohort, N = 10 CRC patients, the optimal CRC signature (CYCD2, 

HIC and VHL) had AUC 0.900. In all derived signatures (CRC, PC  and combined 

cancer signature) the optimal panel used preferential VHL methylation. In conclusion, 

CRC and PC differ in specific genes methylated in plasma other than VHL. Preferential 

methylation of VHL is shared in the optimal signature for CRC alone, PC alone and 

combined PC and CRC. Future investigations  may identify additional methylation 

markers informative for the presence of both  CRC and PC. 
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RESUMEN / SUMMARY:  - PURPOSE: Although obesity is associated with increased 

incidence of pancreatic cancer, studies have not prospectively evaluated prediagnostic 
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body mass index (BMI) and survival. PATIENTS AND METHODS: We analyzed 

survival by prediagnostic BMI assessed in 1986 among 902 patients from two large 

prospective cohorts diagnosed from 1988 to 2010. We estimated hazard ratios (HRs) 

for death using Cox proportional hazards models, with adjustment for age, sex, 

race/ethnicity, smoking, diagnosis year, and stage. We evaluated the temporal 

association of BMI  with survival by grouping reported BMI by 2-year lag-time intervals 

before diagnosis. RESULTS: The multivariable-adjusted HR for death was 1.53 (95% 

CI, 1.11 to 2.09) comparing patients with BMI >/= 35 kg/m(2) with those with BMI < 25 

kg/m(2) (P trend = .001), which was similar after adjustment for stage. The association 

of BMI with survival was stronger with longer lag times between reported BMI and 

cancer diagnosis. Among patients with BMI collected 18 to 20 years before diagnosis, 

HR for death was 2.31 (95% CI, 1.48 to 3.61; P trend < .001), comparing obese with 

healthy-weight patients. No statistically significant differences were seen by cohort, 

smoking status, or stage, although the association was stronger among never-smokers 

(HR, 1.61; 95% CI, 1.01 to 2.57; P trend = .002) than ever-smokers (HR, 1.36; 95% CI, 

0.86 to 2.15; P trend = .63),  comparing BMI >/= 35 kg/m(2) with BMI < 25 kg/m(2). 

Higher prediagnostic BMI was  associated with more advanced stage at diagnosis, with 

72.5% of obese patients presenting with metastatic disease versus 59.4% of healthy-

weight patients (P = .02). CONCLUSION: Higher prediagnostic BMI was associated 

with statistically significantly decreased survival among patients with pancreatic cancer 

from two large prospective cohorts. 
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RESUMEN / SUMMARY:  - Objectives: The rapid fatality of pancreatic cancer is, in large 

part, the result of diagnosis at an advanced stage in the majority of patients. 

Identification of  individuals at risk of developing pancreatic adenocarcinoma would be 

useful to improve the prognosis of this disease. There is presently no biological or 

genetic indicator allowing the detection of patients at risk. Our main goal was to identify 

copy number variants (CNVs) common to all patients with sporadic pancreatic cancer. 

Methods: We analyzed gene CNVs in leukocyte DNA from 31 patients with sporadic 

pancreatic adenocarcinoma and from 93 matched controls. Genotyping was performed 

with the use of the GeneChip Human Mapping 500K Array Set (Affymetrix). Results: 

We identified 431 single nucleotide polymorphism (SNP) probes with abnormal 

hybridization signal present in the DNA of all 31 patients.  Of these SNP probes, 284 

corresponded to 3 or more copies and 147 corresponded to 1 or 0 copies. Several 

cancer-associated genes were amplified in all patients. Conversely, several genes 
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supposed to oppose cancer development were present as single copy. Conclusions: 

These data suggest that a set of 431 CNVs could be associated with the disease. This 

set could be useful for early diagnosis. © 2013 S. Karger AG, Basel. 
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RESUMEN / SUMMARY:  - BACKGROUND: Our aim was to analyze clinicopathologic 

and prognostic values of microRNA (miR)-218 in pancreatic ductal adenocarcinima 

(PDAC). METHODS: TaqMan quantitative RT-PCR was used to determine the 

expression of miR-218 in human PDAC cells and tissue samples. The association of 

miR-218 expression with clinicopathologic variables was analyzed. Kaplan-Meier 

survival analysis was performed to analyze the association of miR-218 expression with 

recurrence-free survival or overall survival of patients. Univariate and multivariate Cox 

regression analyses were performed. RESULTS: The relative level of miR-218 in 

PDAC cells was significantly lower than that in normal human pancreatic duct epithelial 

cell line. Also, the mean level of miR-218 in PDAC tissues was significantly lower than 

that in normal pancreatic tissues. Statistical analyses  indicated that low miR-218 

expression was closely associated with poor tumor differentiation, advanced tumor 

stage, higher incidence of lymph node metastasis, and tumor recurrence. Kaplan-Meier 

survival analyses showed that patients with low miR-218 expression had lower 

recurrence-free and overall survival than those  with high miR-218 expression. 

Univariate and multivariate Cox regression analyses showed that miR-218 might be an 

independent prognostic factor. CONCLUSION: Reduced miR-218 in PDAC tissues was 

correlated with tumor progression, and might  be an independent poor prognostic factor 

for patients. J. Surg. Oncol. © 2013 Wiley Periodicals, Inc. 
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RESUMEN / SUMMARY:  - :Background/Aims: To evaluate the safety and efficacy of 

high intensity focused ultrasound (HIFU) therapy in patients with local advanced 

pancreatic cancer. Methodology: 39 patients with local advanced pancreatic cancer 

were treated with  HIFU, including 26 male and 13 female patients. The locations of the 
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tumours were as follows: head of pancreas in 7 patients, body and/or tail of pancreas in 

32 patients. Pain relief, time to progression (TTP), median survival and complications 

were analysed after HIFU treatment. Results: There were no severe complications or 

adverse events related to HIFU therapy in any of the patients treated. Pain relief was 

achieved in 79.5% of patients. Median TTP was 5.0 months. The median overall 

survival time was 11 months. 6-month and 1-year survival rate for patients were 82.1% 

and 30.8% respectively. Conclusions: Although this study may have limitations, 

preliminary results demonstrate the safety of clinical application of HIFU for pancreatic 

cancer and reveal it to be  a promising mode of treatment for local advanced pancreatic 

cancers. 
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RESUMEN / SUMMARY:  - Ran, a member of the Ras GTPase family, has important 

roles in nucleocytoplasmic  transport. Herein, we detected Ran expression in 

pancreatic cancer and explored its potential role on tumour progression. 

Overexpressed Ran in pancreatic cancer  tissues was found highly correlated with the 

histological grade. Downregulation of Ran led to significant suppression of cell 

proliferation, cell cycle arrest at the G1/S phase and induction of apoptosis. In vivo 

studies also validated that result. Further studies revealed that those effects were at 

least partly mediated by the downregulation of Cyclin A, Cyclin D1, Cyclin E, CDK2, 

CDK4, phospho-Rb and Survivin proteins and up regulation of cleaved Caspase-3. 
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RESUMEN / SUMMARY:  - OBJECTIVE: The objective of this study was to provide 

further information on the  role of personal characteristics and lifestyle factors, including 

obesity, diabetes, and tobacco smoking, on survival from pancreatic cancer. 

METHODS: We obtained follow-up data of pancreatic cancer patients enrolled in 2 

Italian case-control studies. Information on characteristics and habits up to the time of 

diagnosis was collected by trained interviewers. Vital status was ascertained through 

population registers and record linkage with health system databases. Hazard ratios 

(HRs) of all-cause mortality and 95% confidence intervals (CIs) were estimated using 

Cox proportional hazards models. RESULTS: Follow-up information was retrieved for 

648 cancer patients. Compared with subjects with body mass index of less than 25 

kg/m, the HRs were 1.14 (95% CI, 0.94-1.39) for overweight (ie, 25-29.9 kg/m) and 

1.32 (95% CI, 0.98-1.79) for obese (ie, >/=30 kg/m) patients (trend P = 0.046). The 

HRs were 1.37 (95% CI, 1.14-1.65) for ever, 1.30 (95% CI, 1.03-1.65) for ex-smokers, 

and 1.42 (95% CI, 1.16-1.73) for current versus never smokers. Increasing amount and 

duration of smoking were associated with reduced survival after pancreatic cancer. No 

association emerged with diabetes, alcohol consumption, and diet. CONCLUSIONS: 

Smoking and overweight before diagnosis may play a role in the prognosis of 

pancreatic cancer, besides its etiology. 
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RESUMEN / SUMMARY:  - Although the tumor necrosis factor-related apoptosis-

inducing ligand (TRAIL) is a promising cancer therapeutic agent, it shows limited 

efficacy in human pancreatic cancer cells. Protein synthesis inhibition has been 

reported to sensitize cancer  cells to apoptosis-inducing agents, but the detailed 

mechanism by which protein synthesis inhibition sensitize cells to TRAIL has not been 

determined. To investigate the mechanism underlying pancreatic cancer cell resistance 

to TRAIL,  we performed a small scale high-throughput compound screening in AsPC-1 

pancreatic cancer cells using a bioactive small molecule library. We identified 8 

compounds that reproducibly sensitize AsPC-1 cells to TRAIL-induced apoptosis. One 

of these compounds, emetine hydrochloride, when combined with subtoxic 

concentrations of TRAIL, induced massive apoptosis in AsPC-1 and BxPC-3 pancreatic 

cancer cells. Cell death analysis revealed that the sensitizing effects of emetine were 

specific to TRAIL. Emetine downregulated the expression of the TRAIL-related anti-
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apoptotic protein Mcl-1 in a dose- and time-dependent manner. Furthermore, specific 

knockdown of Mcl-1 using small interfering RNA without emetine treatment sensitized 

pancreatic cancer cells to TRAIL. Emetine sensitization of pancreatic cancer cells to 

TRAIL via Mcl-1 was confirmed under hypoxic conditions. Taken together, these 

findings strongly suggest that Mcl-1 is involved in pancreatic cancer cell resistance to 

TRAIL, and emetine facilitates the apoptosis of TRAIL-tolerant pancreatic cancer cells 

by specifically inhibiting Mcl-1 function. 
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RESUMEN / SUMMARY:  - Background:Pancreatic stellate cells (PSCs) promote 

metastasis as well as local growth of pancreatic cancer. However, the factors 

mediating the effect of PSCs on pancreatic cancer cells have not been clearly 

identified.Methods:We used a modified Boyden chamber assay as an in vitro model to 

investigate the role of PSCs in migration of Panc1 and UlaPaCa cells and to identify 

the underlying mechanisms.Results:PSC supernatant (PSC-SN) dose-dependently 

induced the trans-migration of Panc1 and UlaPaCa cells, mainly via haptokinesis and 

haptotaxis, respectively. In contrast to poly-L-lysine or fibronectin, collagen I resembled 

PSC-SN with respect to its effect on cancer cell behaviours, including  polarised 

morphology, facilitated adhesion, accelerated motility and stimulated trans-migration. 

Blocking antibodies against integrin alpha2/beta1 subunits significantly attenuated 

PSC-SN- or collagen I-promoted cell trans-migration and  adhesion. Moreover, both 

PSC-SN and collagen I induced the formation of F-actin and focal adhesions in cells, 

which was consistent with the constantly enhanced phosphorylation of focal adhesion 

kinase (FAK, Tyr397). Inhibition of FAK function by an inhibitor or small interference 

RNAs significantly diminished the  effect of PSC-SN or collagen I on 

haptotaxis/haptokinesis of pancreatic cancer cells.Conclusion:Collagen I is the major 

mediator for PSC-SN-induced haptokinesis of Panc1 and haptotaxis of UlaPaCa by 

activating FAK signalling via binding to integrin alpha2beta1.British Journal of Cancer 

advance online publication, 7 November 2013; doi:10.1038/bjc.2013.706 

www.bjcancer.com. 
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RESUMEN / SUMMARY:  - Context.-Phosphatase and tensin homolog (PTEN) is one of 

the most frequently inactivated tumor suppressor genes in sporadic cancers. Somatic 

mutations of PTEN occur in many tumors including those of the gastrointestinal and 

hepatobiliary tracts. Loss of PTEN expression is associated with poor prognosis in 

patients with metastatic colonic adenocarcinoma, gastroesophageal junction 

adenocarcinoma, gastric adenocarcinoma, and pancreatic ductal adenocarcinoma. 

Objective.-To study the expression of PTEN and its significance in ampullary 

adenocarcinoma (AA). Design.-We constructed tissue microarrays by using archival 

tissue from 92 patients (55 males, 37 females; median age, 63 years; age range, 37 to 

87 years)  with previously untreated AA who underwent pancreaticoduodenectomy at 

our institution. PTEN expression was evaluated by immunohistochemistry, scored 

semiquantitatively (based on staining intensity and percentage positive tumor cells), 

and correlated with clinicopathologic features and survival. Results.-Of  92 cases, 23 

(25.0%) were PTEN negative. Loss of PTEN expression correlated with  lymph node 

metastasis (P = .004), advanced American Joint Committee on Cancer (AJCC) stage 

(P = .02), and higher frequency of recurrence (P = .03). Patients with PTEN-negative 

tumors had shorter disease-free survival (DFS, mean: 89.0 +/-  20.8 months) and 

overall survival (OS, mean: 93.1 +/- 19.1 months) than those with PTEN-positive 

tumors (DFS, mean: 161.4 +/- 11.7 months, P = .01; OS, mean: 175.4 +/- 11.0 months, 

P = .001). In multivariate analyses, PTEN expression was a prognostic factor for both 

DFS and OS, independent of AJCC stage, lymph node status, pathologic tumor (pT) 

stage, and differentiation. Conclusions.-Loss of PTEN expression is associated with 

poor DFS and OS in patients with AA after curative surgery. PTEN expression may be 

used as a prognostic marker for patients with resected AA. 
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RESUMEN / SUMMARY:  - Primary gliosarcoma (PGS) is a rare neoplasm with a poor 

prognosis. It is considered as a variant of glioblastoma multiforme (GBM) and as a 

grade IV neoplasm. There is little evidence on the optimal therapy for this disease: 

treatment of PGS includes surgery, radiotherapy and chemotherapy, and often the 

same treatment used for GBM is employed for PGS. Several studies have 

demonstrated that somatostatin receptors are overexpressed in gliomas; somatostatin 

analogues could therefore also be employed in this mixed form but to date the 

experience reported in the literature is unclear and there are no studies about the use 

of these agents in PGS. We present the case of a patient affected by both PGS and 

neuroendocrine pancreatic cancer. The case is interesting for the prolonged survival 

and for the stabilization of disease obtained during therapy with somatostatin 

analogues. 
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RESUMEN / SUMMARY:  - Pancreatic cancer is an aggressive cancer with poor 

prognosis and limited treatment options. Cancer cells rapidly proliferate and are 

resistant to cell death due, in part, to a shift from mitochondrial metabolism to 

glycolysis. We hypothesised that this shift is important in regulating cytosolic Ca2+ 

([Ca2+]i), since the ATP-dependent plasma membrane Ca2+ ATPase (PMCA) is 

critical for maintaining low [Ca2+]i and thus cell survival. The present study aimed to 

determine the relative contribution of mitochondrial vs glycolytic ATP in fuelling the 

PMCA in human pancreatic cancer cells. We report that glycolytic inhibition induced 

profound ATP depletion, PMCA inhibition, [Ca2+]i overload and  cell death in PANC1 

and MIA PaCa-2 cells. Conversely, inhibition of mitochondrial metabolism had no 

effect, suggesting that glycolytic ATP is critical for [Ca2+]i  homeostasis and thus 

survival. Targeting the glycolytic regulation of the PMCA may therefore be an effective 

strategy for selectively killing pancreatic cancer, whilst sparing healthy cells. 
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RESUMEN / SUMMARY:  - PURPOSE: We assessed the impact of hepatic dysfunction 

on the safety and pharmacology of gemcitabine/capecitabine in patients with advanced 

pancreatico-biliary cancer. METHODS: We included 12 patients receiving 3 weekly 

gemcitabine 1,000 mg/m2 day 1, 8 and oral capecitabine 650 mg/m2 b.i.d. over 2 

weeks until disease progression or intolerable toxicity. Patients were included into one 

normal hepatic function cohort [total bilirubin (TB) </=15 mumol/L] and  3 cohorts with 

increasing TB (16-39, 40-80, >80 mumol/L). Three patients with a creatinine clearance 

<60 ml/min were also included. Patients were sampled for gemcitabine, difluoro-deoxy 

uridine, intracellular gemcitabine triphosphates, capecitabine, 5’-deoxy-5-fluorocytidine, 

5’-deoxy-5-fluorouridine and 5-fluorouracil up to 4 h after initiation of chemotherapy on 

day 1, and up to 90  min on day 8. All compounds were analyzed using validated liquid 

chromatography-tandem mass spectrometry. Nonlinear mixed-effect modeling was 

used for population analysis. RESULTS: Hepatic dysfunction was caused by 

intrahepatic  cholestasis in 4 out of 8 patients (50 %) and extrahepatic cholestasis in 

another 4 patients (50 %). Dose-limiting toxicity was increasing hyperbilirubinemia and 

severe neutropenia in 2 patients each. Hepatic dysfunction was not associated with 

dose-limiting toxicity or severe hematological or non-hematological toxicity. However, 

hepatic dysfunction was associated with low clearance of both  gemcitabine (p = 10-3) 

and capecitabine (p = 10-5), and low intracellular gemcitabine triphosphate 

concentrations (p = 10-3). CONCLUSIONS: Gemcitabine/capecitabine can be given at 

the standard dose in patients with severe hyperbilirubinemia, though the present data 

suggest that gemcitabine’s activity may be limited due to poor intracellular activation. In 

patients with severe hyperbilirubinemia, initial monotherapy with capecitabine should 

be considered, followed by the addition of gemcitabine with improving 

hyperbilirubinemia. 
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RESUMEN / SUMMARY:  - ABSTRACT BACKGROUND: Impaired mucociliary clearance 

causes pulmonary disease in primary ciliary dyskinesia (PCD) and contributes to cystic 

fibrosis (CF) lung disease. Although the sino-pulmonary disease is similar, morbidity 

and mortality  are different. Both PCD and CF-patients with pancreatic sufficiency (CF-

PS) show  no nutrient malabsorption and are diagnosed at a later age compared with 
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pancreatic-insufficient (CF-PI) patients. METHODS: Clinical status, microbiology, FEV1 

and HRCT presented as total Brody score (CT-TBS) was compared for PCD, CF-PI 

and CF-PS patients, all treated at the same medical center, by the same team and  by 

a similar routine follow-up. RESULTS: 164 patients, 34 PCD, 88 CF-PI, and 42 CF-PS 

were enrolled. PCD was diagnosed at a similar age as CF-PS, but significantly later 

than CF-PI. Mean FEV1% predicted was similar for the three groups. The rate of FEV1 

change with age in PCD was similar to CF-PS, but significantly lower than in CF-PI. 

Severity of structural lung disease (CT-TBS) was similar for PCD and CF-PS, and 

significantly higher in CF-PI. No correlation  between TBS or P. aeruginosa infection 

and FEV1 in PCD was seen whereas a negative correlation with FEV1 was observed 

for both CF groups. CONCLUSION: Although in our study PCD was similar to CF-PS, 

the lack of correlation between FEV1 and age, CT-TBS and P. aeruginosa infection in 

PCD suggests that impaired mucociliary clearance is not the only cause for inducing 

pulmonary damage in these diseases. Furthermore, a comparison of disease 

characteristics for PCD and  CF should distinguish between CF-PI and CF-PS as 

different entities. 
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RESUMEN / SUMMARY:  - The mismatch repair (MMR) system is indispensable for the 

fidelity of DNA replication, the impairment of which predisposes to the development 

and progression of many types of cancers. To date, GLI1 transcription factor, a key 

molecule of the Hedgehog signaling pathway, has been showed to regulate the 

expression of several genes crucial for a variety of cancer cell properties in many types 

of cancers, including pancreatic ductal adenocarcinoma (PDAC), but whether GLI1 

could control the MMR system was not known. Here we showed that GLI1 and GLI2 

indirectly suppressed the expression of MLH1 in PDAC cells. Through GLI1-target 

gene screening, we found that GLI1 and GLI2 activated the expression  of a basic-

helix-loop-helix type suppressor BHLHE41 / DEC2 / SHARP1 through a GLI-binding 

site in the promoter. Consistent with a previous report that BHLHE41  suppresses the 

MLH1 promoter activity, we found that the activation of GLI1 led to the BHLHE41-

dependent suppression of MLH1 and a double knockdown of GLI1 and GLI2 

conversely increased the MLH1 protein in PDAC cells. Using TALEN-based 

modification of the MLH1 gene, we further showed that GLI1 expression was indeed  

associated with an increased tolerance to a methylating agent, N-methyl-N-nitrosourea 

(MNU), cooperatively with a lower copy number status of MLH1. Finally, GLI1 

expression was immunohistochemically related positively with  BHLHE41 and inversely 

with MLH1 in PDAC cells and precancerous lesions of the pancreas. Based on these 
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results, we propose that GLI1 depresses the MMR activity and might contribute to the 

development and progression of PDAC. 

 

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

[52] 

TÍTULO / TITLE:  - Regional Lymphadenectomy Is Indicated in the Surgical Treatment 

of Pancreatic Neuroendocrine Tumors (PNETs). 

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

REVISTA / JOURNAL:  - Ann Surg. 2013 Nov 18. 

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

1097/SLA.0000000000000348 

AUTORES / AUTHORS:  - Hashim YM; Trinkaus KM; Linehan DC; Strasberg SS; Fields 

RC; Cao D; Hawkins WG 

INSTITUCIÓN / INSTITUTION:  - *Department of Surgery and the Alvin J. Siteman 

Cancer Center, Barnes-Jewish Hospital and Washington University School of 

Medicine, St. Louis, MO daggerDivision of Biostatistics, Washington University School 

of Medicine, St. Louis, MO double daggerDepartment of Pathology and Immunology, 

Washington University School of Medicine, St Louis, MO, and Department of 

Pathology, Key Laboratory of Carcinogenesis and Translational Research (Ministry of 

Education),  Peking University Cancer Hospital, Beijing, China. 

RESUMEN / SUMMARY:  - OBJECTIVE:: To explore the prognostic importance and 

preoperative predictors of lymph node metastasis in an effort to guide surgical decision 

making in patients  with pancreatic neuroendocrine tumors (PNETs). BACKGROUND:: 

PNETs are uncommon, and the natural history of the disease is not well described. As 

a result, there  remains controversy regarding the optimal management of regional 

lymph nodes during resection of the primary tumor. METHODS:: A retrospective review 

of a prospectively maintained database of patients who underwent surgery for 

locoregional PNET between 1994 and 2012 was performed. Logistic regression was 

used to identify predictors of nodal metastasis. Overall survival and disease-free 

survival were calculated using Kaplan-Meier method. Results were expressed as P 

values and odds ratio estimates, with 95% confidence intervals. RESULTS:: One 

hundred thirty-six patients were identified, of whom 50 (38%) patients had nodal 

metastasis. The frequency of lymph node metastasis was higher  for larger tumors [> 

1.5 cm (odds ratio [OR] = 4.7)], tumors of the head as compared with body-tail of the 

pancreas (OR = 2.8), tumors with Ki-67 greater than 20% (OR = 6.7), and tumors with 

lymph vascular invasion (OR = 3.6) (P < 0.05). Median disease-free survival was lower 

for patients with nodal metastases  (4.5 vs 14.6 years, P < 0.0001). CONCLUSIONS:: 

Lymph node metastasis is predictive of poor outcomes in patients with PNETs. 

Preoperative variables are not able to reliably predict patients where the probability of 

lymph node involvement was less than 12%. These data support inclusion of regional 

lymphadenectomy in patients undergoing pancreatic resections for PNET. 

 

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

[53] 

TÍTULO / TITLE:  - Combination Treatment of Human Pancreatic Cancer Xenograft 

Models with the Epidermal Growth Factor Receptor Tyrosine Kinase Inhibitor Erlotinib 

and Oncolytic Herpes Simplex Virus HF10. 

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

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24253141&dopt=Abstract
http://dx.doi.org/10.1097/SLA.0000000000000348
http://dx.doi.org/10.1097/SLA.0000000000000348
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24170435&dopt=Abstract


REVISTA / JOURNAL:  - Ann Surg Oncol. 2013 Oct 30. 

 ●● Enlace al texto completo (gratuito o de pago)  1245/s10434-013-3329-3 

AUTORES / AUTHORS:  - Yamamura K; Kasuya H; Sahin TT; Tan G; Hotta Y; 

Tsurumaru N; Fukuda S; Kanda M; Kobayashi D; Tanaka C; Yamada S; Nakayama G; 

Fujii T; Sugimoto H; Koike M; Nomoto S; Fujiwara M; Tanaka M; Kodera Y 

INSTITUCIÓN / INSTITUTION:  - Department of Surgery II, Nagoya University Graduate 

School of Medicine, Nagoya,  Aichi, Japan. 

RESUMEN / SUMMARY:  - BACKGROUND: There is the potential to use replication-

competent oncolytic viruses to treat cancer. We evaluated the efficacy of HF10, a 

herpes simplex virus type 1 (HSV-1) mutant, in combination with erlotinib, an epidermal 

growth factor receptor tyrosine kinase inhibitor, in human pancreatic cancer xenograft 

models.  METHODS: The viability of human pancreatic cancer cell lines (BxPC-3 and 

PANC-1)  treated with HF10 and erlotinib, on their own or in combination, was 

determined.  Effects of erlotinib on HF10 entry into tumor cells were also investigated. 

BxPC-3 subcutaneous tumor-bearing mice were treated with HF10 and erlotinib, on 

their own or in combination, with effects on tumor volume determined. 

Immunohistochemical examination of HSV-1 and CD31 was conducted to assess virus 

distribution and angiogenesis within tumors. A peritoneally disseminated BxPC-3 

xenograft model was evaluated for survival. RESULTS: HF10 combined with erlotinib 

demonstrated the highest cytotoxicity against BxPC-3. A combination effect was not 

observed in PANC-1 cells, and erlotinib did not affect virus entry into tumor cells. In the 

peritoneally disseminated model, HF10 combined with erlotinib had no beneficial effect 

on survival. In the subcutaneous tumor model, combination therapy resulted in the 

inhibition of tumor growth to a greater extent than using each agent on its own. 

Immunohistochemistry revealed that virus distribution within the tumor persisted in the 

combination therapy group. CONCLUSIONS: Combination therapy with HF10 and 

erlotinib warrants further investigation to establish a new treatment strategy against 

human pancreatic cancers. 
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RESUMEN / SUMMARY:  - BACKGROUND: Patients with intraductal papillary mucinous 

neoplasm (IPMN) of the pancreas may have concomitant distinct pancreatic ductal 

adenocarcinoma (PDAC). We evaluated the safety and usefulness of intraoperative 

irrigation cytology of the remnant pancreas (IICP) during pancreatectomy to detect 

remnant distinct PDAC in patients with IPMN. METHODS: The records of all 48 

patients with IPMN who underwent IICP during partial pancreatectomy at our institution 
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from April 2007 to March 2012 were reviewed retrospectively. After division of the 

pancreas, a 4-French tube was inserted into the main pancreatic duct of the remnant 

pancreas  from the cut edge, and fluid for cytologic examination was obtained by saline 

irrigation through the tube. If the third IICP was positive, patients underwent additional 

pancreatic resection. Clinical and pathologic outcomes were evaluated. RESULTS: The 

third IICP was positive in 5 patients. Postoperative pathologic examination showed that 

these patients all had remnant distinct PDAC in the additionally resected specimen, 

which was not detectable on preoperative imaging  examination or on intraoperative 

macroscopic examination, ultrasonography, or palpation. This PDAC was stage 0 in 4 

patients and stage III in 1 patient. No procedure-related complications were observed. 

One patient developed peritoneal metastasis after 10 months, 1 developed liver 

metastasis after 20 months, and 1 developed PDAC in the remnant pancreas after 24 

months. CONCLUSION: IICP seems to be a safe and useful method for detection of 

early stage PDAC concomitant with IPMN that cannot be detected by preoperative 

imaging or intraoperative examination. 
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RESUMEN / SUMMARY:  - Pancreatic cancer, one of the deadliest human malignancies, 

is almost invariably  associated with the presence of an oncogenic form of Kras. Mice 

expressing oncogenic Kras in the pancreas recapitulate the stepwise progression of 

the human disease. The inflammatory cytokine interleukin (IL)-6 is often expressed by 

multiple cell types within the tumor microenvironment. Here, we show that IL-6 is 

required for the maintenance and progression of pancreatic cancer precursor lesions. 

In fact, the lack of IL-6 completely ablates cancer progression even in  presence of 

oncogenic Kras. Mechanistically, we show that IL-6 synergizes with oncogenic Kras to 

activate the reactive oxygen species detoxification program downstream of the 

mitogen-activated protein kinase/extracellular signal-regulated kinase (MAPK/ERK) 

signaling cascade. In addition, IL-6 regulates the inflammatory microenvironment of 
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pancreatic cancer throughout its progression, providing several signals that are 

essential for carcinogenesis. Thus, IL-6 emerges as a key player at all stages of 

pancreatic carcinogenesis and a potential therapeutic target. 
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RESUMEN / SUMMARY:  - Pancreatic ductal adenocarcinoma (PDAC) remains a major 

unsolved health problem.  Most drugs that pass preclinical tests fail in these patients, 

emphasizing the need of improved preclinical models to test novel anticancer 

strategies. Here, we developed four orthotopic mouse models using primary human 

PDAC cells genetically engineered to express firefly- and Gaussia luciferase, 

simplifying the ability to monitor tumor growth and metastasis longitudinally in individual 

animals with MRI and high-frequency ultrasound. In these models, we conducted 

detailed histopathologic and immunohistochemical analyses on paraffin-embedded 

pancreatic  tissues and metastatic lesions in liver, lungs, and lymph nodes. Genetic 

characteristics were compared with the originator tumor and primary tumor cells using 

array-based comparative genomic hybridization, using frozen specimens obtained by 

laser microdissection. Notably, the orthotopic human xenografts in these models 

recapitulated the phenotype of human PDACs, including hypovascular and hypoxic 

areas. Pursuing genomic and immunohistochemical evidence revealed an  increased 

copy number and overexpression of c-Met in one of the models; we examined the 

preclinical efficacy of c-Met inhibitors in vitro and in vivo. In particular, we found that 

crizotinib decreased tumor dimension, prolonged survival, and increased blood and 

tissue concentrations of gemcitabine, synergizing with a cytidine deaminase-mediated 

mechanism of action. Together, these more readily imaged orthotopic PDAC models 

displayed genetic, histopathologic, and metastatic features similar to their human 

tumors of origin. Moreover, their use pointed to c-Met as a candidate therapeutic target 

in PDAC and highlighted crizotinib and gemcitabine as a synergistic combination of 
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drugs  warranting clinical evaluation for PDAC treatment. Cancer Res; 73(22); 6745-56. 

©2013 AACR. 

 

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

[57] 

TÍTULO / TITLE:  - Circulating IL-35 in pancreatic ductal adenocarcinoma patients. 

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

REVISTA / JOURNAL:  - Hum Immunol. 2013 Oct 11. pii: S0198-8859(13)00562-4. doi: 

10.1016/j.humimm.2013.09.018. 

 ●● Enlace al texto completo (gratuito o de pago)  1016/j.humimm.2013.09.018 

AUTORES / AUTHORS:  - Jin P; Ren H; Sun W; Xin W; Zhang H; Hao J 

INSTITUCIÓN / INSTITUTION:  - Department of Pancreatic Cancer, Key Lab of Cancer 

Treatment and Prevention, Tianjin Cancer Hospital, Tianjin Medical University, Tianjin 

300060, China. 

RESUMEN / SUMMARY:  - IL-35 is a novel inhibitory cytokine that is mainly produced by 

regulatory T-cells (Tregs) and is required for Treg-mediated immunosuppression. 

However, the plasma levels of IL-35 in patients with pancreatic ductal adenocarcinoma 

(PDAC) have never been investigated. In this study, we found that plasma IL-35 levels 

more significantly increased in PDAC patients than in normal controls (134.53+/-

92.45pg/mL vs. 14.26+/-6.56pg/mL). IL-35 mRNA levels were positively correlated with 

plasma IL-35 levels (EBI3, R=0.925, p<0.01; p35, R=0.916, p<0.01). Furthermore, IL-

35 expression levels were associated with lymph node metastasis (p=0.001) and late 

tumor stage (p=0.002). For the resected patients, high IL-35 expression levels were 

associated with large tumor size (p<0.01), higher TNM classification T staging 

(p<0.05), and late tumor stage (p<0.05). In conclusion, circulating IL-35 in PDAC 

patients significantly increased, suggesting that regulating the expression of IL-35 may 

provide a new possible target for the treatment of PDAC patients, especially for the 

resectable ones. 
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RESUMEN / SUMMARY:  - The prognosis of patients with pancreatic cancer is extremely 

poor, and current systemic therapies result in only marginal survival rates for patients. 

The era of targeted therapies has offered a new avenue to search for more effective 
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therapeutic strategies. Recently, microRNAs (miRNA) that are small noncoding RNAs 

(18-24 nucleotides) have been associated with a number of diseases, including cancer. 

Disruption of miRNAs may have important implications in cancer etiology,  diagnosis, 

and treatment. So far, focus has been on the mechanisms that are involved in 

translational silencing of their targets to fine tune gene expression. This review 

summarizes the approach for rational validation of selected candidates that might be 

involved in pancreatic tumorigenesis, cancer progression, and disease management. 

Herein, we also focus on the major issues hindering the identification of miRNAs, their 

linked pathways and recent advances in understanding their role as 

diagnostic/prognostic biomarkers, and therapeutic  tools in dealing with this disease. 

miRNAs are expected to be robust clinical analytes, valuable for clinical research and 

biomarker discovery. Cancer Res; 73(22); 6541-7. ©2013 AACR. 
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RESUMEN / SUMMARY:  - Background:To date, only a few risk factors for pancreatic 

cancer have been established. We examined prospectively relations between several 

medical conditions and pancreatic cancer incidence.Methods:In 1986, 120 852 

participants  completed a baseline questionnaire on cancer risk factors, including 

several self-reported physician diagnosed medical conditions. At baseline, a random 

subcohort of 5000 participants was selected using a case-cohort approach for analysis. 

After 16.3 years of follow-up, 448 pancreatic cancer cases (63% microscopically 

confirmed) were available for analysis.Results:Diabetes mellitus  type II and hepatitis 

were positively associated with pancreatic cancer risk (multivariable-adjusted hazard 

ratio: 1.79; 95% confidence interval: 1.12-2.87 and hazard ratio: 1.37; 95% confidence 

interval: 1.04-1.81, respectively). Furthermore, a positive trend in risk with increasing 

years of diagnosis of diabetes (P=0.004) and of hepatitis (P=0.02) was observed. 

However, an inverse association was observed between hypertension and pancreatic 

cancer risk, this was found among microscopically confirmed cases only (hazard ratio: 

0.66; 95% confidence interval: 0.49-0.90), while years since diagnosis of hypertension 

significantly decreased cancer risk (P for trend=0.02).Conclusion:In this prospective 

study, a positive association was observed between self-reported physician diagnosed 

diabetes mellitus type II and hepatitis and pancreatic cancer risk, whereas an inverse 

association was observed with hypertension. 
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RESUMEN / SUMMARY:  - Pancreatic cancer is one of the intractable diseases and an 

effective therapeutic strategy is required to improve the prognosis. We examined 

possible antitumor effects of adenoviruses expressing melanoma differentiation-

associated gene-7/interleukin-24 (Ad-mda-7) and a heat-shock protein 90 (Hsp90) 

inhibitor to human pancreatic carcinoma cells. Ad-mda-7 and an Hsp90 inhibitor, 

geldanamycin (GA), produced cytotoxic effects, and a combinatory use of Ad-mda-7 

and GA further achieved synergistic effects. Administration of N-acetyl-L-cysteine, an 

inhibitor of reactive oxygen species, eliminated Ad-mda-7- and GA-mediated 

cytotoxicity. Ad-mda-7 augmented phosphorylated AKT levels but GA did not influence 

the phosphorylation. GA-treated cells showed cleavage of poly-(ADP-ribose) 

polymerase but not caspase-3, and upregulated Hsp70 and LC3A/B  II levels, whereas 

Ad-mda-7-treated cells did not. GA treatments augmented ubiquitination and markedly 

increased melanoma differentiation-associated gene-7  (MDA-7) expression levels. 

These findings suggest that Ad-mda-7-mediated cytotoxicity is dependent on reactive 

oxygen species but independent of apoptosis or autophagy, and that GA-mediated 

cytotoxicity was linked with caspase-independent apoptosis and/or autophagy. A 

mechanism underlying the combinatory effects of Ad-mda-7 and GA remained complex 

and the synergism is attributable to multiple factors including increased MDA-7 protein 

stability by GA.Cancer Gene Therapy advance online publication, 22 November 2013; 

doi:10.1038/cgt.2013.66. 
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RESUMEN / SUMMARY:  - Epithelial splicing regulatory protein 1 (ESRP1) binds the 

FGFR-2 auxiliary cis-element ISE/ISS-3, located in the intron between exon IIIb and 

IIIc, and primarily promotes FGFR-2 IIIb expression. Here we assessed the role of 

ESRP1 in  pancreatic ductal adenocarcinoma (PDAC). Immunohistochemical analysis 

was performed using anti-ESRP1, FGFR-2 IIIb and FGFR-2 IIIc antibodies in 123 

PDAC cases. ESRP1 expression vector and small interference RNA (siRNA) targeting 

ESRP1 were transfected into human PDAC cells, and cell growth, migration and 

invasion were analyzed. In vivo heterotopic and orthotopic implantations using ESRP1 

overexpression clones were performed and effects on pancreatic tumor volumes and  

hepatic and pulmonary metastases determined. ESRP1 immunoreactivity was strong in 

the nuclei of cancer cells in well-to-moderately differentiated PDACs but weak in poorly 

differentiated cancers. Well-to-moderately differentiated cancers also exhibited high 

FGFR-2 IIIb and low FGFR-2 IIIc expression, whereas this ratio was reversed in the 

poorly differentiated cancers. Increased ESRP1 expression was associated with longer 

survival in comparison with low ESRP1 expression, and PANC-1 cells engineered to 

express ESRP1 exhibited increased FGFR-2 IIIb expression and decreased migration 

and invasion in vitro, whereas ESRP1 siRNA-transfected KLM-1 cells exhibited 

increased FGFR-2 IIIc expression and increased cell growth, migration and invasion. In 

vivo, ESRP1-overexpressing clones formed significantly fewer liver metastases as 

compared with control clones. ESRP1 regulates the expression pattern of FGFR-2 

isoforms, attenuates cell growth, migration, invasion and metastasis, and is a favorable 

prognostic factor in PDAC. Therefore, devising mechanisms to upregulate ESRP1 may 

exert a beneficial therapeutic effect in PDAC.Oncogene advance online publication, 30 

September 2013; doi:10.1038/onc.2013.392. 
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RESUMEN / SUMMARY:  - Pancreatic cancer is a highly aggressive malignant tumor. In 

the present study, we performed several methods, including CCK-8 assay, 

immunofluorescence technique, western blotting and flow cytometry, to determine the 

effects of VP16  (etoposide) on Panc-1 pancreatic cancer cells. The results 

demonstrated that VP16 inhibited the growth of and induced apoptosis in Panc-1 cells. 

Western blot analysis showed that VP16 inhibited the expression of Bcl-2 and 

enhanced the expression of Bax, caspases-3 and -9, cytochrome c and PARP. 

Notably, a strong inhibitory effect of VP16 on Panc-1 cells mainly occurred in non-

CSCs. These data provide a new strategy for the therapy of pancreatic cancer. 
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RESUMEN / SUMMARY:  - For patients with pancreatic cancer who suffer from 

obstructive jaundice, percutaneous transhepatic cholangiodrainage (PTCD) is the 

treatment of choice. However, there are no standards for palliative care for patients 

undergoing this  treatment. The aim of this study was to retrospectively evaluate the 

efficacy of  post-palliative treatment in patients with unresectable pancreatic cancer 

who were previously treated with PTCD. The 47 patients included in this study had 

unresectable pancreatic cancer, presented with obstructive jaundice, had no prior 

history of chemotherapy, and underwent PTCD. They were divided into two groups. 

Group A was composed of 21 patients who received post-palliative treatment 

(chemotherapy, radiation, or chemoradiotherapy). Group B consisted of 26 patients 

who were under best supportive care (BSC). We compared the median overall survival 

time between the two groups to evaluate the efficacy of post-palliative  treatment. The 

median overall survival time (MOST) of patients undergoing PTCD was 7.19 months. 

MOST was 9.07 months for patients in group A (P = 0.017 vs. group B) and 5.52 

months for those in group B. Among the patients receiving post-palliative treatment, 12 

(57 % of patients) received only a single therapy (either chemo or radiation), and 9 (43 

%) received chemoradiotherapy. Their median overall survival times were 8.31 and 

11.15 months, respectively (P = 0.325). Post-palliative treatment in patients with 

unresectable pancreatic cancer previously treated with PTCD is more effective than 

only best supportive care alone. Patients receiving both chemo and radiation may 

benefit more in terms of overall survival compared to patients receiving only one or the 

other. 

 

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

[64] 

TÍTULO / TITLE:  - Triptolide-induced Cell Death in Pancreatic Cancer Is Mediated by 

O-GlcNAc Modification of Transcription Factor Sp1. 

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

REVISTA / JOURNAL:  - J Biol Chem. 2013 Nov 22;288(47):33927-38. doi: 

10.1074/jbc.M113.500983. Epub 2013 Oct 15. 

 ●● Enlace al texto completo (gratuito o de pago)  1074/jbc.M113.500983 

AUTORES / AUTHORS:  - Banerjee S; Sangwan V; McGinn O; Chugh R; Dudeja V; 

Vickers SM; Saluja AK 

INSTITUCIÓN / INSTITUTION:  - From the Division of Basic and Translational Research, 

Department of Surgery, and. 

RESUMEN / SUMMARY:  - Pancreatic cancer, the fourth most prevalent cancer-related 

cause of death in the United States, is a disease with a dismal survival rate of 5% 5 

years after diagnosis. One of the survival proteins responsible for its extraordinary 

ability to evade cell death is HSP70. A naturally derived compound, triptolide, and its 

water-soluble prodrug, Minnelide, down-regulate the expression of this protein in 
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pancreatic cancer cells, thereby causing cell death. However, the mechanism of action 

of triptolide has not been elucidated. Our study shows that triptolide-induced down-

regulation of HSP70 expression is associated with a decrease in glycosylation of the 

transcription factor Sp1. We further show that triptolide inhibits glycosylation of Sp1, 

inhibiting the hexosamine biosynthesis  pathway, particularly the enzyme O-GlcNAc 

transferase. Inhibition of O-GlcNAc transferase prevents nuclear localization of Sp1 

and affects its DNA binding activity. This in turn down-regulates prosurvival pathways 

like NF-kappaB, leading to inhibition of HSF1 and HSP70 and eventually to cell death. 

In this study, we evaluated the mechanism by which triptolide affects glycosylation of 

Sp1, which in turn affects downstream pathways controlling survival of pancreatic 

cancer cells. 
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RESUMEN / SUMMARY:  - Gemcitabine (2’-deoxy-2’-difluorodeoxycytidine) is the only 

clinically effective  drug for pancreatic cancer. However, high levels of inherent and 

acquired tumor resistance to gemcitabine lead to difficulty of chemotherapy for 

pancreatic cancer. We have reported on a proteomic study of gemcitabine-sensitive 

KLM1 and -resistant KLM1-R pancreatic cancer cells, and identified some proteins 

which were shown to be up-regulated in KLM1-R compared to KLM1 cells. In those 

proteomic studies, peroxiredoxin-2 was listed as an up-regulated protein in KLM1-R 

cells. Peroxiredoxin-2 is a member of a family of peroxiredoxins providing a protective 

role for redox damage. In this study, the expression of peroxiredoxin-2 in KLM1 and 

KLM1-R cells was compared. It was found that peroxiredoxin-2 was significantly up-

regulated in KLM1-R cells compared to KLM1 cells (p<0.001). However, peroxiredoxin-

1 expression was significantly down-regulated in KLM1-R cells (p<0.001). These 

results suggest that peroxiredoxin-2 is a possible candidate biomarker for predicting 

the response of  patients with pancreatic cancer to treatment with gemcitabine. 
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RESUMEN / SUMMARY:  - Pancreatic cancer is an aggressive malignancy and one of 

the leading causes of cancer deaths. The high mortality rate is mostly due to the lack of 

appropriate tools for early detection of the disease and a shortage of effective 

therapies. We have previously shown that karyopherin alpha 7 (KPNA7), the newest 

member of the alpha karyopherin family of nuclear import receptors, is frequently 

amplified and overexpressed in pancreatic cancer. Here, we report that KPNA7 

expression is  absent in practically all normal human adult tissues but elevated in 

several pancreatic cancer cell lines. Inhibition of KPNA7 expression in AsPC-1 and 

Hs700T pancreatic cancer cells led to a reduction in cell growth and decreased 

anchorage independent growth, as well as increased autophagy. The cell growth 

effects were  accompanied by an induction of the cell cycle regulator p21 and a G1 

arrest of the cell cycle. Interestingly, the p21 induction was caused by increased mRNA 

synthesis and not defective nuclear transport. These data strongly demonstrate that 

KPNA7 silencing inhibits the malignant properties of pancreatic cancer cells in vitro and 

thereby provide the first evidence on the functional role for KPNA7  in human cancer. 
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RESUMEN / SUMMARY:  - OBJECTIVES: Accumulating evidence suggests that energy 

imbalance plays a role in  pancreatic carcinogenesis. However, it remains unclear 

whether single-nucleotide  polymorphisms (SNPs) in genes regulating energy 

homeostasis influence pancreatic  cancer risk. We investigated this question in a case-

control study conducted from 1994 to 1998. METHODS: Patients (n = 173) were 

ascertained from hospitals in the  Twin Cities and Mayo Clinic, Minnesota. Control 

subjects (n = 476) were identified from the general population and frequency matched 

to patients by age and sex. Seven SNPs were evaluated in relation to pancreatic 

cancer using unconditional logistic regression. RESULTS: After adjustment for 

confounders, the leucine/proline or proline/proline genotype of the neuropeptide Y 
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(NPY) gene rs16139 was associated with a lower risk than the leucine/leucine 

genotype (odds  ratio, 0.40 [95% confidence interval, 0.15-0.91]). Conversely, an 

increased risk  was observed for the glycine/arginine or arginine/arginine genotype of 

the adrenoceptor beta2, surface (ADRB2) gene rs1042713 as compared with the 

glycine/glycine genotype (odds ratio, 1.52 [95% confidence interval, 1.01-2.31]). 

CONCLUSIONS: This study first reveals that SNPs in genes modulating energy intake 

(NPY) and energy expenditure (ADRB2) altered pancreatic cancer risk. If confirmed by 

other studies, our findings may shed new light on the etiology and prevention  of 

pancreatic cancer. 
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RESUMEN / SUMMARY:  - PURPOSE: The aim of this study was to detect high-

performance prognostic biomarkers of pancreatic cancer which would enable the 

identification of high-risk patients. METHODS: The subjects were 324 patients who 

underwent radical surgery for pancreatic ductal adenocarcinoma without neoadjuvant 

therapy. We evaluated the prognostic impact of four perioperative serum tumor 

markers, including carbohydrate antigen 19-9 (CA19-9) and carcinoembryonic antigen 

(CEA).  We also evaluated the indices by multiplying the values of two tumor markers 

(e.g., CA19-9 x CEA). RESULTS: The preoperative CA19-9 x CEA index had a strong 

correlation with the prognosis of patients with pancreatic cancer, even when the  cut-off 

was set at the median value. CA19-9 x CEA >/=500 was an independent predictor of 

mortality (hazard ratio: 1.642, p = 0.021). In the ROC curve analysis of early mortality 

after surgery, the CA19-9 x CEA index had the highest goodness of fit. The presence 

of CA19-9 x CEA >/=500 had the largest attributable risk proportion because of its 

combined high predictive performance and prevalence. The postoperative CA19-9 x 

CEA index was also a significant predictive marker of mortality. CONCLUSION: The 

CA19-9 x CEA index is a strong prognostic biomarker that could help identify 

pancreatic cancer patients expected to have a poor prognosis so that they can be 

administered appropriate multidisciplinary treatment. 
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RESUMEN / SUMMARY:  - Background and study aims: Pancreatic ductal 

adenocarcinomas (PDAC) sometimes arise in patients with intraductal papillary 

mucinous neoplasms (IPMNs). This study examined the incidence of PDACs 

concomitant to or derived from branch duct  IPMNs. The usefulness of endoscopic 

ultrasonography (EUS) relative to other imaging methods for detecting these tumors 

was also assessed. Patients and methods: This retrospective study used data from 

clinical records and imaging studies that were collected prospectively. During 2001 - 

2009, 167 consecutive patients with IPMNs underwent EUS, ultrasonography, 

computed tomography (CT), and magnetic resonance imaging (MRI). The 102 patients 

whose branch duct IPMNs lacked mural nodules/symptoms and thus did not qualify for 

resection were followed up by semiannual EUS and annual ultrasonography, CT, and 

MRI. The sensitivity and specificity with which the four modalities detected IPMN-

derived and -concomitant PDACs at the first examination and throughout the study 

period were evaluated. The rate of PDAC development during follow-up was analyzed 

by the Kaplan-Meier method. Results: A total of 17 IPMN-derived and 11 IPMN-

concomitant PDACs were diagnosed at the first examination. Lesions that did not 

qualify for resection or chemotherapy were followed up for a median of 42 months. 

Seven IPMN-concomitant PDACs and no IPMN-derived PDACs were detected during 

follow-up. The 3- and 5-year rates of IPMN-concomitant PDAC development were 4.0 

% and 8.8 %, respectively. At the first examination, EUS was superior to other imaging 

modalities in terms of IPMN-derived and -concomitant PDAC detection. Throughout the 

study period, including follow-up, EUS was significantly better at detecting IPMN-

concomitant PDACs than the other modalities. Conclusions: IPMN-concomitant PDACs 

are quite often found at diagnosis and during follow-up. EUS examination of the whole 

pancreas plays an important role in the management of IPMNs as it allows the early 

detection of these small invasive carcinomas. 
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RESUMEN / SUMMARY:  - We report a successful treatment of a patient with heavily 

metastasized pancreatic vasoactive intestinal polypeptide-secreting tumor, which was 

unresponsive to high doses of octreotide analog using peptide receptor radionuclide 

therapy applying a radiolabeled somatostatin analog. After the peptide receptor 

radionuclide therapy, there was a decrease in vasoactive intestinal polypeptide levels, 

a significant reduction in somatostatin receptor expression and in molecular tumor 

volume on Ga DOTANOC PET/CT scan, and a complete long-term resolution of 

symptoms of the patient. 
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RESUMEN / SUMMARY:  - OBJECTIVES: The presence of a pancreatic cyst often 

prompts concern, although the rate of malignant transformation to mucin-producing 

adenocarcinoma is not known.  We aimed to determine the prevalence rate of mucin-

producing adenocarcinoma in US adults with pancreatic cysts. METHODS: This 

retrospective, population-based cross-sectional study calculated the annual number of 

mucin-producing adenocarcinomas using the Surveillance Epidemiology and End 

Results (SEER 18) database and the 2010 US census. The overall prevalence rate of 

cysts in the population was found using data from large cross-sectional imaging studies 

of incidental cyst prevalence. Prevalence rates were then calculated by dividing the 

annual number of mucin-producing adenocarcinomas by the cyst prevalence rate. 

RESULTS: Between 2005 and 2009, 1,137 mucin-producing adenocarcinomas were 

estimated to be found annually in a US adult population of 137,154,960. The total 

number of pancreas cysts, given a cyst prevalence rate of 2.5%, was 3,428,874. 

Therefore, the prevalence rate of mucin-producing adenocarcinoma arising in patients 

with pancreatic cysts was 33.2 per 100,000 (95% confidence interval (CI): 21.9-44.5). 

The prevalence rate was 32.8 per 100,000 (95% CI: 21.6-44.0) in women and 33.5 per 

100,000 (95% CI: 22.2-44.8) in men. As expected, the rate of malignant transformation 

increased linearly with advancing age (highest 38.6 per  100,000 in 80- to 84-year-old 

men). CONCLUSIONS: Malignant transformation of pancreatic cysts into mucin-

producing adenocarcinoma in US adults is a very rare  event. Current clinical 

guidelines and resource allocation for pancreatic cyst disease should be reconsidered 

given these findings. 

 

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

[72] 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24091499&dopt=Abstract
http://dx.doi.org/10.1038/ajg.2013.103


TÍTULO / TITLE:  - The potential risks of pancreatitis and pancreatic cancer with GLP-1-

based therapies are far outweighed by the proven and potential (cardiovascular) 

benefits. 

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

REVISTA / JOURNAL:  - Diabet Med. 2013 Oct;30(10):1148-55. doi: 

10.1111/dme.12301. 

 ●● Enlace al texto completo (gratuito o de pago)  1111/dme.12301 

AUTORES / AUTHORS:  - Ryder RE 

INSTITUCIÓN / INSTITUTION:  - Department of Diabetes and Endocrinology, City 

Hospital, Birmingham, UK. 

RESUMEN / SUMMARY:  - Recent suggestions that glucagon-like peptide-1 (GLP-1)-

based therapies could cause pancreatitis, and even pancreatic cancer, are based on: 

ANIMAL STUDIES: The worrying histological changes are not reproduced in all studies 

and are unexpectedly variable with different GLP-1-based therapies. AN 

OBSERVATIONAL STUDY: Singh’s findings that pancreatitis is doubled with GLP-1-

based therapies could relate to their use in obese patients who are prone to 

pancreatitis risk factors—gallstones and hypertriglyceridaemia. The other observational 

studies do not find an association between GLP-1-based therapies and pancreatitis. 

US FOOD AND DRUG ADMINISTRATION ADVERSE EVENT REPORTING SYSTEM: 

The increased reports of  pancreatitis and pancreatic cancer are likely to be attributable 

to ‘notoriety bias’. A STUDY OF ORGAN DONOR PANCREASES: Butler’s findings for 

those on GLP-1-based therapies vs. those not, could have other explanations. 

Meanwhile: META ANALYSIS: Randomized control trials with GLP-1-based therapies 

do not find increased pancreatitis risk. Meta-analysis of 53 randomized controlled trials 

including 20 212 dipeptidyl peptidase-4 inhibitor-treated patients found a significantly 

reduced risk of major adverse cardiovascular events [odds ratio 0.689 (0.528-0.899), P 

= 0.006] for dipeptidyl peptidase-4 inhibitors compared with control subjects. 

CARDIOVASCULAR RISK: The evidence suggests that there is more than a possibility 

that some of the GLP-1 receptor agonists, and possibly also some dipeptidyl 

peptidase-4 inhibitors, may be associated with reduced cardiovascular events. Eight 

ongoing long-term cardiovascular randomized controlled trials will report from 

September 2013 onwards. These trials should resolve the issue of pancreatitis risk and 

substantiate the extent of benefit. CONCLUSION: Whilst we should remain vigilant, 

currently the balance of evidence is strongly in support of GLP-1-based therapy, with 

benefits far outweighing potential risks. 
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RESUMEN / SUMMARY:  - BACKGROUND: Infected necrotising pancreatitis is a 

potentially lethal disease that nearly always requires intervention. Traditionally, primary 

open necrosectomy has been the treatment of choice. In recent years, the surgical 

step-up approach, consisting of percutaneous catheter drainage followed, if necessary, 

by (minimally invasive) surgical necrosectomy has become the standard  of care. A 

promising minimally invasive alternative is the endoscopic transluminal step-up 

approach. This approach consists of endoscopic transluminal  drainage followed, if 

necessary, by endoscopic transluminal necrosectomy. We hypothesise that the less 

invasive endoscopic step-up approach is superior to the surgical step-up approach in 

terms of clinical and economic outcomes.Methods/design: The TENSION trial is a 

randomised controlled, parallel-group superiority multicenter trial. Patients with 

(suspected) infected  necrotising pancreatitis with an indication for intervention and in 

whom both treatment modalities are deemed possible, will be randomised to either an 

endoscopic transluminal or a surgical step-up approach. During a 4 year study period, 

98 patients will be enrolled from 24 hospitals of the Dutch Pancreatitis  Study Group. 

The primary endpoint is a composite of death and major complications within 6 months 

following randomisation. Secondary endpoints include complications such as 

pancreaticocutaneous fistula, exocrine or endocrine pancreatic insufficiency, need for 

additional radiological, endoscopic or surgical intervention, the need for necrosectomy 

after drainage, the number of (re-)interventions, quality of life, and total direct and 

indirect costs. DISCUSSION: The TENSION trial will answer the question whether an 

endoscopic step-up approach reduces the combined primary endpoint of death and 

major complications, as well as hospital stay and related costs compared with a 

surgical step-up approach in patients with infected necrotising pancreatitis. 
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RESUMEN / SUMMARY:  - BACKGROUND & AIMS: Omega-3 rich fatty acids (n-3FA) 

have powerful anti-inflammatory and anti-neoplastic properties. Previous studies have 

investigated plasma and cellular uptake of oral and parenteral n-3FA regimens. These 

have shown that n-3FA undergo rapid uptake into cells which is sustained for the 

length of the treatment course. The aim of this study was to investigate  long-term 
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uptake of prolonged, regular treatment courses of parenteral n-3FA which has not been 

previously reported. METHODS: As part of a phase II single-arm trial, patients with 

advanced pancreatic cancer were treated with gemcitabine plus parenteral n-3FA rich 

lipid emulsion (up to 100 g) each week for three consecutive weeks with a subsequent 

rest week. This was repeated for up to six months in total for each patient. Pre-

treatment serum and erythrocyte cell membrane (ECM) pellet samples were obtained 

each week for the entire treatment course of each patient. Post-treatment samples 

were obtained for the first two cycles only to assess rapid uptake. Fatty acid methyl 

esters (FAME) were produced and analysed using gas chromatography. FAME 

proportions as a total of sample lipid composition for each class were plotted and the 

results analysed using a linear regression coefficient model. RESULTS: There was 

rapid and significant uptake of EPA and DHA FAME into plasma Non-Esterified Fatty 

Acids (NEFA) and EPA  into ECM pellets in post-treatment samples (median increase 

of 1.06%, 0.65% and 0.05% respectively). There was significant reduction in n-6 fatty 

acid FAMEs and  DHA in ECM pellets (decrease of 0.31% and 0.8% respectively- p = 

0.031 for all).  There was significant sustained uptake of EPA and DHA FAME into 

ECM pellets over  the cohort’s pooled treatment course with corresponding reduction in 

the n-6:n-3  ratio. CONCLUSIONS: Prolonged regular parenteral n-3FA administration 

results in  rapid and sustained cellular uptake. This regimen is appropriate for therapies 

aimed at increasing n-3FA content of cellular membranes and reduction of the n-6:n-3 

ratio. 
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RESUMEN / SUMMARY:  - High circulating glucose and non-esterified (free) fatty acid 

levels can cause pancreatic beta-cell failure. The molecular mechanisms of this beta-

cell glucolipotoxicity are yet to be established conclusively. In the present paper we 

report on the involvement of mitochondrial dysfunction in fatty-acid-induced beta-cell 

failure. We have used state-of-the-art extracellular flux technology to functionally probe 

mitochondrial energy metabolism in intact INS-1E insulinoma cells in real-time. We 

show that 24-h palmitate exposure at high glucose attenuates the glucose-sensitivity of 

mitochondrial respiration and lowers coupling efficiency of glucose-stimulated oxidative 

phosphorylation. These mitochondrial defects coincide with an increased level of ROS 

(reactive oxygen species), impaired GSIS (glucose-stimulated insulin secretion) and 

decreased cell viability. Palmitate lowers absolute glucose-stimulated respiration 

coupled to ATP synthesis, but does not affect mitochondrial proton leak. Palmitate is 

not toxic when administered at low glucose unless fatty acid beta-oxidation is inhibited. 

Palmitoleate, on the other hand, does not affect mitochondrial respiration, ROS levels, 

GSIS or cell viability. Although palmitoleate protects against the palmitate-induced 
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ROS increase and cell viability loss, it does not protect against respiratory and insulin 

secretory defects. We conclude that mitochondrial dysfunction contributes to fatty-acid-

induced GSIS impairment, and  that glucolipotoxic cell viability and GSIS phenotypes 

are mechanistically distinct. 
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RESUMEN / SUMMARY:  - Background:A few studies indicated that hepatitis C and 

hepatitis B virus (HCV/HBV) might be associated with pancreatic cancer risk. The aim 

of this nationwide cohort study was to examine this possible 

association.Methods:Hepatitis C virus- and hepatitis B virus-infected individuals were 

identified from the national surveillance database from 1990 to 2006, and followed to 

the end of 2008. The pancreatic cancer risk in the study population was compared with 

the general population by calculation of Standardized Incidence Ratios (SIRs), and with 

a matched reference population using a Cox proportional hazards regression model to 

calculate hazard ratios (HRs).Results:In total 340 819 person-years in the HCV cohort 

and 102 295 in the HBV cohort were accumulated, with 34 and 5 pancreatic cancers 

identified, respectively. The SIRHCV was 2.1 (95% confidence interval, CI: 1.4, 2.9) 

and the SIRHBV was 1.4 (0.5, 3.3). In the Cox model analysis, the HR for HCV 

infection was 1.9 (95% CI:  1.3, 2.7), diminishing to 1.6 (1.04, 2.4) after adjustment for 

potential confounders.Conclusion:Our results indicated that HCV infection might be 

associated with an increased risk of pancreatic cancer but further studies are needed 

to verify such association. The results in the HBV cohort indicated an excess risk, 

however, without statistical significance due to lack of power. 
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RESUMEN / SUMMARY:  - The poor prognosis of invasive ductal adenocarcinoma of the 

pancreas is mainly due to its resistance against therapeutic agents. The molecular 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24178755&dopt=Abstract
http://dx.doi.org/10.1038/bjc.2013.689
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24216611&dopt=Abstract
http://dx.doi.org/10.1016/j.cellsig.2013.11.003
mailto:hamadas@med.tohoku.ac.jp


mechanism by which morbidity enhances cell survival has been extensively studied, 

but radical  improvements in the therapeutic strategy have not yet been achieved. 

Recent reports have indicated the substantial contribution of miRNA in multiple cell 

functions by comprehensively targeting clusters of genes. We identified several 

miRNAs highly expressed in invasive ductal adenocarcinoma in our previous study,  

and clarified their contribution to the epithelial-mesenchymal transition. Among  the 

differentially expressed miRNAs, miR-365 was highly expressed in invasive ductal 

adenocarcinoma, whose functional role has not been reported. In the current study, we 

found that miR-365 induced gemcitabine resistance in pancreatic cancer cells. MiR-365 

directly targeted adaptor protein Src Homology 2 Domain Containing 1 (SHC1) and 

apoptosis-promoting protein BAX. The siRNA-based knockdown of SHC1 and BAX 

increased gemcitabine resistance, indicating the miR-365/SHC1/BAX axis influences 

the survival of pancreatic cancer cells. In addition, miR-365 up-regulated cancer-

promoting molecules such as Inhibitor of DNA binding 2 and S100P, suggesting the 

existence of cross-talk with other cancer-promoting signals. MiR-365 could exert 

orchestrated effects on pancreatic  cancer cell survival. 
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RESUMEN / SUMMARY:  - PURPOSE: MUC4 shows aberrant expression in early 

pancreatic lesions and a high specificity for pancreatic cancer (PC). It thus has a high 

potential to be a sensitive and specific biomarker. Unfortunately, its low serum level 

limits its diagnostic/prognostic potential. We here report that a multi-faceted acute 

phase  protein lipocalin 2, regulated by MUC4, could be a potential 

diagnostic/prognostic marker for pancreatic cancer. Experimental Designs and 

RESULTS: Overexpression/knockdown, luciferase reporter and molecular inhibition 

studies revealed that MUC4 regulates lipocalin 2 by stabilizing HER2 and stimulating 

AKT, which results in the activation of NF-kappaB. Immunohistochemical analyses of 

lipocalin 2 and MUC4 showed a significant positive correlation between MUC4 and 

lipocalin 2 in primary, metastatic tissues  (Spearman correlation coefficient 0.71, p-

value=0.002) from rapid autopsy tissue  sample from PC patients as well as in serum 

and tissue samples from spontaneous KRASG12D mouse PC model (Spearman 

correlation coefficient 0.98, p-value <0.05). Lipocalin 2 levels increased progressively 

with disease advancement (344.2 +/-22.8 ng/ml for 10 week to 3067.2+/-572.6 for 50 

week; p<0.0001). In human PC cases, significantly elevated levels of lipocalin 2 were 

observed in PC patients  (148+/-13.18 ng/ml) in comparison to controls (73.27+/-4.9 

ng/ml, p-value=0.014). Analyses of pre- and post-chemotherapy patients showed 
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higher lipocalin 2 levels  in pre-chemotherapy patients (121.7 ng/ml, 95% C.I. 98.1-

150.9) in comparison to  the post-chemotherapy (92.6 ng/ml, 95% C.I. 76.7-111.6, p-

value=0.06) group. CONCLUSIONS: The present study delineates the association and 

the downstream mechanisms of MUC4-regulated elevation of lipocalin-2 (via 

HER2/AKT/NF-kappaB) and its clinical significance for prognosis of pancreatic cancer. 

 

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

[79] 

TÍTULO / TITLE:  - Preclinical validation of AXL receptor as a target for antibody-based 

pancreatic  cancer immunotherapy. 

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

REVISTA / JOURNAL:  - Oncogene. 2013 Nov 18. doi: 10.1038/onc.2013.487. 

 ●● Enlace al texto completo (gratuito o de pago)  1038/onc.2013.487 

AUTORES / AUTHORS:  - Leconet W; Larbouret C; Chardes T; Thomas G; Neiveyans 

M; Busson M; Jarlier M; Radosevic-Robin N; Pugniere M; Bernex F; Penault-Llorca F; 

Pasquet JM; Pelegrin A; Robert B 

INSTITUCIÓN / INSTITUTION:  - INSERM-U896, IRCM, Universite Montpellier1, CRLC 

Val d’Aurelle-Paul Lamarque, 208 rue des Apothicaires, Montpellier-Cedex 5, France. 

RESUMEN / SUMMARY:  - AXL receptor tyrosine kinase (RTK) is implicated in 

proliferation and invasion of many cancers, particularly in pancreatic ductal 

adenocarcinoma (PDAC), for which  new therapeutic options are urgently required. We 

investigated whether inhibition of AXL activity by specific monoclonal antibodies 

(mAbs) is efficient in limiting proliferation and migration of pancreatic cancer cells. 

Expression of AXL was evaluated by immunohistochemistry in 42 PDAC. The AXL role 

in oncogenesis was studied using the short hairpin RNA approach in a pancreatic 

carcinoma cell line. We further generated antihuman AXL mAbs and evaluated their 

inhibitory effects and the AXL downstream signaling pathways first in vitro, in a panel of 

pancreatic cancer cell lines and then in vivo, using subcutaneous or orthotopic 

pancreatic tumor xenografts. AXL receptor was found expressed in 76% (32/42) of 

PDAC and was predominantly present in invasive cells. The AXL-knockdown Panc-1 

cells decreased in vitro cell migration, survival and proliferation, and reduced  in vivo 

tumor growth. Two selected anti-AXL mAbs (D9 and E8), which inhibited 

phosphorylation of AXL and of its downstream target AKT without affecting growth  

arrest-specific factor 6 (GAS6) binding, induced downexpression of AXL by 

internalization, leading to an inhibition of proliferation and migration in the four 

pancreatic cancer cell lines studied. In vivo, treatment by anti-AXL mAbs significantly 

reduced growth of both subcutaneous and orthotopic pancreatic tumor xenografts 

independently of their KRAS mutation status. Our in vitro and preclinical in vivo data 

demonstrate that anti-human AXL mAbs could represent a new approach to the 

pancreatic cancer immunotherapy.Oncogene advance online publication, 18 November 

2013; doi:10.1038/onc.2013.487. 
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RESUMEN / SUMMARY:  - Background: hypercalcemia in patients with diagnosed 

carcinoma has predominantly  a humoral basis mediated by parathyroid hormone-

related protein (PTH-rP). Among the reported cases, hypercalcemia associated with 

the majority of abdominal malignancies indicates an advanced stage of disease.Case 

report: we present a case of a 78-year-old patient with an adenosquamous pancreatic 

carcinoma associated with humoral hypercalcemia mediated by PTH-rP.Conclusion: in 

this case, demonstration of unexpectantly rapid increase in calcium serum correlated 

with aggressive tumor growth led us to raise the hypothesis that PTH-rP could be  a 

mediator of invasion and dissemination secreted by some tumors, and probably 

indicates the appropriate time to initiate palliative treatment. 

 

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

[81] 

TÍTULO / TITLE:  - Management of Renal Masses in Transplant Allografts at an 

Australian Kidney-Pancreas Transplant Unit. 

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

REVISTA / JOURNAL:  - Transplantation. 2013 Nov 7. 

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

1097/01.TP.0000437333.38786.fd 

AUTORES / AUTHORS:  - Su MZ; Campbell NA; Lau HM 

INSTITUCIÓN / INSTITUTION:  - 1 Department of Nephrology, Transplantation and 

Urulogy, Westmead Hospital, Sydney, Australia. 2 Address correspondence to: Michael 

Z. Su, Suite 12, Westmead Private Hospital, Corner Darcy and Mons Roads, 

Westmead, New South Wales, Australia 2145. 

RESUMEN / SUMMARY:  - BACKGROUND: A shift towards partial nephrectomy (PN) in 

the management of small renal cell carcinoma (RCC) in recent years has prompted a 

parallel change in the  management of rare cases of transplant allograft RCC. There 

are currently no guidelines on the management of allograft RCC. We present our 

center experience and review the latest evidence for management of RCC in renal 

transplant allografts. METHODS: We performed a retrospective review of the transplant 

patient registry of a kidney-pancreas transplant center between 1984 and 2012. All 

confirmed allograft kidney RCC cases were included in this series. MEDLINE search of 

current literature on renal allograft RCC and selection of appropriate  studies were 

conducted. RESULTS: A total of 1,241 patients had received either a  living, cadaveric, 

or combined kidney-pancreas transplant at our center, and four cases of allograft RCC 

were identified. The first case underwent a radical nephrectomy given the central 

location of the tumor and his young age. The second case underwent an open PN in 

the setting of a central tumor with minimal morbidity. The third case involved multiple 

renal lesions that were subsequently  treated with radiofrequency ablation (RFA). The 

fourth case underwent a non-ischemic open PN in the setting of a midpole tumor with 

minimal morbidity. There have been no cases of local recurrence or metastatic 

progression at median  21.5 months’ follow-up. CONCLUSION: We have shown the 

safety and efficacy of minimally invasive techniques such as PN and RFA in a variety 

of tumors. We consider PN as an appropriate therapy for localized, clinical T1 allograft 

RCC tumors. 
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RESUMEN / SUMMARY:  - Background:Increasing nut intake has been associated with 

reduced risk of diabetes mellitus, which is a risk factor for pancreatic 

cancer.Methods:We prospectively followed 75 680 women in the Nurses’ Health Study, 

and examined the association between nut consumption and pancreatic cancer risk. 

Participants with a previous history of cancer were excluded. Nut consumption was 

assessed at baseline and updated every 2 to 4 years. Relative risks (RRs) and 95% 

confidence  intervals (95% CIs) were estimated using Cox proportional hazards 

models.Results:We documented 466 incident cases of pancreatic cancer. After 

adjusting for age, height, smoking, physical activity, and total energy intake, women 

who consumed a 28-g (1 oz) serving size of nuts >/=2 times per week experienced a 

significantly lower risk of pancreatic cancer (RR, 0.65; 95% CI, 0.47-0.92; P for 

trend=0.007) when compared with those who largely abstained from nuts. The results 

did not appreciably change after further adjustment for body mass index (BMI) and 

history of diabetes mellitus (RR, 0.68; 95% CI, 0.48-0.95; P for trend=0.01). The 

inverse association persisted within strata defined by BMI,  physical activity, smoking, 

and intakes of red meat, fruits, and vegetables.Conclusion:Frequent nut consumption is 

inversely associated with risk  of pancreatic cancer in this large prospective cohort of 

women, independent of other potential risk factors for pancreatic cancer. 
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RESUMEN / SUMMARY:  - PURPOSE: We investigated the prognostic role of 18F-FDG 

PET/CT in the prediction  of progression-free survival (PFS) and chemotherapeutic 

response in patients with locally advanced or metastatic pancreatic cancer. 
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METHODS: We enrolled 21 newly diagnosed patients with locally advanced or 

metastatic pancreatic cancer who underwent 18F-FDG PET/CT scanning before 

palliative gemcitabine-based chemotherapy between 2006 and 2012. Maximum 

standardized uptake value (SUVmax) of the primary tumor was measured by 18F-FDG 

PET/CT. Chemotherapeutic response was evaluated according to the Response 

Evaluation Criteria in Solid Tumors. Survival analysis was performed for time to 

progression using the Kaplan-Meier method. Cox proportional hazard models were 

used to determine independent prognostic factors. RESULTS: All pancreatic tumors 

showed detectable FDG uptake (mean SUVmax = 6.8 +/- 3.0, range 2-12) The mean 

SUVmax values among response groups showed no significant difference (P = 0.853) 

and chemotherapeutic response was not different according to SUVmax level (P = 

0.807). PFS was significantly shorter in the high SUVmax (>/=6.8) group than in the 

low SUVmax (<6.8) group (2.9 vs. 6 months, P = 0.012). Multivariate analysis revealed 

that SUVmax was an independent prognostic factor for predicting PFS (P = 0.046). 

CONCLUSIONS: Higher SUVmax of primary pancreatic tumor is associated with poor 

PFS and pretreatment SUVmax is an independent prognostic factor for predicting PFS 

in patients with locally advanced or metastatic pancreatic cancer who received 

gemcitabine-based palliative chemotherapy. However, pretreatment SUVmax is not 

associated with chemotherapeutic response. 
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RESUMEN / SUMMARY:  - Background:Hypoxia is a driving force in pancreatic-ductal-

adenocarcinoma (PDAC)  growth, metastasis and chemoresistance. The muscle-

isoform of lactate dehydrogenase (LDH-A) constitutes a major checkpoint for the switch 

to anaerobic  glycolysis, ensuring supply of energy and anabolites in hypoxic-

environments. Therefore, we investigated the molecular mechanisms underlying the 

pharmacological interaction of novel LDH-A inhibitors in combination with gemcitabine 

in PDAC cells.Methods:Lactate dehydrogenase A levels were studied by  quantitative 

RT-PCR, western blot, immunofluorescence and activity assays in 14 PDAC cells, 

including primary-cell-cultures and spheroids, in normoxic and hypoxic conditions. Cell 

proliferation, migration and key determinants of drug activity were evaluated by 

sulforhodamine-B-assay, wound-healing assay, PCR and LC-MS/MS.Results:Lactate 

dehydrogenase A was significantly increased under hypoxic conditions (1% O2), where 

the novel LDH-A inhibitors proved to be particularly effective (e.g., with IC50 values of 

0.9 vs 16.3 muM for NHI-1 in LPC006 in hypoxia vs normoxia, respectively). These 

compounds induced apoptosis,  affected invasiveness and spheroid-growth, reducing 

expression of metalloproteinases and cancer-stem-like-cells markers (CD133+). Their 

synergistic interaction with gemcitabine, with combination index values <0.4 in hypoxia, 
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might also be attributed to modulation of gemcitabine metabolism, overcoming the  

reduced synthesis of phosphorylated metabolites.Conclusion:Lactate dehydrogenase  

A is a viable target in PDAC, and novel LDH-A inhibitors display synergistic cytotoxic 

activity with gemcitabine, offering an innovative tool in hypoxic tumours.British Journal 

of Cancer advance online publication, 31 October 2013; doi:10.1038/bjc.2013.681 

www.bjcancer.com. 

 

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

[85] 

TÍTULO / TITLE:  - microRNA-10b enhances pancreatic cancer cell invasion by 

suppressing TIP30 expression and promoting EGF and TGF-beta actions. 

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

REVISTA / JOURNAL:  - Oncogene. 2013 Oct 7. doi: 10.1038/onc.2013.405. 

 ●● Enlace al texto completo (gratuito o de pago)  1038/onc.2013.405 

AUTORES / AUTHORS:  - Ouyang H; Gore J; Deitz S; Korc M 

INSTITUCIÓN / INSTITUTION:  - Departments of Medicine, Biochemistry and Molecular 

Biology, Indiana University School of Medicine, the Melvin and Bren Simon Cancer 

Center and the Pancreatic Cancer Signature Center, Indianapolis, IN, USA. 

RESUMEN / SUMMARY:  - Increased microRNA-10b (miR-10b) expression in the cancer 

cells in pancreatic ductal adenocarcinoma (PDAC) is a marker of disease 

aggressiveness. In the present study, we determined that plasma miR-10b levels are 

significantly increased in PDAC patients by comparison with normal controls. By gene 

profiling, we identified potential targets downregulated by miR-10b, including Tat-

interacting protein 30 (TIP30). Immunoblotting and luciferase reporter assays 

confirmed that TIP30 was a direct miR-10b target. Downregulation of TIP30 by miR-

10b or siRNA-mediated silencing of TIP30 enhanced epidermal growth factor (EGF)-

dependent invasion. The actions of miR-10b were abrogated by expressing a modified 

TIP30 cDNA resistant to miR-10b. EGF-induced EGF receptor (EGFR) tyrosine 

phosphorylation and extracellular signal-regulated kinase phosphorylation were 

enhanced by miR-10b, and these effects were mimicked by TIP30 silencing. The 

actions of EGF in the presence of miR-10b were blocked by EGFR kinase inhibition 

with erlotinib and by dual inhibition of PI3K (phosphatidylinositol 3’-kinase) and MEK. 

Moreover, miR-10b, EGF and transforming growth factor-beta (TGF-beta) combined to 

markedly increase cell invasion, and this effect was blocked by the combination of 

erlotinib and SB505124, a type I TGF-beta receptor inhibitor. miR-10b also enhanced 

the stimulatory effects of EGF and TGF-beta on cell migration and epithelial-

mesenchymal transition (EMT) and decreased the expression of RAP2A, EPHB2, 

KLF4 and NF1. Moreover, miR-10b overexpression accelerated pancreatic cancer cell 

(PCC) proliferation and tumor growth in an orthotopic model. Thus, plasma miR-10b 

levels may serve as a diagnostic marker in PDAC, whereas intra-tumoral miR-10b 

promotes PCC proliferation and invasion by suppressing TIP30, which enhances 

EGFR signaling, facilitates EGF-TGF-beta cross-talk and enhances the expression of 

EMT-promoting  genes, whereas decreasing the expression of several metastasis-

suppressing genes. Therefore, therapeutic targeting of miR-10b in PDAC may interrupt 

growth-promoting deleterious EGF-TGF-beta interactions and antagonize the 

metastatic process at various levels.Oncogene advance online publication, 7 October 

2013; doi:10.1038/onc.2013.405. 
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RESUMEN / SUMMARY:  - Purpose: In pancreatic cancer median survival times range 

around 6, 6 to 6,9 months. Here we retrospectively analyzed the outcome of 

immunotherapy in the additional palliative treatment of pancreatic cancer with long 

antigen exposition dendritic cell therapy (LANEX-DC(®)) in 138 patients who were 

treated at our institution. Patients: Data were available of 134 patients (97.1%). The 

median interval between first diagnosis and start of treatment was 1.4 months. Results:  

Therapy was well tolerated and no serious side effects were observed. The survival 

rate after 6 months was 72.2 % and afters 9 month 50.4%. The median survival time 

according to Kaplan- Meier regression analysis was 8.9 months. Median survival was 

significantly higher in the group of patients who started immunotherapy within 2 months 

following diagnosis (p=0.029) or repeated immunotherapy (p=0.027). Interestingly, 

younger patients <= 60 years of age lived significantly longer as patients > 60 years of 

age (p = 0.022). Conclusion: We were able to demonstrate in a large retrospective 

analysis that additional treatment with dendritic cells (LANEX-DC(®)) is highly effective 

and extends the median survival times up to 8.9 months. Furthermore we were able to 

demonstrate that median survival can be increased by early beginning and repetition of 

LANEX-DC(®) treatment. 
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RESUMEN / SUMMARY:  - PURPOSE: In this phase I study, we sought to determine the 

feasibility and tolerability of neoadjuvant short course radiotherapy (SC-CRT) delivered 

with photon RT with concurrent capecitabine for resectable pancreatic 

adenocarcinoma.  MATERIALS AND METHODS: Ten patients with localized, 

resectable pancreatic adenocarcinoma were enrolled from December 2009 to August 

2011. In dose level I,  patients received 3Gyx10. In dose level 2, patients received 

5Gyx5 (every other day). In dose level 3, patients received 5Gyx5 (consecutive days). 
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Capecitabine was given during weeks 1 and 2. Surgery was performed 1-3weeks after 

completion of chemotherapy. RESULTS: With an intended accrual of 12 patients, the 

study was  closed early due to unexpected intraoperative complications. Compared to 

the companion phase I proton study, patients treated with photons had increased 

intraoperative RT fibrosis reported by surgeons (27% vs. 63%). Among those 

undergoing a Whipple resection, increased RT fibrosis translated to an increased  

mean OR time of 69min. Dosimetric comparison revealed significantly increased low 

dose exposure to organs at risk for patients treated with photon RT. CONCLUSIONS: 

This phase I experience evaluating the tolerability of neoadjuvant SC-CRT with photon 

RT closed early due to unexpected intraoperative complications. 
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RESUMEN / SUMMARY:  - Helicobacter pylori (H. pylori) seropositivity has been 

inconsistently associated with pancreatic cancer. We, therefore, investigated the 

association between H. pylori seropositivity and pancreatic cancer in a case-control 

study nested within Alpha-Tocopherol, Beta-Carotene Cancer Prevention Study 

(ATBC) cohort of Finnish  male smokers. Pancreatic cancer cases (n = 353) and 

control subjects (n = 353) were matched on date of baseline serum collection, age at 

randomization, and follow-up time (up to 23.9 years). We used a multiplex serology 

assay to determine the sero-status of antibodies against 15 H. pylori-specific antigens 

in fasting serum samples. Conditional logistic regression was used to calculate the  

odds ratio (OR) and 95% confidence intervals (CI). Neither targeted H. pylori antigens 

in serum nor the combination of all was associated with development of pancreatic 

cancer (combination of all: OR, 0.85; 95% CI, 0.49-1.49). Our results  suggest that H. 

pylori is not a risk factor for pancreatic cancer. Cancer Epidemiol Biomarkers Prev; 

22(12); 1-4. ©2013 AACR. 
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INSTITUCIÓN / INSTITUTION:  - Dept of Chronic Disease Epidemiology, Yale University 

School of Public Health. 

RESUMEN / SUMMARY:  - BACKGROUND: Pathophysiologic actions of Helicobacter 

pylori colonization on gastric acidity have been hypothesized to modulate the effect of 

pancreatic carcinogens, through CagA-negative organism strain type, hyperchlorhydria 

and increased risk of pancreatic cancer, or CagA-positive strain, hypochlorhydria and 

decreased risk of pancreatic cancer. We aimed to determine H. pylori strain-specific 

associations with pancreatic cancer in a population where colonization by CagA-

positive strains is common. METHODS: We carried out a large  population-based case-

control study of pancreatic carcinoma in Shanghai, China. Venipuncture specimens 

were obtained from a representative sample of 761 case patients and 794 randomly 

selected control subjects matched by category of age and gender. Antibody 

seropositivity for H. pylori and its virulence protein CagA  were determined by 

commercial enzyme-linked immunosorbent IgG assays. RESULTS: Compared to 

individuals seronegative for both H. pylori and CagA, decreased pancreas-cancer risk 

was seen for CagA seropositivity (adjusted odds ratio [OR],  0.68; 95% confidence 

interval (CI), 0.54-0.84), while some increased risk was suggested for CagA-negative 

H. pylori seropositivity (OR, 1.28; 95% CI, 0.76-2.13). No risk interactions were 

observed between CagA seropositivity and gender, cigarette smoking, or age-21 body 

mass index. CONCLUSIONS: Similar to what has been seen in animal models, our 

results provide suggestive evidence in humans for the involvement of gastric acidity, 

through its bidirectional modification according to colonization by Helicobacter pylori 

CagA strain type, in the risk of pancreatic carcinoma. IMPACT: Helicobacter pylori 

colonization may have diverse effects on cancer risk, depending on the organism strain 

type as well as on the particular cancer site. 

 

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

[90] 

TÍTULO / TITLE:  - High Expression of Interleukin-22 and Its Receptor Predicts Poor 

Prognosis in Pancreatic Ductal Adenocarcinoma. 

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

REVISTA / JOURNAL:  - Ann Surg Oncol. 2013 Oct 17. 

 ●● Enlace al texto completo (gratuito o de pago)  1245/s10434-013-3322-x 

AUTORES / AUTHORS:  - Wen Z; Liao Q; Zhao J; Hu Y; You L; Lu Z; Jia C; Wei Y; Zhao 

Y 

INSTITUCIÓN / INSTITUTION:  - Department of General Surgery, Peking Union Medical 

College Hospital, Chinese Academy of Medical Science & Peking Union Medical 

College, Tsinghua University, Beijing, China. 

RESUMEN / SUMMARY:  - BACKGROUND: The cytokine interleukin-22 (IL-22) and its 

receptor are present in the tumor microenvironment. Their function in pancreatic ductal 

adenocarcinoma (PDAC) remains largely unknown. The goal of the present study was 

to measure the  expression of IL-22 and IL-22R in PDAC and assess their relationship 

with clinicopathological features and prognosis. METHODS: The expression of IL-22 

and  IL-22R was evaluated by immunohistochemistry in PDAC tissues from 57 patients 

and by Western blotting in six tumors and adjacent nontumor tissues. A statistical 

analysis was conducted to assess the relationship between levels of expression, 

clinicopathological factors, and overall survival. In addition, the relationship  between 

the expression of IL-22 and IL-22R and invasion was assessed by Western blotting and 
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transwell assay with the PDAC cell lines PANC1 and BxPC3. RESULTS: Positive IL-22 

staining was detected in PDAC tissues and adjacent nontumor tissues. Positive IL-22R 

staining was detected in PDAC cells. High expression of  IL-22 and IL-22R correlated 

significantly with lymph node involvement. IL-22 increased the phosphorylation of 

signal transducer and activator of transcription3, the expression of matrix 

metalloproteinase 9, and the invasion in PANC1 and BxPC3 cells in vitro while 

silencing of IL-22R RNA caused opposite effects. Most importantly, overall survival was 

significantly poorer in patients  with high expression of IL-22 and IL-22R than in those 

with low expression. CONCLUSIONS: These findings reveal the positive role of IL-22 

and IL-22R in invasion and metastasis in human PDAC. IL-22 and IL-22R may be 

suitable independent prognostic markers in PDAC. 
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RESUMEN / SUMMARY:  - Aggressive dissemination and metastasis of pancreatic 

ductal adenocarcinoma (PDAC) results in poor prognosis and marked lethality. Rho 

monomeric G protein levels are increased in pancreatic cancer tissue. As the 

mechanisms underlying PDAC malignancy are little understood, we investigated the 

role for cAMP in regulating monomeric G protein regulated invasion and migration of 

pancreatic cancer cells. Treatment of PDAC cells with cAMP elevating agents that 

activate adenylyl cyclases, forskolin, protein kinase A (PKA), 6-Bnz-cAMP, or the cyclic 

nucleotide phosphodiesterase inhibitor cilostamide significantly decreased migration 

and Matrigel invasion of PDAC cell lines. Inhibition was dose-dependent and not 

significantly different between forskolin or cilostamide treatment. cAMP  elevating drugs 

not only blocked basal migration, but similarly abrogated transforming-growth factor-

beta-directed PDAC cell migration and invasion. The inhibitory effects of cAMP were 

prevented by the pharmacological blockade of PKA. Drugs that increase cellular cAMP 

levels decreased levels of active RhoA or RhoC, with a concomitant increase in 

phosphorylated RhoA. Diminished Rho signaling was  correlated with the appearance 

of thickened cortical actin bands along the perimeter of non-motile forskolin or 

cilostamide-treated cells. Decreased migration did not reflect alterations in cell growth 

or programmed cell death. Collectively these data support the notion that increased 

levels of cAMP specifically hinder PDAC cell motility through F-actin remodeling. © 

2013 Wiley Periodicals, Inc. 
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RESUMEN / SUMMARY:  - Because of the rarity of duodenal adenocarcinoma (DAC), 

the clinicopathologic features and prognostication data for DAC are limited. There are 

no published studies directly comparing the prognosis of DAC to that of ampullary 

adenocarcinoma (AA) and of pancreatic ductal adenocarcinoma (PDA) after resection. 

In this study, we examined the clinicopathologic features of 68 patients with DAC, 92 

patients with AA, and 126 patients with PDA who underwent resection. Patient 

clinicopathologic and survival information were extracted from medical records. 

Statistical analysis was performed using Statistical Package for the Social Sciences 

with 2-sided significance level of .05. Patients with DAC had higher American Joint 

Committee on Cancer (AJCC) stage than AA patients (P = .001). Lymph node 

metastasis (P = .013) and AJCC stage (P = .02) correlated with  overall survival in DAC 

patients. Patients with DAC or AA had lower frequencies of lymph node metastasis and 

positive margin and better survival than those with  PDA (P < .05). However, no 

differences in nodal metastasis, margin status, or survival were observed between 

DAC patients and those with AA. Our study showed that lymph node metastasis and 

AJCC stage are important prognostic factors for overall survival in DAC patients. 

Patients with DAC had less frequent nodal metastasis and better prognosis than those 

with PDA. There was no significant difference in prognosis between DAC and AA. 
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RESUMEN / SUMMARY:  - Background:In pancreatic ductal adenocarcinoma (PDAC), 

fractalkine receptor CX3CR1 contributes to perineural invasion (PNI). We investigated 

whether CX3CR1 expression occurs early in PDAC and correlates with tumour features 

other than PNI.Methods:We studied CX3CR1 and CX3CL1 expression by 
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immunohistochemistry in 104 human PDAC and coexisting Pancreatic Intraepithelial 

Neoplasia (PanIN), and in PdxCre/LSL-Kras(G12D) mouse model of PDAC. CX3CR1 

expression in vitro was studied by a spheroid model, and in vivo by syngenic mouse 

graft of tumour cells.Results:In total, 56 (53.9%) PDAC expressed CX3CR1, 70 

(67.3%) CX3CL1, and  45 (43.3%) both. CX3CR1 expression was independently 

associated with tumour glandular differentiation (P=0.005) and PNI (P=0.01). 

Pancreatic Intraepithelial  Neoplasias were more frequently CX3CR1+ (80.3%, 

P<0.001) and CX3CL1+ (86.8%, P=0.002) than matched cancers. The survival of 

PDAC patients was better in those  with CX3CR1+ tumour (P=0.05). Mouse PanINs 

were also CX3CR1(+) and -CL1(+). In vitro, cytokines significantly increased CX3CL1 

but not CX3CR1 expression. Differently, CX3CR1 was upregulated in tumour 

spheroids, and in vivo only in well-differentiated tumours.Conclusion:Tumour 

differentiation, rather than inflammatory signalling, modulates CX3CR1 expression in 

PanINs and PDAC. CX3CR1 expression pattern suggests its early involvement in 

PDAC progression, outlining  a potential target for interfering with the PanIN transition 

to invasive cancer. 
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RESUMEN / SUMMARY:  - Background: Obesity and diabetes are potentially alterable 

risk factors for pancreatic cancer. Genetic factors that modify the associations of 

obesity and diabetes with pancreatic cancer have previously not been examined at the 

genome-wide level. Methods: Using GWAS genotype and risk factor data from the 

Pancreatic Cancer Case Control Consortium, we conducted a discovery study of 2,028 

cases and 2,109 controls to examine gene-obesity and gene-diabetes interactions in 

relation to pancreatic cancer risk by employing the likelihood ratio test (LRT) nested in 

logistic regression models and Ingenuity Pathway Analysis (IPA). Results: After 

adjusting for multiple comparisons, a significant  interaction of the chemokine signaling 

pathway with obesity (P=3.29x10^(-6)) and  a near significant interaction of calcium 

signaling pathway with diabetes (P=1.57x10^(-4)) in modifying the risk of pancreatic 

cancer was observed. These findings were supported by results from IPA analysis of 

the top genes with nominal interactions. The major contributing genes to the two top 

pathways include GNGT2, RELA, TIAM1 and GNAS. None of the individual genes or 

SNPs except  one SNP remained significant after adjusting for multiple testing. 

Notably, SNP rs10818684 of the PTGS1 gene showed an interaction with diabetes (P 

= 7.91x10^(-7)) at a false discovery rate of 6%. Conclusions: Genetic variations in 

inflammatory response and insulin resistance may affect the risk of obesity and 
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diabetes-related pancreatic cancer. These observations should be replicated in 

additional large datasets. Impact: Gene-environment interaction analysis may provide 

new insights into the genetic susceptibility and molecular mechanisms of  obesity- and 

diabetes-related pancreatic cancer. 
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RESUMEN / SUMMARY:  - Pancreatic cancer is often diagnosed at an advanced stage 

and it has a poor prognosis that points to an increased need to develop effective 

chemoprevention strategies for this disease. We examined the ability of phenethyl 

isothiocyanate  (PEITC), a naturally occurring isothiocyanate found in cruciferous 

vegetables, to inhibit the growth of pancreatic cancer cells in vitro and in a MIAPaca2 

xenograft animal model. Exposure to PEITC inhibited pancreatic cancer cell growth in a 

dose-dependent manner, with an IC50 of approximately 7 mumol/L. PEITC treatment 

induced G2/M phase cell cycle arrest, downregulated the antiapoptotic proteins Bcl-2 

and Bcl-XL, upregulated the proapoptotic protein Bak, and suppressed Notch 1 and 2 

levels. In addition, treatment with PEITC induced cleavage of poly-(ADP-ribose) 

polymerase and led to increased cytoplasmic histone-associated DNA fragmentation 

and subdiploid (apoptotic) fraction in pancreatic cancer cells. Oral administration of 

PEITC suppressed the growth of pancreatic cancer cells in a MIAPaca2 xenograft 

animal model. Our data show that  PEITC exerts its inhibitory effect on pancreatic 

cancer cells through several mechanisms, including G2/M phase cell cycle arrest and 

induction of apoptosis, and supports further investigation of PEITC as a 

chemopreventive agent for pancreatic cancer. 
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RESUMEN / SUMMARY:  - PURPOSE: The proteasome inhibitor bortezomib (PS-341) 

has displayed significant efficiency against pancreatic cancer cells. However, the 

underlying mechanisms are not fully understood. Here, we tested if ceramide 
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production was involved in  the bortezomib’s effect. METHODS: Two transformed 

pancreatic cancer cell lines (PANC-1 and Mia) and the primary pancreatic cancer cells 

were used. Cell death was analyzed by MTT viability assay and trypan blue staining. 

Cell apoptosis was  analyzed by Histone DNA-ELISA assay and Annexin V FACS. 

Western blots were used to test signal protein changes. The cellular ceramide level 

after bortezomib treatment was also determined. RESULTS: In cultured pancreatic 

cancer cells, bortezomib increased cellular ceramide production to promote cell 

apoptosis. The  ceramide de novo synthase inhibitor fumonisin B1 (F-B1) suppressed 

bortezomib-induced ceramide production and apoptosis, while exogenously added C6-

ceramide facilitated bortezomib-induced pancreatic cancer cell death. Meanwhile, 1-

phenyl-2-decanoylamino-3-morpholino-1-propanol (PDMP), the inhibitor of 

glucosylceramide synthetase as well as the sphingosine kinase 1 inhibitors (SKI-II and 

SKI-IV), facilitated bortezomib-induced ceramide production and subsequent cell 

apoptosis. Further, bortezomib-induced pro-apoptotic c-Jun N-terminal kinase (JNK) 

activation was also associated with ceramide production.  JNK activation by bortezomib 

was suppressed by F-B1, but was enhanced by SKI-II and PDMP in pancreatic cancer 

cells. Finally, C6-ceramide, SKI-II, and PDMP dramatically enhanced bortezomib-

induced cytotoxicity in primary cultured pancreatic cancer cells. CONCLUSIONS: We 

found that bortezomib-induced apoptosis  was associated with ceramide production in 

primary and transformed pancreatic cancer cells. 
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RESUMEN / SUMMARY:  - K-Ras activating mutations are a major problem that drives 

aggressive tumor growth and metastasis in pancreatic cancer. Currently, there are no 

effective targeted therapies for this genetically defined subset of cancers harboring 

oncogenic K-Ras mutations that confer drug resistance, aggressive tumor growth, 

metastasis and poor clinical outcome. We identified a novel synthetic oleanane 

triterpenoid compound designated AMR-MeOAc that effectively kills K-Ras mutant 

pancreatic cancer HPAF-II cells. The cytotoxic effects correlated with apoptosis  

induction, as was evidenced by increase of apoptosis cells upon the treatment of  

AMR-MeOAc in HPAF-II cells. Our studies revealed that AMR-MeOAc treatment 

inhibits cancer associated survival gene survivin. Moreover, AMR-MeOAc also led to 

down regulation of Akt, ERK1/2 and survivin protein levels. Our results indicate that 

AMR-MeOAc or its active analogs could be a novel class of anticancer agents against 

K-Ras driven human pancreatic cancer. 
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RESUMEN / SUMMARY:  - BACKGROUND: Pancreatic cancer is the fourth leading 

cause of cancer death in the  United States. The high mortality rate of patients with 

pancreatic cancer is primarily due to the difficulty of early diagnosis and a lack of 

effective therapies. There is an urgent need to discover novel molecular targets for 

early  diagnosis and new therapeutic approaches to improve the clinical outcome of 

this  deadly disease. AIM: We utilized the reverse-phase protein assay (RPPA) to 

identify differentially expressed biomarker proteins in tumors and matched adjacent, 

normal-appearing tissue samples from 15 pancreatic cancer patients. METHODS: The 

antibody panel used for the RPPA included 130 key proteins involved  in various 

cancer-related pathways. The paired t test was used to determine the significant 

differences between matched pairs, and the false discovery rate-adjusted p values 

were calculated to take into account the effect of multiple comparisons. RESULTS: 

After correcting for multiple comparisons, we found 19 proteins that had statistically 

significant differences in expression between matched pairs. However, only four (AKT, 

beta-catenin, GAB2, and PAI-1) of them met the conservative criteria (both a q value 

<0.05 and a fold-change of >/=3/2 or </=2/3) to be considered differentially expressed. 

Overexpression of AKT, beta-catenin, and GAB2 in pancreatic cancer tissues identified 

by RPPA has also been further confirmed by western blot analysis. Further analysis 

identified several significantly associated canonical pathways and overrepresented 

network functions. CONCLUSION: GAB2, a newly identified protein in pancreatic 

cancer, may provide additional insight into this cancer’s pathogenesis. Future studies in 

a larger population are warranted to further confirm our results. 
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RESUMEN / SUMMARY:  - As one of the most aggressive human malignancies, 

pancreatic cancer is a leading  cause of cancer-related deaths worldwide and only 

about 4 % of patients will live 5 years after diagnosis. Eighty to approximately eighty-

five percent of patients  are diagnosed with an unresectable or metastatic disease, 

which is correlated with poor prognosis and low survival rate. Therefore, it is 

tremendously significant to exploit novel chemicals to prevent and treat pancreatic 
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cancer. Previous research and clinical studies have demonstrated that many natural 

products derived from traditional Chinese medicine (TCM) such as camptothecin 

derivatives and vinca alkaloids could be effective antitumor compounds, hinting that 

TCM is a promising source for developing new antitumor drugs. In this report, we 

investigated the effects of bufalin, a primary active ingredient of the traditional Chinese 

medicine Chan-Su, on pancreatic cancer cell lines PANC-1  and CFPAC-1 and studied 

the underlying molecular mechanism. We found that exposure to bufalin could 

suppress the proliferation of pancreatic cancer cells time and dose dependently. We 

used flow cytometry to study the effects of bufalin on apoptosis and cell cycle 

distribution in PANC-1 and CFPAC-1 cells. The results indicated that bufalin could 

significantly induce both apoptosis and G2/M cell cycle arrest in pancreatic cancer 

cells. With western blotting, we found that the expression level of an antiapoptotic 

protein heat shock protein 27 (Hsp27) and its partner molecule p-Akt was decreased 

upon the treatment with bufalin. Besides, bufalin activated pro-caspase-3 and pro-

caspase-9 and modulated the expression level of Bcl-2 and Bax. These data 

suggested that bufalin may trigger  apoptosis by targeting Hsp27, which could inhibit 

apoptosis by interfering with key apoptotic proteins. The influence on the level of 

cylinB1, CDK1, and p21 was  also observed after bufalin treatment, and the 

relationship between Hsp27 and the cell cycle-related proteins mentioned above 

deserves much more research. In addition, our data showed that bufalin could enhance 

the growth inhibition effect of gemcitabine in above pancreatic cancer cells. Taken 

together, bufalin might be worthy of further study for its potential as a therapeutic agent 

for pancreatic cancer treatment. 
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RESUMEN / SUMMARY:  - Diabetes mellitus (DM) is a metabolic disorder characterized 

by hyperglycemia, and the loss or dysfunction of pancreatic beta cells has been 

reported before the appearance of clinical symptoms and hyperglycemia. To evaluate 

beta cell mass (BCM) for improving the detection and treatment of DM at earlier 

stages, we focused on somatostatin receptors that are highly expressed in the 

pancreatic beta cells, and developed a positron emission tomography (PET) probe 

derived from octreotide, a metabolically stable somatostatin analog. Octreotide was 
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conjugated with 1,4,7,10-tetraazacyclododecane-1,4,7,10-tetraacetic acid (DOTA), a 

chelating agent, and labeled with 68Gallium (68Ga). After intravenous injection of 

68Ga-DOTA-octreotide, a 90-min emission scan of the abdomen was performed in 

normal and DM model rats. The PET studies showed that 68Ga-DOTA-octreotide 

radioactivity was highly accumulated in the pancreas of normal rats and that the  

pancreatic accumulation was significantly reduced in the rats administered with an 

excess amount of unlabeled octreotide or after treatment with streptozotocin,  which 

was used for the chemical induction of DM in rats. These results were in good 

agreement with the ex vivo biodistribution data. These results indicated that the 

pancreatic accumulation of 68Ga-DOTA-octreotide represented specific binding to the 

somatostatin receptors and reflected BCM. Therefore, PET imaging with 68Ga-DOTA-

octreotide could be a potential tool for evaluating BCM. 
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RESUMEN / SUMMARY:  - Context:Data are scarce on penetrance of multiple endocrine 

neoplasia type 1 (MEN1)-related non-functioning pancreatic neuroendocrine tumors 

(NF-PETs) and insulinomas in young MEN1 patients. A potential positive correlation 

between tumor size and malignancy (2-3cm, 18%; >3cm, 43%) has greatly influenced 

the management of MEN1 adults with NF-PETs.Objective:To estimate the penetrance 

of NF-PETs, insulinomas and gastrinomas in young MEN1 carriers.Design:The data 

were  obtained from a screening program (1996-2012) involving 113 MEN1 patients 

(tertiary academic reference center).Patients:Nineteen MEN1 patients (aged 12-20y; 

16 patients aged 15-20y and 3 patients aged 12-14y) were screened for NF-PETs, 

insulinomas and gastrinomas.Methods:MRI/CT and endoscopic US (EUS) were  

performed on 10 MEN1 carriers, MRI/CT was performed on five patients, and four 

other patients underwent an EUS.Results:The overall penetrance of PETs during the 

second decade of life was 42% (8/19). All eight PET patients had NF-PETs, and half of 

those tumors were multicentric. One-fifth of the screened patients (21%;  4/19) 
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harbored at least one large tumor (>2.0cm). Insulinoma was detected in two  NF-PET 

patients (11%) at the initial screening; gastrinoma was not present in any cases. Six of 

the 11 (54%) screened patients aged 15-20y who underwent an EUS had NF-PETs. 

Potential false-positive EUS results were excluded based on EUS-guided biopsy 

results, the reproducibility of the NF-PET findings or the observation of  increased 

tumor size during follow-up. Distal pancreatectomy and the nodule enucleation of 

pancreatic head tumors were conducted on three patients with large tumors (>2.0cm; 

T2N0M0) that were classified as grade 1 neuroendocrine tumors (Ki-

67<2%).Conclusions:Our data demonstrated high penetrance of NF-PETs in 15-20-y-

old MEN1 patients. The high percentage of the patients presenting consensus criteria 

for surgery for NF-PET alone or NF-PET/insulinoma suggests a potential benefit for the 

periodic surveillance of these tumors in this age group. 
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RESUMEN / SUMMARY:  - Ellagic acid is a polyphenolic phytochemical present in many 

fruits and nuts with anticancer properties demonstrated in experimental tumor studies. 

Embelin is a benzoquinone phytochemical isolated from the Japanese herb Ardisiae 

Japonicae and has been shown to induce apoptosis in cancer cells. We found that 

ellagic acid and embelin each dose-dependently increased apoptosis and inhibited 

proliferation in human pancreatic cancer cells, MIA PaCa-2 and HPAF-II cells, and in 

pancreatic stellate cells, which are progenitors of pancreatic cancer desmoplasia. In 

each of these cell types, combinations of ellagic acid and embelin at low micromolar 

concentrations (0.5-3 muM) induced synergistic increases in apoptosis and decreases 

in proliferation. Ellagic acid decreased NF-kappaB transcriptional activity, whereas 

embelin decreased STAT-3 phosphorylation and protein expression of its downstream 

target survivin in cancer cells. In vivo dietary ellagic acid alone or in combination with 

embelin decreased tumor size and tumor cellularity in a subcutaneous xenograft 

mouse model of pancreatic cancer. These results show  that ellagic acid and embelin 

interact with divergent intracellular signaling pathways resulting in augmentation of 

apoptosis and inhibition of proliferation at low micromolar concentrations for the key 

cellular components of pancreatic adenocarcinoma. 
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RESUMEN / SUMMARY:  - Ultrasound devices are being investigated for endoluminal 

and intraductal access  for targeted thermal ablation or hyperthermia of pancreas under 

MR guidance and temperature monitoring. Simulations using patient-specific 3D 

models were developed for applicator design and development of treatment delivery 

strategies. MR-compatible devices were constructed for endoluminal (3-5 MHz planar 

or lightly focused rectangular elements, 12-mm OD assembly, expandable balloon), 

transgastric interstitial and intraductal (6-8 MHz multi-sectored tubular elements, 2-mm 

catheter) deployment. Micro-coils were integrated for active MR tracking of position and 

alignment. The proof-of-concept devices were tested in phantoms, ex vivo tissues, 

cadaveric porcine models, and in vivo animal models under 3T MR temperature 

imaging (MRTI). Results indicate endoluminal devices could ablate 2-2.5 cm depth 

from gastric wall for tumors of the pancreatic head,  and multi-sectored tubular 

intraductal and interstitial applicators could ablate  2.3-3.4 cm diameter targets with 

directional control. Intraductal applicators could produce effective hyperthermia (>40 C) 

extending 15 mm radial. Customized tracking sequences could be used to locate 3D 

position of the applicators. Endoluminal, interstitial, and intraductal ultrasound 

applicators show promise for ablation or hyperthermia of pancreatic tumors. MR 

guidance can be employed for positioning these devices with active tracking coils and 

real time temperature monitoring. (NIH-P01CA159992.). 
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RESUMEN / SUMMARY:  - Capsaicin (CAP), the pungent ingredient of chili peppers, 

inhibits growth of various solid cancers via TRPV1 as well as TRPV1-independent 

mechanisms. Recently, we showed that TRPV1 regulates intracellular calcium level 

and chromogranin A secretion in pancreatic neuroendocrine tumor (NET) cells. In the 

present study, we characterize the role of the TRPV1 agonist - CAP - in controlling 

proliferation and apoptosis of pancreatic BON and QGP-1 NET cells. We demonstrate 

that CAP reduces viability and proliferation, and stimulates apoptotic death of NET 

cells. CAP causes mitochondrial membrane potential loss, inhibits ATP synthesis and 

reduces mitochondrial Bcl-2 protein production. In addition, CAP increases cytochrome 

c and cleaved caspase 3 levels in cytoplasm. CAP reduces reactive oxygen species 

(ROS) generation. The antioxidant N-acetyl-l-cysteine (NAC) acts synergistically with 

CAP to reduce ROS generation, without affecting CAP-induced toxicity. TRPV1 protein 

reduction by 75% reduction  fails to attenuate CAP-induced cytotoxicity. In summary, 

these results suggest that CAP induces cytotoxicity by disturbing mitochondrial 

potential, and inhibits ATP synthesis in NET cells. Stimulation of ROS generation by 

CAP appears to be a  secondary effect, not related to CAP-induced cytotoxicity. These 

results justify  further evaluation of CAP in modulating pancreatic NETs in vivo. 

 

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

[106] 

TÍTULO / TITLE:  - Effect of hyperbaric oxygenation and gemcitabine on apoptosis of 

pancreatic ductal tumor cells in vitro. 

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

REVISTA / JOURNAL:  - Anticancer Res. 2013 Nov;33(11):4827-32. 

AUTORES / AUTHORS:  - Bosco G; Guizzon L; Yang Z; Camporesi E; Casarotto A; 

Bosio C; Mangar D; Chen C; Cannato M; Toniolo L; Garetto G; Nasole E; Bassi C 

INSTITUCIÓN / INSTITUTION:  - Department of Anesthesiology, SUNY Upstate Medical 

University, Syracuse, NY, 13210, U.S.A. yangz@upstate.edu. 

RESUMEN / SUMMARY:  - BACKGROUND: Gemcitabine is first-line therapy for 

advanced pancreatic ductal adenocarcinoma (PDAC) with a poor survival and 

response rate. Hyperbaric oxygenation (HBO) enhances delivery of oxygen to hypoxic 

tumor cells and increases their susceptibility to cytotoxic effects of chemotherapy. We 

hypothesized that the anticancer activity of gemcitabine (GEM) may be enhanced if 

tumor cells are placed in an oxygen-rich environment. The present study evaluated the 

effects of gemcitabine, HBO and their combination on apoptosis of tumor cells. 

MATERIALS AND METHODS: PANC-1 and AsPc-1 PDAC tumor cell lines were used.  

Cultured tumor cells were treated with GEM at its growth-inhibitory concentration 

(IC50) and HBO at 2.5 ATA for 90 min or a combination of both (HBO then GEM and 
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GEM then HBO). Twenty-four hours later, apoptotic cells in each group were analyzed 

and the apoptotic index (AI) was calculated. RESULTS: PANC-1 cell line:  HBO alone 

had no effect on AI: 6.5+/-0.1 vs. 5.9+/-0.1. HBO before and after gemcitabine did not 

further increase AI: 8.2+/-0.1 (HBO-GEM), 8.5+/-0.1 (GEM-HBO) vs. 8.1+/-0.1 (GEM). 

The combination of HBO and gemcitabine significantly increased AI: 10.7+/-0.02 

(p<0.001 vs. all groups). AsPc-1 cell line: HBO-alone had no effect on AI: 5.9+/-0.1 vs. 

5.9+/-0.1. HBO before and after gemcitabine did not further increase AI: 8.2+/-0.1 

(HBO-GEM), 8.4+/-0.1 (GEM-HBO) vs. 8.0+/-0.1 (GEM). The combination of HBO and 

gemcitabine significantly increased AI: 9.7+/-0.1 (p<0.001 vs. all groups). 

CONCLUSION: HBO-alone, whether administered before and after gemcitabine has no 

effect on apoptosis of PDAC cells in vitro. HBO significantly enhanced gemcitabine-

induced apoptosis when administered during gemcitabine. Our findings suggest that 

the time window would  be critical for using HBO as adjuvant to chemotherapy. 
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RESUMEN / SUMMARY:  - Pancreatic cancer (PaCa) is one of the most aggressive, 

apoptosis-resistant and currently incurable cancers with a poor survival rate. Eukaryotic 

elongation factor-2 kinase (eEF-2K) is an atypical kinase, whose role in PaCa survival 

is not yet known. Here, we show that eEF-2K is overexpressed in PaCa cells and its 

down-regulation induces apoptotic cell death. Rottlerin (ROT), a polyphenolic 

compound initially identified as a PKC-delta inhibitor, induces apoptosis and autophagy 

in a variety of cancer cells including PaCa cells. We demonstrated that ROT induces 

intrinsic apoptosis, with dissipation of mitochondrial membrane potential (DeltaPsim), 

and stimulates extrinsic apoptosis with concomitant induction of TNF-related apoptosis 

inducing ligand (TRAIL) receptors, DR4 and DR5, with caspase-8 activation, in PANC-

1 and MIAPaCa-2 cells. Notably, while none of these effects were dependent on PKC-

delta inhibition, ROT down-regulates  eEF-2K at mRNA level, and induce eEF-2K 

protein degradation through ubiquitin-proteasome pathway. Down-regulation of eEF-2K 

recapitulates the events  observed after ROT treatment, while its over-expression 

suppressed the ROT-induced apoptosis. Furthermore, eEF-2K regulates the 

expression of tissue transglutaminase (TG2), an enzyme previously implicated in 

proliferation, drug resistance and survival of cancer cells. Inhibition of eEF-2K/TG2 axis 

leads to caspase-independent apoptosis which is associated with induction of 

apoptosis-inducing factor (AIF). Collectively, these results indicate, for the first time, 

that the down-regulation of eEF-2K leads to induction of intrinsic, extrinsic as well as 

AIF-dependent apoptosis in PaCa cells, suggesting that eEF-2K may represent an 

attractive therapeutic target for the future anticancer agents in PaCa. 
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RESUMEN / SUMMARY:  - The grading system for pancreatic neuroendocrine tumors 

(PanNETs) adopted in 2010 by the World Health Organization (WHO) mandates the 

use of both mitotic rate and  Ki67/MIB-1 index in defining the proliferative rate and 

assigning the grade. In cases when these measures are not concordant for grade, it is 

recommended to assign the higher grade, but specific data justifying this approach do 

not exist. Thus, we counted mitotic figures and immunolabeled, using the Ki67 

antibody, 297  WHO mitotic grade 1 and 2 PanNETs surgically resected at a single 

institution. We quantified the Ki67 proliferative index by marking at least 500 cells in 

“hot spots” and by using digital image analysis software to count each marked 

positive/negative cell and then compared the results with histologic features and overall 

survival. Of 264 WHO mitotic grade 1 PanNETs, 33% were WHO grade 2 by Ki67 

proliferative index. Compared with concordant grade 1 tumors, grade-discordant 

tumors were more likely to have metastases to lymph node (56% vs. 34%) (P<0.01) 

and to distant sites (46% vs. 12%) (P<0.01). Discordant mitotic grade 1 PanNETs also 

showed statistically significantly more infiltrative growth  patterns, perineural invasion, 

and small vessel invasion. Overall survival was significantly different (P<0.01), with 

discordant mitotic grade 1 tumors showing  a median survival of 12 years compared 

with 16.7 years for concordant grade 1 tumors. Conversely, mitotic grade 1/Ki67 grade 

2 PanNETs showed few significant differences from tumors that were mitotic grade 2 

and either Ki67 grade 1 or 2. Our data demonstrate that mitotic rate and Ki67-based 

grades of PanNETs are often discordant, and when the Ki67 grade is greater than the 

mitotic grade, clinical outcomes and histopathologic features are significantly worse 

than concordant grade 1 tumors. Patients with discordant mitotic grade 1/Ki67 grade 2 

tumors have shorter overall survival and larger tumors with more metastases and more 

aggressive histologic features. These data strongly suggest that Ki67 labeling be 

performed on all PanNETs in addition to mitotic rate determination to define more 

accurately tumor grade and prognosis. 
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RESUMEN / SUMMARY:  - Pancreatic cancer is a highly lethal disease with a poor 

prognosis; the molecular mechanisms of the development of this disease have not yet 

been fully elucidated. N-myc downstream regulated gene 2 (NDRG2), one of the 

candidate tumor suppressor  genes, is frequently downregulated in pancreatic cancer, 

but there has been little information regarding its expression in surgically resected 

pancreatic cancer specimens. We investigated an association between NDRG2 

expression and prognosis in 69 primary resected pancreatic cancer specimens by 

immunohistochemistry and observed a significant association between poor prognosis 

and NDRG2-negative staining (P=0.038). Treatment with trichostatin A, a histone 

deacetylase inhibitor, predominantly up-regulated NDRG2 expression in the NDRG2 

low-expressing cell lines (PANC-1, PCI-35, PK-45P, and AsPC-1). In contrast, no 

increased NDRG2 expression was observed after treatment with 5-aza-2’ 

deoxycytidine, a DNA demethylating agent, and no hypermethylation was detected in 

either pancreatic cancer cell lines or surgically resected specimens  by methylation 

specific PCR. Our present results suggest that (1) NDRG2 is functioning as one of the 

candidate tumor-suppressor genes in pancreatic carcinogenesis, (2) epigenetic 

mechanisms such as histone modifications play an essential role in NDRG2 silencing, 

and (3) the expression of NDRG2 is an independent prognostic factor in pancreatic 

cancer. 
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RESUMEN / SUMMARY:  - BACKGROUND: Neoadjuvant chemoradiation and 

chemotherapy provided for borderline or locally advanced, potentially resectable 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24134849&dopt=Abstract
http://dx.doi.org/10.1016/j.bbrc.2013.10.010
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24276638&dopt=Abstract
http://dx.doi.org/10.1245/s10434-013-3396-5
mailto:kathryn.chen@gmail.com


pancreatic adenocarcinoma improves resectability rates. Response to therapy is also 

an important prognostic factor.  There are no data in the literature regarding optimal 

time interval or duration of chemotherapy after chemoradiation before surgery, and 

pathologic response rates. Using our database, we evaluated these relationships and 

the effect on overall and progression-free survival. METHODS: We retrospectively 

analyzed the records of 83 patients who underwent neoadjuvant chemoradiation for 

locally advanced, potentially resectable, and borderline resectable pancreatic cancers 

before definitive resection. We divided patients into three groups according to time 

interval between completion of chemoradiation and resection: group A (0-10 weeks), 

group B (11-20 weeks), and group C (>20 weeks). After chemoradiation, patients 

underwent ongoing chemotherapy before resection. Pathologic response was defined 

as major (>95 % fibrosis), partial (50-94 % fibrosis), or minor (<50 % fibrosis). 

RESULTS: There were 56 patients in group A, 17 patients in group B, and 10 patients 

in group C. Patients in groups B and C were significantly more likely to experience a 

major response than group A (p < 0.013). Patients in group C had significantly 

increased median progression-free and overall survival (p < 0.05). Multivariable 

classification and regression tree analysis demonstrated pathologic response to be the 

only significant factor in overall survival. CONCLUSIONS: Patients who underwent a 

prolonged time interval after neoadjuvant chemoradiation with ongoing chemotherapy 

were more likely to have an improved pathologic response at time of surgical resection, 

which was associated with improved median overall survival. 
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RESUMEN / SUMMARY:  - AIMS: We aimed to study epidermal growth factor receptor 

(EGFR) expression in surgically resected pancreatic ductal adenocarcinomas (PDACs) 

by immunohistochemistry and their relationship to clinicopathological features, cell 

proliferation and cell adhesion protein expression. METHODS: A total of 99 PDACs  

were analysed on tissue microarrays for EGFR, E-cadherin and beta-catenin 

expression patterns in tumour cells. The percentage of cells expressing the three 

proteins (membrane, cytoplasm or nuclear pattern) and of Ki67-positive tumour cells 

was assessed. Tumour protein expression was studied with regard to 

clinicomorphological features, Ki67 index and for postsurgical survival. RESULTS: 

Membrane tumour EGFR correlated with histological poor differentiation 

(dedifferentiation), increased number of mitoses and severe tumour cell atypia 

(pleiomorphism) as well as with aberrant adhesion protein expression such as nuclear 

beta-catenin and cytoplasmic E-cadherin. Cytoplasmic tumour E-cadherin correlated 

with an increased Ki67-positive tumour cell component, whereas nuclear E-cadherin 
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correlated with a shorter postsurgical overall survival, as well as with tumour necrosis 

and an abundant clear cell component. CONCLUSIONS: In conclusion, the results of 

our study suggest a complex role for EGFR in PDAC carcinogenesis, tumour 

expression of this protein being associated with tumour dedifferentiation, mitotic activity 

or pleiomorphism, as well as with aberrant tumour cell adhesion protein expression. 
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RESUMEN / SUMMARY:  - NOV, a member of the CCN (Cyr61, CTGF and NOV) family, 

is involved in diverse biological processes, such as cell adhesion, proliferation and 

angiogenesis. However, its function in pancreatic cancer remains poorly understood. 

Here, we found that the expression of NOV was up-regulated in pancreatic cancer 

tissues. Moreover, over-expression of NOV in pancreatic cancer cells promoted cell 

proliferation and migration, while knock down the expression of NOV impaired the  

tumorigenecity of pancreatic cancer cells in vitro and in vivo. Mechanistically,  NOV 

induced epithelial-mesenchymal transition (EMT) and regulated the expression  of 

multiple EMT marker. Taken together, our study suggested the important role of NOV 

in pancreatic cancer and NOV might be an important therapeutic target. 
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RESUMEN / SUMMARY:  - Pancreatic cancer is one of the leading causes of cancer-

related death in the world. It is very urgent to find new therapeutic targets and improve 

the treatment. Cyclooxygenase 2 (Cox2), a regulator of inflammation signaling, has 

been found to be involved in tumorigenesis of various tumor types. However, its 

biological functions in pancreatic cancer cells are not fully understood. Here, we found 

that the expression of Cox2 was elevated in pancreatic cancer tissues compared with 

that in the paired normal tissues. The over-expression of Cox2 in pancreatic cancer 

cells promoted cell proliferation and migration, while the knockdown of the expression 

of Cox2 inhibited the tumorigenesis of pancreatic cancer cells in vitro and in vivo. 

Mechanistically, Cox2 regulated the expression of multiple genes involved in cell 

growth, migration, and cell apoptosis. Taken together, our study revealed the pivotal 
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function of Cox2 in pancreatic cancer, and Cox2 might be an important therapeutic 

target for the treatment. 
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RESUMEN / SUMMARY:  - Pancreatic tumor metabolism is rewired to facilitate survival 

and growth in a nutrient-depleted environment. This leads to a unique dependence on 

metabolic recycling and scavenging pathways, including NAD salvage. Targeting this 

pathway  in pancreatic cancer disrupts metabolic homeostasis and impairs tumor 

growth. 
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RESUMEN / SUMMARY:  - Transforming growth factor (TGF)-beta induces epithelial-

mesenchymal transition (EMT) in pancreatic adenocarcinoma. In this study, we 

investigated how NADPH oxidase (Nox) 4-generated reactive oxygen species (ROS) 

regulate TGF-beta-induced EMT in pancreatic cancer cells. MATERIALS AND 

METHODS: Pancreatic cancer cells were transfected with Nox4 siRNAs or PTP1B 

mutants and subjected to TGF-beta-induced EMT assay. Expression of Nox4, TGF-

beta, and N-cadherin was immunohistochemically-examined with patient tumor 

samples. RESULTS: Treatment of  pancreatic cancer cells with TGF-beta induced 

Nox4 expression, indicating that Nox4 represents a major source for ROS production. 

The Nox4 inhibitor diphenylene iodonium and Nox4 siRNAs blocked TGF-beta-induced 

EMT phenotype including morphological changes, augmented migration, and altered 

expression of E-cadherin  and Snail. Furthermore, PTP1B as a redox-sensor for Nox4-

derived ROS participated in TGF-beta-promoted EMT. Nox4, TGF-beta, and N-

cadherin were up-regulated in tumors from pancreatic cancer patients. 

CONCLUSIONS: These findings suggest that  Nox4-derived ROS, at least in part, 

transmit TGF-beta-triggered EMT signals through PTP1B in pancreatic cancer. 
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RESUMEN / SUMMARY:  - PURPOSE: Pancreatic cancer is the fourth leading cause of 

cancer deaths and there currently is no reliable modality for the early detection of this 

disease. Here,  we identify cancer-specific promoter DNA methylation of BNC1 and 

ADAMTS1 as a promising biomarker detection strategy meriting investigation in 

pancreatic cancer. EXPERIMENTAL DESIGN: We used a genome-wide 

pharmacologic transcriptome approach to identify novel cancer-specific DNA 

methylation alterations in pancreatic cancer cell lines. Of eight promising genes, we 

focused our studies on BNC1 and ADAMTS1 for further downstream analysis, 

including methylation and expression. We used a nanoparticle-enabled methylation on 

beads (MOB) technology  to detect early-stage pancreatic cancers by analyzing DNA 

methylation in patient  serum. RESULTS: We identified two novel genes, BNC1 (92%) 

and ADAMTS1 (68%), that showed a high frequency of methylation in pancreatic 

cancers (n = 143), up to 100% in PanIN-3 and 97% in stage I invasive cancers. Using 

the nanoparticle-enabled MOB technology, these alterations could be detected in 

serum samples (n = 42) from patients with pancreatic cancer, with a sensitivity for 

BNC1 of 79% [95% confidence interval (CI), 66%-91%] and for ADAMTS1 of 48% 

(95% CI, 33%-63%), whereas specificity was 89% for BNC1 (95% CI, 76%-100%) and 

92% for ADAMTS1 (95% CI, 82%-100%). Overall sensitivity using both markers is 81% 

(95% CI, 69%-93%) and specificity is 85% (95% CI, 71%-99%). CONCLUSIONS: 

Promoter DNA  methylation of BNC1 and ADAMTS1 is a potential biomarker to detect 

early-stage pancreatic cancers. Assaying the promoter methylation status of these 

genes in circulating DNA from serum is a promising strategy for early detection of 

pancreatic cancer and has the potential to improve mortality from this disease. Clin 

Cancer Res; 19(23); 6544-55. ©2013 AACR. 
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RESUMEN / SUMMARY:  - PURPOSE: Signal transducer and activator of transcription 3 

(STAT3) plays a critical role in initiation and progression of pancreatic cancer. 

However, therapeutically targeting STAT3 has failed clinically. We previously identified 

HAb18G/CD147 as an effective target for cancer treatment. In this study, we aimed to 

investigate the potential role of HAb18G/CD147 in STAT3-involved pancreatic 

tumorigenesis in vitro and in vivo.EXPERIMENTAL DESIGN: The expression of 

HAb18G/CD147, pSTAT3, and CD44s was determined in tissue microarrays. The 

tumorigenic function and molecular signaling mechanism of HAb18G/CD147 were 

assessed by in vitro cellular and clonogenic growth, reporter assay, immunoblot assay, 

immunofluorescence staining, immunoprecipitation, and in vivo tumor formation using 

loss or gain-of-function strategies.RESULTS: Highly expressed HAb18G/CD147 

promoted cellular and clonogenic growth in vitro and tumorigenicity  in vivo. Cyclophilin 

A (CyPA), a ligand of CD147, stimulated STAT3 phosphorylation and its downstream 

genes cyclin D1/survivin through HAb18G/CD147-dependent mechanisms. 

HAb18G/CD147 was associated and colocalized with cancer stem cell marker CD44s 

in lipid rafts. The inhibitors of STAT3 and survivin, as well as CD44s neutralizing 

antibodies suppressed the HAb18G/CD147-induced cell growth. High HAb18G/CD147 

expression in pancreatic cancer was significantly correlated with the poor tumor 

differentiation, and the  high coexpression of HAb18G/CD147-CD44s-STAT3 

associated with poor survival of patients with pancreatic cancer.CONCLUSIONS: We 

identified HAb18G/CD147 as a novel upstream activator of STAT3, which interacts with 

CD44s and plays a critical role in the development of pancreatic cancer. The data 

suggest that HAb18G/CD147 could be a promising therapeutic target for highly 

aggressive pancreatic cancer and a surrogate marker in the STAT3-targeted molecular 

therapies. Clin Cancer Res; 1-13. ©2013 AACR. 
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RESUMEN / SUMMARY:  - Cisplatin (CDDP) efficiency in pancreatic cancer therapy is 

limited due to development of drug resistance. However, the comprehensive 

mechanisms remain largely unclear. In this study, we first established a CDDP-

resistant pancreatic  cancer cell line-BXPC-3/CDDP from its parental cell line-BXPC-3. 

The results showed that CDDP resistance in BXPC-3/CDDP cells correlates with 

changes in cellular EMT phenotypes. Prostate apoptosis response-4 (Par-4) 

expression at both mRNA and protein levels were reduced in CDDP-resistant BXPC-

3/CDDP cells compared with that in BXPC-3 cells. Ectopic expression of Par-4 

reversed EMT and CDDP resistance in BXPC-3/CDDP cells. In BXPC-3 cells, 

knockdown of Par-4 expression induces EMT and CDDP insensitivity, however, these 

effects were blocked by inhibition of PI3K/Akt pathway using LY294002. Furthermore, 

Par-4 knockdown could significantly stimulate PI3K/Akt signaling in BXPC-3 cells. In 

vivo studies, xenograft BXPC-3 tumors were sensitive to CDDP treatment. Treatment 

with CDDP alone had little effect on the growth of Par-4 siRNA-transfected BXPC-3 

tumors in nude mice and the survival rate compared with control. Inhibition of PI3K/Akt 

pathway using LY294002 reversed CDDP resistance in Par-4 siRNA-transfected 

BXPC-3 tumors. In conclusion, these results indicate that Par-4 downregulation confers 

CDDP resistance via PI3K/Akt pathway-dependent EMT in BXPC-3 cells. Therefore, 

Par-4 may be a potential target for overcoming CDDP resistance in pancreatic cancer. 
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RESUMEN / SUMMARY:  - Apigenin is a potential chemopreventive agent for cancer 

prevention. Because of the central role of transcription factor nuclear factor-kappaB 

(NF-kappaB) in pancreatic cancer, we investigated the roles of NF-kappaB in apigenin-

induced growth inhibition in pancreatic cancer cells. It showed that apigenin reduced 

cell growth and induced apoptosis in the cells. Apigenin treatment down-regulated not 

only basal but also TNF-alpha-induced NF-kappaB DNA binding activity, NF-kappaB 

transcription activity, inhibitor of kappaB (IkappaB)-alpha phosphorylation together with 

translocation of p65 and p50, and it accompanied with the blockade of IkappaB kinase 

(IKK)-beta activity. Moreover, IKK blockage potentiated the anticancer efficacy of 

apigenin and IKK-beta overexpression attenuated the apigenin-induced cell growth 

inhibition. Additionally, apigenin (30mg/kg) administration suppressed pancreatic 

cancer growth and IKK-beta activation in nude mice xenograft. These results indicated 

that apigenin had a potential to inhibit IKK-beta-mediated NF-kappaB activation, and 

was a valuable agent for the pancreatic cancer treatment. 
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RESUMEN / SUMMARY:  - OBJECTIVES:: Pancreatitis is considered a possible risk 

factor for and a presentation of pancreatic adenocarcinoma (PA). We aimed to 

evaluate a large PA patient registry to determine whether prior history of pancreatitis 

influenced survival. METHODS:: We retrospectively analyzed the Mayo Clinic 

Biospecimen Resource for Pancreas Research database from January 1992 to 

September 2011. Data collected included demographic characteristics, history of 

tobacco or alcohol use, diabetes mellitus (DM), cholelithiasis, pseudocyst, and details 

regarding PA. Clinical characteristics and outcomes of PA patients with pancreatitis 

were compared with PA patients without pancreatitis history. RESULTS:: We analyzed 

2573 patients with PA diagnosis. Among these patients, 195 (8%) were identified who 

had pancreatitis diagnosis >/=10 days before PA diagnosis. The cohort with 

pancreatitis history included more patients with DM (30% vs. 18%; P<0.001) and more 

smokers (68% vs. 58%; P=0.02). Compared with patients without pancreatitis history, 

these patients received diagnoses of PA at a younger age (63 vs. 65 y; P=0.005) and 

earlier stage (stages I and II; 52% vs. 37%; P<0.001). A greater percentage had history 

of surgery with curative intent (50% vs. 43%; P=0.001) and significantly better survival 

[median (range), 387 d (314 to 460 d) vs. 325 d (306 to 344 d); P=0.003]. 

CONCLUSIONS:: Patients with PA and pancreatitis had more weight loss and DM, but 

had PA diagnosis at an earlier stage, were more likely to have pancreatic surgery, and 

therefore better survival than PA patients without pancreatitis, likely due to the earlier 

diagnosis. Further studies are needed to evaluate whether screening for PA in patients 

with pancreatitis history would provide survival benefit. 
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RESUMEN / SUMMARY:  - OBJECTIVES: Resistance to gemcitabine is one of the main 

causes of treatment failure in pancreatic cancer. Compelling evidences have shown the 

involvement of  nuclear factor kappaB (NF-kappaB) activation in such phenomenon. 

The protease inhibitor gabexate mesilate has been shown to inhibit NF-kappaB. We 

here investigated if combined treatment with this drug could improve gemcitabine 

antitumoral efficacy in pancreatic cancer cells. METHODS: The effect of gabexate  

mesilate and gemcitabine, both used at concentrations achievable in human plasma, 

was assessed on in vitro pancreatic cancer cell growth, invasion, and tumor 

angiogenesis. The molecular mechanism at the basis of these effects was also 

investigated. RESULTS: Gabexate mesilate significantly increased gemcitabine anti-

invasive and antiangiogenic efficacy. This effect was related to inhibition  of 

gemcitabine-induced NF-kappaB activation by gabexate mesilate, which prevented 

RelA/p65 nuclear translocation and resulted in metalloproteinase 2, metalloproteinase 

9, vascular endothelial growth factor, and interleukin 8 down-regulation. Combined 

treatment with gabexate mesilate also inhibited gemcitabine-induced extracellular-

regulated kinase ½ and AKT activation by increased expression of Raf kinase inhibitor 

protein and phosphatase and tensin homolog. CONCLUSIONS: Combined treatment 

with gabexate mesilate sensitizes pancreatic cancer cells to gemcitabine by inhibition 

of the NF-kappaB pathway. The efficacy of this therapeutic strategy in pancreatic 

cancer patients remains to be established and deserves future clinical investigation. 
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RESUMEN / SUMMARY:  - AIM: To develop a fuzzy classification method to score the 

texture features of pancreatic cancer in endoscopic ultrasonography (EUS) images and 

evaluate its utility in making prognosis judgments for patients with unresectable 

pancreatic cancer treated by EUS-guided interstitial brachytherapy. METHODS: EUS 

images from our retrospective database were analyzed. The regions of interest were 

drawn, and texture features were extracted, selected, and scored with a fuzzy 

classification method using a C++ program. Then, patients with unresectable 

pancreatic cancer were enrolled to receive EUS-guided iodine 125 radioactive seed 

implantation. Their fuzzy classification scores, tumor volumes, and carbohydrate 

antigen 199 (CA199) levels before and after the brachytherapy were recorded. The 

association  between the changes in these parameters and overall survival was 
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analyzed statistically. RESULTS: EUS images of 153 patients with pancreatic cancer 

and 63  non-cancer patients were analyzed. A total of 25 consecutive patients were 

enrolled, and they tolerated the brachytherapy well without any complications. There 

was a correlation between the change in the fuzzy classification score and  overall 

survival (Spearman test, r = 0.616, P = 0.001), whereas no correlation was found to be 

significant between the change in tumor volume (P = 0.663), CA199 level (P = 0.659), 

and overall survival. There were 15 patients with a decrease in their fuzzy classification 

score after brachytherapy, whereas the fuzzy classification score increased in another 

10 patients. There was a significant difference in overall survival between the two 

groups (67 d vs 151 d, P = 0.001), but not in the change of tumor volume and CA199 

level. CONCLUSION: Using the fuzzy classification method to analyze EUS images of 

pancreatic cancer is feasible, and the method can be used to make prognosis 

judgments for patients with unresectable pancreatic cancer treated by interstitial 

brachytherapy. 
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RESUMEN / SUMMARY:  - Connexin 37 (Cx37) suppresses cell proliferation when 

expressed in rat insulinoma (Rin) cells, an effect also manifest in vivo during vascular 

development and in response to tissue injury. Mutant forms of Cx37 with non-functional 

channels but  normally localized, wild-type carboxyl termini are not growth suppressive. 

Here we determined whether the carboxyl terminal (CT) domain is required for Cx37-

mediated growth suppression and whether the Cx37 pore-forming domain can be  

replaced with the Cx43 pore-forming domain and still retain growth suppressive 

properties. We show that despite forming functional gap junction channels and 

hemichannels, Cx37 with residues subsequent to 273 replaced with a V5-epitope tag 

(Cx37-273tr*V5) had no effect on the proliferation of Rin cells, did not facilitate G1 cell 

cycle arrest with serum deprivation, and did not prolong cell  cycle time comparably to 

the wild-type protein. The chimera Cx43*CT37, comprising the pore forming domain of 

Cx43 and CT of Cx37, also did not suppress proliferation, despite forming functional 

gap junctions with a permselective profile similar to wild-type Cx37. Differences in 

channel behavior of both Cx37-273tr*V5 and Cx43*CT37 relative to their wild-type 

counterparts and failure  of the Cx37-CT to interact as the Cx43-CT does with the Cx43 

cytoplasmic loop suggest that the Cx37-CT and pore-forming domains are both 

essential to growth suppression by Cx37. 
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RESUMEN / SUMMARY:  - Background and study aims: Endoscopic ultrasound (EUS) 

with fine-needle aspiration (FNA) of pancreatic cystic lesions (PCL) is flawed by 

inadequate diagnostic yield. Needle-based confocal laser endomicroscopy (nCLE) 

utilizes a sub-millimeter probe that is compatible with an EUS needle and enables real-

time  imaging with microscopic detail of PCL. The aims of the In vivo nCLE Study in the 

Pancreas with Endosonography of Cystic Tumors (INSPECT) pilot study were to 

assess both the diagnostic potential of nCLE in differentiating cyst types and the safety 

of the technique. Patients and methods: Eight referral centers performed nCLE in 

patients with PCL. Stage 1 defined descriptive terms for structures visualized by an off-

line, unblinded consensus review. Cases were reviewed with a gastrointestinal 

pathologist to identify correlations between histology and nCLE. Stage 2 assessed 

whether the specific criteria defined in Stage 1 could identify pancreatic cystic 

neoplasms (PCN) including intraductal papillary mucinous neoplasms, mucinous cystic 

adenoma, or adenocarcinoma in an off-line blinded consensus review. Results: A total 

of 66 patients underwent nCLE imaging and images were available for 65, 8 of which 

were subsequently excluded due to insufficient information for consensus reference 

diagnosis. The presence of epithelial villous structures based on nCLE was associated 

with PCN (P = 0.004) and provided a sensitivity of 59 %, specificity of 100 %, positive 

predictive value of 100 %, and negative predictive value of 50 %. The overall 

complication rate was 9 % and included pancreatitis (1 mild case, 1 moderate case), 

transient abdominal pain (n = 1), and intracystic bleeding not requiring any further 

measures (n = 3). Conclusions: These preliminary data suggested that  nCLE has a 

high specificity in the detection of PCN, but may be limited by a low  sensitivity. The 

safety of nCLE requires further evaluation. 
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RESUMEN / SUMMARY:  - We have previously shown that L-methionine inhibits 

proliferation of breast, prostate, and colon cancer cells. This study extends these 

findings to BXPC-3 (mutated p53) and HPAC (wild-type p53) pancreatic cancer cells 

and explores the reversibility of these effects. Cells were exposed to L-methionine (5 

mg/ml) for  7 days or for 3 days, followed by 4 days of culture without L-methionine 

(recovery). Cell proliferation, apoptosis, and cell cycle effects were assessed by flow 

cytometry after staining for Ki-67 or annexin V/propidium iodide. Cell proliferation was 

reduced by 31-35% after 7 days of methionine exposure; the effect persisted in BXPC-

3 and HPAC cells after 4 days of recovery. Methionine increased apoptosis by 40-75% 

in HPAC cells, but not in BXPC-3 cells. Continuous  exposure to methionine caused 

accumulation of BXPC-3 cells in the S phase and HPAC cells in both the G0/G1 and S 

phases; however, after 4 days of recovery, these effects disappeared. In conclusion, L-

methionine inhibits proliferation and interferes with the cell cycle of BXPC-3 and HPAC 

pancreatic cancer cells; the effects on apoptosis remarkably persisted after methionine 

withdrawal. Apoptosis  was induced only in BXPC-3 cells. Some of the differences in 

the effects of methionine between cell lines may be related to disparate p53 status. 

These findings warrant further studies on the potential therapeutic benefit of L-

methionine against pancreatic cancer. 
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RESUMEN / SUMMARY:  - Pancreatic ductal adenocarcinoma (PDAC) is characterised 

by an abundant stromal response also known as a desmoplastic reaction. Pancreatic 

Stellate Cells have been identified as playing a key role in pancreatic cancer 

desmoplasia. There is  accumulating evidence that the stroma contributes to tumour 

progression and to the low therapeutic response of PDAC patients. In this review we 

described the main actors of the desmoplastic reaction within PDAC and novel 

therapeutic approaches that are being tested to block the detrimental function of the 

stroma. 
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RESUMEN / SUMMARY:  - OBJECTIVES:Pancreatic cystic neoplasms (PCNs) are being 

detected with increased frequency. The aims of this study were to determine the 

incidence of malignancy and develop an imaging-based system for prediction of 

malignancy in PCN.METHODS:We conducted a retrospective cohort study of patients 

>/=18 years of  age with confirmed PCN from January 2005 to December 2010 in a 

community-based integrated care setting in Southern California. Patients with history of 

acute or chronic pancreatitis were excluded. Malignancy diagnosed within 3 months of 

cyst  diagnosis was considered as pre-existing. Subsequent incidence of malignancy 

during surveillance was calculated based on person-time at risk. Age- and gender-

adjusted standardized incidence ratio (SIR) was calculated with the non-cyst reference 

population. Recursive partitioning was used to develop a risk  prediction model based 

on cyst imaging features.RESULTS:We identified 1,815 patients with confirmed PCN. 

A total of 53 (2.9%) of patients were diagnosed with cyst-related malignancy during the 

study period. The surveillance cohort consisted of 1,735 patients with median follow-up 

of 23.4 months. Incidence of malignancy was 0.4% per year during surveillance. The 

overall age- and gender-adjusted SIR for pancreatic malignancy was 35.0 (95% 

confidence level 26.6, 46.0). Using recursive partitioning, we stratified patients into low 

(<1%), intermediate (1-5%), and high (9-14%) risk of harboring malignant PCN based 

on four cross-sectional imaging features: size, pancreatic duct dilatation, septations 

with calcification as well as growth. Area under the receiver operator characteristic 

curve for the prediction model was 0.822 (training) and 0.808 

(testing).CONCLUSIONS:Risk of pancreatic malignancy was lower than previous 

reports from surgical series but was still significantly higher than the reference 

population. A risk stratification system based on established imaging criteria may help 

guide future management decisions for patients with PCN.Am J Gastroenterol advance 

online publication, 1 October 2013; doi:10.1038/ajg.2013.334. 
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RESUMEN / SUMMARY:  - Acinar cell cystadenoma (ACA) of the pancreas was initially 

described as a non-neoplastic cyst of the pancreas and, at that time, referred to as 

“acinar cystic transformation.” In subsequent studies, these lesions were given the 

designation of “-oma,” despite the relative lack of evidence supporting a neoplastic 

process. To characterize these lesions further, we examined the clinical, pathologic, 

and immunohistochemical features of 8 ACAs. The majority of patients were female (7 

of 8, 88%) and ranged in age from 18 to 57 years (mean, 43 y). Grossly, the cysts 

involved the head (n=5), body (n=1), or the entire pancreas (n=2). ACAs were either 

multilocular (n=4) or unilocular (n=4) and ranged in size from 1.8 to 15 cm (mean, 6.8 

cm). Histologically, multilocular ACAs were lined by patches of acinar and ductal 

epithelium. Immunolabeling, including double-labeling for cytokeratin 19 and 

chymotrypsin, highlighted the patchy pattern of the ductal and acinar cells lining the 

cysts. In some areas, the cysts with patches of acinar and ductal differentiation formed 

larger locules with incomplete septa as they appeared to fuse with other cysts. In 

contrast, the unilocular cases were lined by 1 to 2 cell layers of acinar cells with little 

intervening ductal epithelium. Nuclear atypia, mitotic figures, necrosis, infiltrative 

growth, and associated invasive carcinoma were absent in all cases.  In addition, we 

assessed the clonal versus polyclonal nature of ACAs, occurring in women, using X-

chromosome inactivation analysis of the human androgen receptor (AR) gene. Five of 

7 cases were informative and demonstrated a random X-chromosome inactivation 

pattern. Clinical follow-up information was available for all patients, and follow-up 

ranged from 10 months to 7.8 years (mean, 3.6 y), with no evidence of recurrence or 

malignant transformation. We hypothesize that early lesions are marked by acinar 

dilatation that expands into and incorporates  smaller ductules and later larger ducts. 

As the cysts increase in size, they fuse forming larger cysts. Later lesions demonstrate 

a unilocular cyst lined by predominantly acinar epithelium with scattered ductal cells. 

The term cystadenoma, with its neoplastic connotation, does not seem to accurately 

reflect the histologic, immunohistochemical, or molecular features of these lesions. We 

suggest readopting the term “acinar cystic transformation” until the non-neoplastic 

versus neoplastic origin of these lesions can be resolved. 
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RESUMEN / SUMMARY:  - Pancreatic cancer (PC) has a high rate of mortality and a 

poorly understood mechanism of progression. Investigation of the molecular 

mechanism of PC and exploration of the specific markers for early diagnosis and 

specific targets of therapy are key points to prevent and treat PC effectively and to 

improve their prognosis. In our study, expression profiles experiment of para-

carcinoma, carcinoma and relapse human PC was performed using Agilent human 
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whole genomic oligonucleotide microarrays with 45 000 probes. Differentially 

expressed genes related with PC were screened and analysed further by Gene 

Ontology term analysis and Kyoto encyclopaedia of genes and genomes pathway 

analysis. Our results showed that there were 3853 differentially expressed genes 

associated with pancreatic carcinogenesis and relapse. In addition, our study found 

that PC was related to the Jak-STAT signalling pathway, PPAR signalling pathway and 

Calcium signalling pathway, indicating their potential roles in pancreatic carcinogenesis 

and progress. Copyright © 2013 John Wiley & Sons, Ltd. 
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RESUMEN / SUMMARY:  - Nitrogen mustards, widely used as chemotherapeutics, have 

limited safety and efficacy. Mitochondria lack a functional nucleotide excision repair 

mechanism to  repair DNA adducts and are sensitive to alkylating agents. Importantly, 

cancer cells have higher intrinsic mitochondrial membrane potential (Deltapsimt) than 

normal cells. Therefore, selectively targeting nitrogen mustards to cancer cell 

mitochondria based on Deltapsimt could overcome those limitations. Herein, we 

describe the design, synthesis, and evaluation of Mito-Chlor, a triphenylphosphonium 

derivative of the nitrogen mustard chlorambucil. We show that Mito-Chlor localizes to 

cancer cell mitochondria where it acts on mtDNA to arrest cell cycle and induce cell 

death, resulting in a 80-fold enhancement of cell kill in a panel of breast and pancreatic 

cancer cell lines that are insensitive to the parent drug. Significantly, Mito-Chlor 

delayed tumor progression in a mouse xenograft model of human pancreatic cancer. 

This is a first example of repurposing chlorambucil, a drug not used in breast and 

pancreatic cancer treatment, as a novel drug candidate for these diseases. 
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RESUMEN / SUMMARY:  - Magnetic resonance (MR) imaging has become a 

widespread diagnostic solving tool for the detection and characterization of a large 

range of pancreatic cystic lesions. Benign and malignant cystic lesions of the pancreas 

including serous microcystic adenoma, mucinous cystic tumor, intraductal papillary 

mucinous tumor, solid pseudopapillary tumor, and also the less common lesions such 

as cystic endocrine tumors, cystic metastases, and lymphangiomas have suggestive 

MR imaging presentation that allows them to be differentiated from each other. 

Knowledge of  MR imaging findings of cystic pancreatic lesions is critical to help 

suggest the  diagnosis and chose the best therapeutic approach. The purpose of this 

review is  to discuss and illustrate MR imaging features that are helpful for pancreatic 

cystic lesion detection and characterization and to provide an update in current  MR 

imaging diagnostic features and management. 

 

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

[133] 

TÍTULO / TITLE:  - Hypofractionated Image-Guided IMRT in Advanced Pancreatic 

Cancer With Simultaneous Integrated Boost to Infiltrated Vessels Concomitant With 

Capecitabine: A Phase I Study. 

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

REVISTA / JOURNAL:  - Int J Radiat Oncol Biol Phys. 2013 Dec 1;87(5):1000-6. doi: 

10.1016/j.ijrobp.2013.09.012. 

 ●● Enlace al texto completo (gratuito o de pago)  1016/j.ijrobp.2013.09.012 

AUTORES / AUTHORS:  - Passoni P; Reni M; Cattaneo GM; Slim N; Cereda S; Balzano 

G; Castoldi R; Longobardi B; Bettinardi V; Gianolli L; Gusmini S; Staudacher C; 

Calandrino R; Di Muzio N 

INSTITUCIÓN / INSTITUTION:  - Department of Radiation Oncology, San Raffaele 

Scientific Institute, Milan, Italy. Electronic address: passoni.paolo@hsr.it. 

RESUMEN / SUMMARY:  - PURPOSE: To determine the maximum tolerated radiation 

dose (MTD) of an integrated boost to the tumor subvolume infiltrating vessels, 

delivered simultaneously with  radical dose to the whole tumor and concomitant 

capecitabine in patients with pretreated advanced pancreatic adenocarcinoma. 

METHODS AND MATERIALS: Patients with stage III or IV pancreatic adenocarcinoma 

without progressive disease after  induction chemotherapy were eligible. Patients 

underwent simulated contrast-enhanced four-dimensional computed tomography and 

fluorodeoxyglucose-labeled positron emission tomography. Gross tumor volume 1 

(GTV1), the tumor, and GTV2, the tumor subvolume 1 cm around the infiltrated 

vessels, were contoured. GTVs were fused to generate Internal Target Volume (ITV)1 

and ITV2. Biological tumor volume (BTV) was fused with ITV1 to create the  
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BTV+Internal Target Volume (ITV) 1. A margin of 5/5/7 mm (7 mm in cranium-caudal) 

was added to BTV+ITV1 and to ITV2 to create Planning Target Volume (PTV) 1 and 

PTV2, respectively. Radiation therapy was delivered with tomotherapy. PTV1 received 

a fixed dose of 44.25 Gy in 15 fractions, and PTV2 received a dose escalation from 48 

to 58 Gy as simultaneous integrated boost (SIB) in consecutive groups of at least 3 

patients. Concomitant chemotherapy was capecitabine, 1250 mg/m(2) daily. Dose-

limiting toxicity (DLT) was defined as any treatment-related  G3 nonhematological or 

G4 hematological toxicity occurring during the treatment or within 90 days from its 

completion. RESULTS: From June 2005 to February 2010,  25 patients were enrolled. 

The dose escalation on the SIB was stopped at 58 Gy without reaching the MTD. One 

patient in the 2(nd) dose level (50 Gy) had a DLT:  G3 acute gastric ulcer. Three 

patients had G3 late adverse effects associated with gastric and/or duodenal mucosal 

damage. All patients received the planned dose of radiation. CONCLUSIONS: A dose 

of 44.25 Gy in 15 fractions to the whole tumor with an SIB of 58 Gy to small tumor 

subvolumes concomitant with capecitabine is feasible in chemotherapy-pretreated 

patients with advanced pancreatic cancer. 
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RESUMEN / SUMMARY:  - PURPOSE: To generate a map of local recurrences after 

pancreaticoduodenectomy (PD) for patients with resectable pancreatic ductal 

adenocarcinoma (PDA) and to model an adjuvant radiation therapy planning treatment 

volume (PTV) that encompasses a majority of local recurrences. METHODS AND 

MATERIALS: Consecutive patients with resectable PDA undergoing PD and 1 or more 

computed tomography (CT) scans more than 60 days after PD at our institution were 

reviewed. Patients were  divided into 3 groups: no adjuvant treatment (NA), 

chemotherapy alone (CTA), or chemoradiation (CRT). Cross-sectional scans were 

centrally reviewed, and local recurrences were plotted to scale with respect to the 

celiac axis (CA), superior  mesenteric artery (SMA), and renal veins on 1 CT scan of a 

template post-PD patient. An adjuvant clinical treatment volume comprising 90% of 

local failures based on standard expansions of the CA and SMA was created and 

simulated on 3 post-PD CT scans to assess the feasibility of this planning approach. 

RESULTS: Of the 202 patients in the study, 40 (20%), 34 (17%), and 128 (63%) 

received NA, CTA, and CRT adjuvant therapy, respectively. The rate of margin-positive 

resections was greater in CRT patients than in CTA patients (28% vs 9%, P=.023).  

Local recurrence occurred in 90 of the 202 patients overall (45%) and in 19 (48%), 22 
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(65%), and 49 (38%) in the NA, CTA, and CRT groups, respectively. Ninety percent of 

recurrences were within a 3.0-cm right-lateral, 2.0-cm left-lateral, 1.5-cm anterior, 1.0-

cm posterior, 1.0-cm superior, and 2.0-cm inferior expansion of the combined CA and 

SMA contours. Three simulated radiation treatment plans using these expansions with 

adjustments to avoid nearby structures were created to demonstrate the use of this 

treatment volume. CONCLUSIONS: Modified PTVs targeting high-risk areas may 

improve local control while minimizing toxicities, allowing dose escalation with intensity-

modulated or stereotactic body radiation therapy. 
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RESUMEN / SUMMARY:  - Hypoxia and dysfunctional tumor vessels represent a 

prominent feature of pancreatic cancer, being, at least in part, responsible for 

chemotherapy resistance and immune suppression in these tumors. We tested whether 

the increase of oxygen delivery induced in vivo by myo-inositol trispyrophosphate 

(ITPP) can reverse hypoxia, control tumor growth and improve chemotherapy 

response. Tumor size, metastatic development (micro-CTscan follow up) and the 

survival of rats and nude or NOD.SCID mice, (bearing syngenic rat and MiaPaCa2- or 

patient-derived pancreatic tumors), were determined upon ITPP and/or gemcitabine 

treatment. Partial oxygen pressure, expression of angiogenic factors and tumor 

histology were evaluated. Infiltration and oxidative status of immune cells, as well as 

chemotherapy penetration in tumors, were determined by FACS, fluorometry, NO 

release assays, Western blot and confocal microscopy. Weekly intravenous ITPP 

application resulted in the inhibition of metastasis development and restricted primary 

tumor growth, showing a superior effect on the rats’ survival compared to gemcitabine. 

ITPP treatment restored tumor normoxia and caused a reduction in HIF-1alpha levels, 

with subsequent VEGF and Lox downregulation, resulting in improved vessel structure 

and decreased desmoplasia. The latter effects translated into elevated immune cells 

influx and improved susceptibility to gemcitabine treatment. Growth of human 

pancreatic tumor xenografts was strongly inhibited by administration of ITPP. ITPP 

exploits a two-stage mechanism causing  rapid, early, and sustainable late stage 

normoxia. This is due to angiogenic factor modulation and vascular normalization, 

leading to enhanced chemotherapy delivery and synergistic life prolongation, upon 

combination with low doses of gemcitabine. © 2013 Wiley Periodicals, Inc. 
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RESUMEN / SUMMARY:  - This study aimed to evaluate the efficacy of combined 

treatment with recombinant  interleukin-2 (rIL-2) and allicin on pancreatic cancer and 

explore the potential  immunological mechanism. A total of 60 C57/BL6 nude mice 

pancreatic cancer xenograft models were randomized into four groups of 15 mice per 

group: control group, allicin treatment group, rIL-2 treatment group, combined 

treatment with allicin and rIL-2 group. Mice in each group were treated with saline, rIL-

2, allicin, or combination of rIL-2 and allicin by weekly i.v injection for four weeks. After 

four weeks of treatment, eyeballs of the mice were extracted and blood was drawn, 

percentages of CD4+T, CD8+T and NK cell were analyzed by FACS, IFN-gamma level 

was detected by ELISA. One mouse in each group was sacrificed to  measure the 

weight and volume of the tumor and prepared to the paraffin section of tumor tissue. 

Apoptosis of the tumor cells was analyzed by TUNEL and FACS. Other mice continued 

to receive treatment, survival period were compared between  each group. We 

observed a significant suppression of xenograft growth and a significant prolonged 

survival time in the combined treatment with allicin and rIL-2 group (P < 0.05). The 

most amount of apoptotic cells were observed in the combined therapy group (P < 

0.05). The percentages of CD4+T, CD8+T and NK cell and serum IFN-gamma level 

increased significantly in the combined treatment group compared with other groups (P 

< 0.05). Combined treatment with allicin and rIL-2  resulted in suppression of tumor 

growth and prolonged survival time possibly through activation of CD4+T, CD8+T and 

NK cell. 
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RESUMEN / SUMMARY:  - BACKGROUND: Patients with biliary tract adenocarcinoma 

with nodal involvement have a poor prognosis. There is currently no standardized 

method for intraoperative lymph node assessment. The current study aimed to 

determine the prognostic significance of the highest peripancreatic lymph node (HPLN) 
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in biliary tract malignancy. METHODS: This was a retrospective study of patients 

undergoing potential curative resection of biliary tract adenocarcinoma from January 

1995 through December 2010 who prospectively had intraoperative sampling  of the 

HPLN. The median follow-up was 72.8 months. The primary end points were 

recurrence-free survival (RFS) and disease-specific survival (DSS). RESULTS: The  

rate of HPLN positivity in 110 patients undergoing exploration for potential curative 

resection was 30 % and did not vary with histologic subtype (gallbladder vs. 

cholangiocarcinoma). Eighty-five patients underwent complete gross resection. In this 

subset, median RFS and DSS were 34.3 months (95 % confidence interval [CI] 23.6-

not reached [NR]) and 62.4 months (95 % CI 40.8-NR) for HPLN-negative patients, and 

9.6 months (95 % CI 4.76-NR) and 20.5 months (95 % CI 7.4-NR) for HPLN-positive 

patients (p < 0.01), respectively. Median DSS was 14.6 months (95 % CI 9.6-25.4) for 

patients with unresectable disease. On multivariate analysis, HPLN status was an 

independent predictor of RFS (hazard ratio 3.73, 95 % CI 1.86-7.45; p < 0.01) and DSS 

(hazard ratio 3.98, 95 % CI 1.89-8.38; p < 0.01). CONCLUSIONS: HPLN status is 

prognostic of RFS and DSS in biliary tract adenocarcinoma. Intraoperative nodal 

staging by HPLN sampling warrants further investigation in a prospective trial. 
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RESUMEN / SUMMARY:  - OBJECTIVE. The purpose of this study was to compare 

diffusion-weighted MRI (DWI)  and conventional (non-DWI) MRI sequences in 

differentiating mass-forming chronic  pancreatitis from pancreatic cancer. MATERIALS 

AND METHODS. A retrospective cohort study included 36 patients who underwent 

pancreatic resection for pancreatic cancer (n = 13) and chronic pancreatitis (n = 23) 

after preoperative MRI with DWI. Two independent reviewers assessed the DW images 

for signal intensity and apparent diffusion coefficient (ADC) values. Four weeks later, 

they reviewed the other MR images for size of mass, double-duct sign, pancreatic duct  

cutoff, and perivascular soft-tissue cuffing. A score for conventional MRI was given with 

1 meaning definitely benign and 5 meaning definitely malignant. Univariate and 

multivariate analyses and receiver operating characteristic (ROC)  curve analysis were 

performed with surgical pathologic examination as the reference standard. RESULTS. 

The only finding that differentiated the two groups  was the presence of a well-defined 

mass, favoring the diagnosis of cancer (p = 0.02, p < 0.01). There was no significant 

difference between the two groups in signal intensity on DW images (p = 0.82, p = 

0.85) or ADC (p = 0.51, p = 0.76). Double-duct sign, pancreatic duct cutoff, and 

perivascular soft-tissue cuffing were not useful in differentiating the two groups. The 

areas under the ROC curve  were 0.873 and 0.878 for the conventional MRI scores, 
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compared with 0.602 and 0.552 for ADC measurements (p = 0.02, p = 0.008). 

CONCLUSION. The addition of DWI to conventional MRI does not facilitate 

differentiation of pancreatic cancer from chronic pancreatitis. 

 

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

[139] 

TÍTULO / TITLE:  - Sporadic nonfunctioning pancreatic neuroendocrine tumors: 

Prognostic significance of incidental diagnosis. 

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

REVISTA / JOURNAL:  - Surgery. 2013 Nov 12. pii: S0039-6060(13)00465-0. doi: 

10.1016/j.surg.2013.08.007. 

 ●● Enlace al texto completo (gratuito o de pago)  1016/j.surg.2013.08.007 

AUTORES / AUTHORS:  - Birnbaum DJ; Gaujoux S; Cherif R; Dokmak S; Fuks D; 

Couvelard A; Vullierme MP; Ronot M; Ruszniewski P; Belghiti J; Sauvanet A 

INSTITUCIÓN / INSTITUTION:  - Department of Hepato-Pancreato-Biliary Surgery - Pole 

des Maladies de l’Appareil  Digestif (PMAD), AP-HP, hopital Beaujon, Clichy, France. 

RESUMEN / SUMMARY:  - BACKGROUND: Sporadic nonfunctioning pancreatic 

neuroendocrine tumors (NF-PNETs) are increasingly diagnosed as incidentalomas, 

and their resection is usually recommended. The prognostic significance of this 

diagnosis feature is poorly studied, and management of these tumors remains 

controversial. Clinical, pathologic characteristics and outcome of resected incidentally 

diagnosed NF-PNET (Inc) were compared with resected symptomatic NF-PNET 

(Symp) to better assess their biologic behavior and tailor their management. 

METHODS: From 1994 to 2010,  108 patients underwent resection for sporadic 

nonmetastatic NF-PNET. Diagnosis was considered as incidental in patients with no 

abdominal symptoms or symptoms unlikely to be related to tumor mass. Patients with 

Inc were compared with patients with Symp, regarding demographics, postoperative 

course, pathology, and  disease-free survival (DFS). RESULTS: Of the 108 patients, 65 

(61%) had incidentally diagnosed tumors. Pancreas-sparing pancreatectomies 

(enucleation/central pancreatectomy) were performed more frequently in Inc (62% vs 

30%, P = .001). Inc tumors were more frequently <20 mm (65% vs 42%, P = .019), 

staged T1 (62% vs 33%, P = .0001), node negative (85% vs 60%; P = .005), and grade 

1 (66% vs 33%, P = .0001). One postoperative death occurred in the Inc group, and 

postoperative morbidity was similar between the two groups (60% vs 65%, P = .59). 

DFS was substantially better in the Inc group (5-year DFS = 92% vs 82%, P = .0016). 

CONCLUSION: Incidentally diagnosed NF-PNETs are associated with  less aggressive 

features compared with symptomatic lesions but cannot always be considered to be 

benign. Operative resection remains recommended for most. Incidentally diagnosed 

NF-PNET may be good candidates for pancreas-sparing pancreatectomies. 
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RESUMEN / SUMMARY:  - Increasing evidence shows that dysregulation of microRNAs 

is correlated with tumor development. This study was performed to determine the 

expression of miR-141 and investigate its clinical significance in pancreatic ductal 

adenocarcinoma (PDAC). Taqman quantitative RT-PCR was used to detect miR-141 

expressions in 94 PDAC tissues and 16 nontumorous pancreatic tissues. Correlations 

between miR-141 expression and clinicopathologic features and prognosis of patients 

were statistically analyzed. The effects of miR-141 expression on growth and apoptosis 

of PDAC cell line (PANC-1) were determined by  MTT, colony formation, and flow 

cytometry assays. Potential target genes were identified by luciferase reporter and 

Western blot assays. The expression level of miR-141 in PDAC tissues was 

significantly lower than that in corresponding nontumorous tissues. Downregulation of 

miR-141 correlated with poorer pT and pN status, advanced clinical stage, and 

lymphatic invasion. Also, low miR-141 expression in PDAC tissues was significantly 

correlated with shorter overall survival, and multivariate analysis showed that miR-141 

was an independent prognostic factor for PDAC patients. Further, functional 

researches suggested that miR-141 inhibits growth and colony formation, and 

enhances caspase-3-dependent apoptosis in PANC-1 cells by targeting Yes-

associated protein-1 (YAP1). Therefore, miR-141 is an independent prognostic factor 

for PDAC patients, and functions as a tumor suppressor gene by targeting YAP1. 
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RESUMEN / SUMMARY:  - Background and study aim: Malignancy in pancreatic 

neuroendocrine tumors (PNETs)  is graded by assessing the resected specimens 

according to the World Health Organization (WHO) 2010 criteria. The feasibility of such 

grading using endoscopic ultrasound-guided fine-needle aspiration (EUS-FNA) 

specimens remains unclear. The aim of this study was to ascertain the optimal method 

of measuring the Ki-67 index in EUS-FNA specimens, using resected specimens as the 

criterion standard. Patients and methods: A total of 58 consecutive patients diagnosed 

with PNETs between March 1998 and May 2011 were included. The study measured 

intratumoral Ki-67 index heterogeneity, concordance rates of PNET grading by EUS-

FNA with grade of the resected tumor, optimal method of measuring the Ki-67 index in 

EUS-FNA specimens, and survival analysis based on EUS-FNA specimen grading. 
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Results: Intratumoral dispersion of Ki-67 index in resected specimens was 0.033 for 

Grade 1 and 0.782 for Grade 2 tumors (P < 0.001). Concordance rates for WHO 

classification between EUS-FNA and resected specimens were 74.0 % using the mean 

Ki-67 index in EUS-FNA specimens and 77.8 % using the highest Ki-67 index. The 

concordance rate rose to 90 % when EUS-FNA samples with less than 2000 tumor 

cells were excluded (26 % of EUS-FNA cases). The Kaplan-Meier survival curves were 

significantly stratified by the EUS-FNA grading of PNETs with 5-year  survival rates of 

100 %, 58.3 %, and 0 %, for Grade 1, Grade 2, and neuroendocrine carcinoma (NEC) 

tumors, respectively. Conclusions: Grading of PNETs by the highest Ki-67 index in 

EUS-FNA specimens with adequate cellularity has a high concordance with grading of 

resected specimens, and can predict long term patient survival with high accuracy. 
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RESUMEN / SUMMARY:  - BACKGROUND: The mesopancreatic resection margin after 

pancreaticoduodenectomy for carcinoma of the head of the pancreas is of great 

interest with respect to curative resection, since the neoplastic involvement of this 

margin was shown to  be the primary site for R1 resection. In this review the current 

knowledges of the surgical anatomy of the so-called mesopancreas and the 

mesopancreas excision  techniques are summarized. METHODS: References were 

identified by searching Pubmed database using the search terms “mesopancreas” and 

“meso-pancreatoduodenum” until June 2013 and through searches of the authors’ own 

files. Five studies were included in this review. RESULTS: Original contributions with 

regard to the anatomy of the retropancreatic area and specific technical descriptions of 

so-called “total mesopancreas excision” provided by published studies are pointed out. 

CONCLUSIONS: Because there is no “meso” of the pancreas, and due to the 

continuity of the mesopancreatic and para-aortic areas, surgical dissection should be 

extended to the left of the superior mesenteric artery and include the para-aortic area 

to achieve the most complete possible resection of the so-called mesopancreas and 

minimize the rate of R1 resections due to mesopancreatic margin involvement. This 

extended mesopancreatic resection cannot  be accomplished en bloc even if the 

removal of the dissected mesopancreatic tissues is performed en bloc with the head, 

uncus, and neck of the pancreas, i.e., with the pancreaticoduodenectomy specimen. 

 

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

[143] 

TÍTULO / TITLE:  - S-1 plus CIK as second-line treatment for advanced pancreatic 

cancer. 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24188796&dopt=Abstract
http://dx.doi.org/10.1016/j.ejso.2013.10.012
mailto:nadiapeparini@yahoo.it


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

REVISTA / JOURNAL:  - Med Oncol. 2013 Dec;30(4):747. doi: 10.1007/s12032-013-

0747-9. Epub 2013 Oct 13. 

 ●● Enlace al texto completo (gratuito o de pago)  1007/s12032-013-0747-9 

AUTORES / AUTHORS:  - Wang M; Shi SB; Qi JL; Tang XY; Tian J 

INSTITUCIÓN / INSTITUTION:  - Department of Internal Medicine, Shan Dong Ji Ning 

First People’s Hospital, Jining, 272111, People’s Republic of China. 

RESUMEN / SUMMARY:  - This study aimed to evaluate the efficacy and tolerability of S-

1 (Tegafur, Gimeracil, and Oteracil Potassium Capsules) plus CIK (Cytokine-induced 

killer cells) in patients with advanced pancreatic cancer who had previously received 

gemcitabine-based therapy. In this prospective study, fifty-eight patients were randomly 

divided into two groups. One group (CT group) was given S-1 alone, and the other 

group (immuno-CT group) was given S-1 plus CIK. S-1 was administered orally twice a 

day at 80 mg/m(2)/day on days 1-21 of a 28-day cycle till disease  progression or 

unacceptable toxicity occurred. CIK was given for one cycle of 28  days. The disease 

control rate for S-1 and CIK was 40.0 and 53.6%, respectively (p = 0.621). The serum 

CA19-9 level decreased for more than 25% was significantly different (33.3 and 60.7 % 

in CT group and immuno-CT group, respectively, p = 0.037). The median time to 

progression was 2.5 (95% CI 2.3-2.8) and 2.9 (95% CI 2.6-3.2) months (p = 0.037) for 

CT group and immuno-CT group, respectively. The median overall survival was 6.1 

(95% CI 5.7-6.5) and 6.6 (95% CI 6.1-7.1) months  (p = 0.09) for CT group and 

immuno-CT group, respectively. The difference in hematological toxicity, including 

leukocytopenia, anemia, and neutropenia, was insignificant between the two groups. In 

contrast, the differences in non-hematological toxicity, fatigue, and non-infective fever 

were significantly different between the two groups (p < 0.05). The S-1 plus CIK 

regimen was well tolerated in a second-line setting in patients with gemcitabine-

refractory and advanced pancreatic cancer. 
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RESUMEN / SUMMARY:  - OBJECTIVES: Experimental data based on cell line-derived 

xenograft models (cell xenograft) seldom reproduce the clinical situation, and therefore 

we demonstrated here the superiority of a murine model involving transplantation of 

human pancreatic cancer tissue fragments (tumor graft), focusing on the histological 

features and drug delivery characteristics. METHODS: Tumor pieces from 10 

pancreatic cancer patients were transplanted into SCID (severe combined 
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immunodeficient) mice. Histological characteristics of tumor grafts, including 

morphology, desmoplastic reaction, and vascularization, were compared with those  of 

cell xenografts. Drug delivery was evaluated by quantifying the concentrations of 

injected drug, and the results were compared with its histological features. RESULTS: 

Eight of the 10 transplanted tumors successfully engrafted. Histological comparisons 

between tumor grafts and cell xenografts revealed the following: the  amount of stroma 

was more (22.9% +/- 11.8% vs 10.8% +/- 5.4%; P < 0.05), vessel-cancer cell distance 

was longer (35.3 +/- 39.0 vs 3.9 +/- 3.1 mum; P < 0.001), and microvessel density was 

lower (6.8 +/- 1.9 vs 10.8 +/- 2.1 vessels/0.4 mm; P < 0.05) in tumor grafts. Drug 

concentrations in tumor grafts were lower than those in cell xenografts (3.3 +/- 1.2 vs 

6.0+/-0.2 mug/mL; P = 0.003), and the differences were correlated with the histological 

differences. CONCLUSIONS: Pancreatic tumor grafts better reproduce the histological 

nature of  clinical cancer and thus provide a more realistic model that is applicable for 

pharmacokinetic studies. 
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RESUMEN / SUMMARY:  - AIM: To investigate the effects of photodynamic therapy with 

quantum dots-arginine-glycine-aspartic acid (RGD) probe as photosensitizer on the 

proliferation and apoptosis of pancreatic carcinoma cells. METHODS: Construction  of 

quantum dots-RGD probe as photosensitizer for integrin-targeted photodynamic 

therapy was accomplished. After cells were treated with photodynamic therapy (PDT), 

the proliferation of SW1990 cells were measured by methyl thiazolyl tetrazolium assay. 

Morphologic changes, cell cycle retardance and apoptosis were  observed under 

fluoroscope and flow cytometry. The expression of myeloid cell leukemia-1 (Mcl-1), 

protein kinase B (Akt) and tumor necrosis factor-related apoptosis-inducing ligand 

(TRAIL) mRNA were detected by reverse transcription-polymerase chain reaction. The 

amount of reactive oxygen species were also evaluated by fluorescence probe. 

RESULTS: The photodynamic therapy with quantum dots-RGD probe as 

photosensitizer significantly inhibited cell proliferation (P < 0.01). Apoptotic cells and 

morphologic changes could be found  under optical microscope. The FCM revealed 

PDT group had more significant cell apoptosis rate compared to control cells (F = 

130.617, P < 0.01) and cell cycle G0/G1 and S retardance (P < 0.05) compared to 

control cells. The expression of Mcl-1 and Akt mRNA were down-regulated, while 

expression of TRAIL mRNA was up-regulated after cells treated with PDT. PDT group 

had more significant number  of cells producing reactive oxygen species compared to 

control cells (F = 3262.559, P < 0.01). CONCLUSION: The photodynamic therapy with 
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quantum dots-RGD probe as photosensitizer significantly inhibits cell proliferation and 

increases  apoptosis in SW1990 cells. 

 

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

[146] 

TÍTULO / TITLE:  - Differential diagnosis of benign and malignant distal biliary strictures: 

Value of adding diffusion-weighted imaging to conventional magnetic resonance 

cholangiopancreatography. 

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

REVISTA / JOURNAL:  - J Magn Reson Imaging. 2013 Oct 17. doi: 10.1002/jmri.24304. 

 ●● Enlace al texto completo (gratuito o de pago)  1002/jmri.24304 

AUTORES / AUTHORS:  - Yoo RE; Lee JM; Yoon JH; Kim JH; Han JK; Choi BI 

INSTITUCIÓN / INSTITUTION:  - Department of Radiology, Seoul National University 

College of Medicine, Seoul, Korea. 

RESUMEN / SUMMARY:  - PURPOSE: To determine the value of adding diffusion-

weighted imaging (DWI) to conventional magnetic resonance 

cholangiopancreatography (MRCP) for differentiating benign from malignant distal 

biliary strictures. MATERIALS AND METHODS: Two independent readers reviewed 

three image sets (1: MRCP alone; 2: MRCP and DWI combined; and 3: MRCP, DWI, 

and contrast-enhanced T1-weighted imaging [T1WI] combined) of 60 patients with 

suspected distal biliary strictures  and rated the probability of malignancy. Diagnostic 

performance and accuracy were compared using the receiver operating characteristic 

(ROC) curves and McNemar two-tailed test. kappa coefficients were calculated to 

assess the interobserver agreement. RESULTS: The Az value and accuracy improved 

significantly after additional review of DWI for both readers: Az = 0.780 vs. 0.916 (P = 

0.003) for Reader 1 and 0.784 vs. 0.853 (P = 0.037) for Reader 2; accuracy = 69% vs. 

93% for Reader 1 (P < 0.001) and 57% vs. 85% for Reader 2 (P = 0.002). No 

significant difference in the Az values and accuracy was found between MRCP and 

DWI combined, and MRCP, DWI, and contrast-enhanced T1WI combined (P > 0.050). 

There was substantial interobserver agreement in all three image sets (kappa = 0.695-

0.732). CONCLUSION: The addition of DWI to MRCP significantly improved diagnostic 

accuracy in the characterization of distal biliary strictures. J. Magn. Reson. Imaging 

2013. © 2013 Wiley Periodicals, Inc. 
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RESUMEN / SUMMARY:  - AIM: We evaluated the relationship between liraglutide and 

acute pancreatitis or  pancreatic cancer in an ongoing post-marketing safety 

assessment programme. METHODS: Initiators of liraglutide, exenatide, metformin, 

pioglitazone or groups  containing initiators of dipeptidyl peptidase-4 inhibitors or 

sulfonylureas were  identified in a US commercial health insurance claims database (1 
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February 2010 to 31 March 2013) and followed for a median of 15 months. We 

estimated incidence  rates (IR/100 000 person-years), rate ratio (RR) and 95% 

confidence intervals (CI) of new insurance claims with diagnoses of primary inpatient 

acute pancreatitis or pancreatic cancer from Poisson regression models. RESULTS: 

The IR for acute pancreatitis for liraglutide was 187.5 compared with 154.4 for all non-

glucagon-like peptide-1 (GLP-1)-based therapies (adjusted RR 1.10; CI 0.81-1.49). The 

IR for pancreatic cancer was 19.9 for liraglutide compared with 33.0 for all non-GLP-1-

based therapies (adjusted RR 0.65; 95% CI 0.26-1.60). CONCLUSION: We did not 

observe excess risk of either outcome associated with liraglutide relative to individual 

or pooled comparator drugs. 
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RESUMEN / SUMMARY:  - PURPOSE: To review our 15-year experience in the 

management of children with solid pseudopapillary neoplasm (SPPN) of the pancreas 

at a single pediatric institution, to delineate a unique immunohistochemical marker for 

SPPN, and to analyze cumulative data on this rare entity in the literature. METHODS: 

We did a  retrospective analysis of the demographic data, clinical presentation, 

immunohistochemical characteristics, surgical approach, and long-term outcomes of all 

patients diagnosed with SPPN between 1997 and 2012. RESULTS: There were 6 

patients in the series, 5 females and 1 male. Median age at presentation and at surgery 

was 15 years (11-18 years). Abdominal pain was the presenting symptom in  5 cases 

and jaundice in 1 case. Two patients had a pancreatic head tumor and underwent a 

pylorus-preserving pancreaticoduodenectomy. Two patients had the tumor in the 

pancreatic tail and underwent a distal pancreatectomy with splenectomy. Two patients 

had the tumor in the pancreatic body and underwent a distal pancreatectomy with 

splenectomy in one case and with preservation of the spleen in the other. All tumors 

were completely resected with pathologic margins  free of disease. The median 

maximum diameter was 6.8 cm (3 to 15 cm). On immunohistochemistry the tumors 

exhibited different combinations of non-specific  markers like chromogranin, vimentin 

and neuron-specific enolase, but all tumors showed the highly SPPN-specific 

paranuclear dot-like immunoreactivity pattern for CD99 in the solid as well as in the 

pseudopapillary areas. No patient had metastasis at presentation. Median follow-up 

was 6.5 years (6 months to 15 years). There were no recurrences, no long-term 

metastasis, and all patients are  disease-free. CONCLUSION: Our series supports the 

concept that complete resection is necessary to achieve the best possible long-term 

results. Additionally, we demonstrate that SPPN exhibits a very unique immunostaining 

pattern for CD99 that is present in all cases. 
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RESUMEN / SUMMARY:  - Activation of signal-transcriptional factor signal transducer 

and activator of transcription 3 (STAT3) is associated with more aggressive behaviour 

in a variety of human malignancies. As selective STAT3 inhibitors exist, this protein 

might represent a novel therapeutic target. Although STAT3 seems to play an 

important role in progression of pancreatic ductal carcinoma (PDAC), only few data on 

this  subject exist. The aim of our study was the investigation of STAT3 activation and 

its correlation with its possible regulator HER2. Expression of tyrosine-705 

phosphorylated STAT3 (pSTAT3) was determined immunohistochemically in 79 

PDACs. HER2 status assessed by immunohistochemistry and double colour silver in 

situ hybridization was available from a previous study. PSTAT3 expression was seen in  

33 (41.8%) patients. Six patients were scored as HER2 positive having strong 

correlation with pSTAT3 expression (p = 0.004, Fisher’s exact test). No association of 

pSTAT3 expression with patients’ age, tumour staging and grading,  perineural 

invasion of tumour cells or survival time was seen. pSTAT3 is frequently expressed in 

PDAC. Nevertheless, its immediate clinical relevance seems to be low. However, 

further research needs to determine whether STAT3 status in PDAC is predictive for 

the response to novel targeting therapies. 
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RESUMEN / SUMMARY:  - Major histocompatibility complex class I-related chain A and 

B (MICA/B) are two stress-inducible ligands that bind to the immunoreceptor NKG2D 

and play an important role in mediating cytotoxicity of NK and T cells. Release of MIC 

molecules from the cell surface is thought to constitute an immune escape mechanism 

of tumor cells and thus could be associated with more aggressive course of tumor 

growth. In this study, we investigated the expression of MICA/B in ductal pancreatic 

carcinoma and serum in relation to tumor stage, differentiation and survival. MICA/B 
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expression in tumor tissues and sera from patients with pancreatic cancer were 

analyzed by immunohistochemical staining (IHC), western blotting and ELISA, 

respectively. MICA/B expression was present in 17 of 22 (77%) of the tumors but not in 

normal pancreatic ductal epithelial cells. Poorly differentiated tumors showed more 

pronounced MICA/B expression compared to differentiated tumors, but did not 

correlate significantly to other tumor characteristics. MICA/B-negative tumors displayed 

significantly lower incidence of lymph node metastases (p<0.01), and less mortality 

within 3 years following resection (p<0.02). In conclusion, tissue levels of MICA/B 

expression were elevated in pancreatic cancer cells without elevated levels in serum, 

despite well-recognized acute phase reactants in serum. Poorly differentiated tumors 

showed high MICA/B expression, which was related to extended tumor lymph node 

metastases and less frequent long-term survival. 
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RESUMEN / SUMMARY:  - The prognosis of patients diagnosed with pancreatic 

adenocarcinoma remains dismal. Of the 15-20 % of patients who are candidates for 

potentially curative resection, 66-92 % will develop recurrent disease. Although 

guidelines for surveillance in the postoperative setting exist, they are not evidence 

based, and there is wide variability of strategies utilized. Current surveillance guidelines 

as suggested by the National Comprehensive Cancer Network (NCCN) include routine  

history and physical, measurement of serum cancer-associated antigen 19-9 (CA19-9) 

levels, and computed tomographic imaging at 3- to 6-month intervals for  the first 2 

years, and annually thereafter. However, the lack of prospective clinical data examining 

the efficacy of different surveillance strategies has led to a variability of the intensity of 

follow-up and a lack of consensus on its necessity and efficacy. Recent therapeutic 

advances may have the potential to significantly alter survival after recurrence, but a 

careful consideration of current surveillance strategies should be undertaken to 

optimize existing approaches in the face of high recurrence and low survival rates. 

 

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

[152] 

TÍTULO / TITLE:  - EZH2-shRNA-mediated upregulation of p21waf1/cip1 and its 

transcriptional enhancers with concomitant downmodulation of mutant p53 in 

pancreatic ductal adenocarcinoma. 

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

REVISTA / JOURNAL:  - Surgery. 2013 Oct;154(4):739-46; discussion 746-7. doi: 

10.1016/j.surg.2013.06.041. 

 ●● Enlace al texto completo (gratuito o de pago)  1016/j.surg.2013.06.041 

AUTORES / AUTHORS:  - Batchu RB; Qazi AM; Gruzdyn OV; Semaan A; Seward SM; 

Chamala S; Dhulipala VB; Bouwman DL; Weaver DW; Gruber SA 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24092447&dopt=Abstract
http://dx.doi.org/10.1245/s10434-013-3289-7
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24074410&dopt=Abstract
http://dx.doi.org/10.1016/j.surg.2013.06.041


INSTITUCIÓN / INSTITUTION:  - Laboratory of Surgical Oncology & Developmental 

Therapeutics, Department of Surgery, Wayne State University, Detroit, MI; John D. 

Dingell VA Medical Center,  Wayne State University, Detroit, MI. Electronic address: 

rbatchu@med.wayne.edu. 

RESUMEN / SUMMARY:  - PURPOSE: Enhancer of zeste homologue 2 (EZH2), a 

component of the chromatin modification protein complex, is upregulated in pancreatic 

ductal adenocarcinoma  (PDAC), whereas loss of p53 and its downstream target, 

p21(waf1/cip1), is also observed frequently. We sought to investigate the role of the 

p53-p21(waf1/cip1)  pathway in relation to EZH2-mediated inhibition of PDAC. 

METHODS: The PANC-1 cell line was utilized in chromatin immunoprecipitation, gene 

profiling, Western blot, cell invasion, cell proliferation, and tumor xenograft assays. 

RESULTS: Western blot analysis with antibodies that recognize both wild-type and 

mutant p53 did not show any alterations in band intensity; however, antibody that 

detects only mutant p53 showed a band of significantly lesser intensity with EZH2 

knockdown. Western blot analysis further revealed a significant upregulation of 

p21(waf1/cip1). Gene expression profile analysis indicated significantly enhanced 

transcripts of transcriptional inducers of p21(waf1/cip1), with downregulation of mutant 

p53 transcript, corroborating the Western blot analysis. PANC-1 cells expressing 

EZH2-short hairpin RNA displayed markedly attenuated growth in SCID mice. 

CONCLUSION: Downregulation of mutant p53 with concomitant enhanced expression 

of p21(waf1/cip1) and its transcriptional trans-activators may contribute toward EZH2-

mediated suppression of PDAC. 
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RESUMEN / SUMMARY:  - Sineoculis homeobox homolog 1 (SIX1) is a member of the 

SIX gene family. It is highly expressed in cancers derived from tissues that play a 

fundamental role during embryogenesis. Recent studies suggest that inappropriate 

expression of SIX1 can both initiate tumorigenesis and promote metastasis. To 

investigate the clinicopathological significance of SIX1 expression in pancreatic ductal 

adenocarcinoma (PDAC), and to further identify its role as a potential biomarker  and 

therapeutic target in PDAC, 103 PDAC tissue samples and 45 normal pancreatic  

tissue samples were immunohistochemically stained for SIX1 protein. The localization 

of SIX1 protein was detected in Panc-1 cancer cells using immunofluorescence 

staining. Correlations between SIX1 overexpression and the clinicopathological 

features of pancreatic cancer were evaluated using Chi-square (chi2) tests, differences 

in survival curves were analyzed using log-rank tests,  and multivariate survival 
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analysis was performed using the Cox proportional hazard regression model. In results, 

SIX1 protein showed mainly cytoplasmic/perinuclear staining pattern in PDAC with 

immunohistochemistry. The strongly positive rate of SIX1 protein was 60.2% (62/103) 

in PDAC, which was significantly higher than normal pancreatic tissue (6.7%, 3/45). 

SIX1 overexpression was positively correlated with tumor size, TNM stage, lymph node 

metastasis, and grade of PDAC (P<0.001). SIX1 high expression levels influenced 

overall survival rates in G1, G2, stage I-II and stage III-IV groups of PDAC; and high 

expression levels had significantly lower overall survival rates than SIX1 low 

expression levels. In conclusion, SIX1 emerged as a significant independent prognostic 

factor in PDAC. SIX1 overexpression appears to be associated with PDAC, and may 

be a potential biomarker for early diagnosis and prognostic evaluation of PDAC. 
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RESUMEN / SUMMARY:  - The gastrointestinal peptide cholecystokinin (CCK) causes 

the release of pancreatic digestive enzymes and growth of the normal pancreas. 

Exogenous CCK administration has been used in animal models to study pancreatitis 

and also as a promoter of carcinogen-induced or Kras-driven pancreatic cancer. 

Defining CCK receptors in normal human pancreas has been problematic due to its 

retroperitoneal location, high concentrations of pancreatic proteases, and endogenous 

RNase. Most studies indicate that the predominant receptor in human pancreas is the 

CCK-B type, and CCK-A is the predominant form in rodent pancreas. In pancreatic 

cancer cells and tumors, the role of CCK is better established because receptors are 

often over-expressed by these cancer cells and stimulation  of such receptors 

promotes growth. Furthermore, in established cancer, endogenous production of CCK 

and/or gastrin occurs and their actions stimulate the synthesis of more receptors plus 

growth by an autocrine mechanism. Initially it was thought that the mechanism by 

which CCK served to potentiate carcinogenesis was by interplay with inflammation in 

the pancreatic microenvironment. But with the recent findings of CCK receptors on 

early PanIN lesions and on stellate cells, the question has been raised that perhaps 

CCK actions are not the result of cancer but an early driving promoter of cancer. This 

review will summarize what is known regarding CCK, its receptors, and pancreatic 

cancer, and also what is unknown and requires further investigation to determine which 

comes first, the chicken or the egg; ‘CCK or the cancer.” 
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RESUMEN / SUMMARY:  - PURPOSE: In salvage chemotherapy for refractory 

pancreatic cancer, early assessment is important to avoid unnecessary toxicities from 

ineffective chemotherapy. Early CA19-9 change after the first course as a prognostic 

factor was evaluated in this setting. METHODS: Patients receiving salvage 

chemotherapy were retrospectively studied. CA19-9 was measured prior to and after 

the first course. Cox regression analysis was performed for prognostic factors for 

progression-free survival (PFS) and overall survival (OS), using the landmark method 

defined as a day of CA19-9 measurement after the first course. RESULTS: A  total of 

239 salvage regimens were given in 167 patients. Median PFS and OS were  2.7 and 

6.1 months, respectively. Median pretreatment CA19-9 was 2,362 U/mL, and  median 

CA19-9 change after the first course was 17.8 % increase. CA19-9 change was 

associated with tumor response, and PFS was 1.7 versus 3.5 months and OS was  3.9 

and 8.6 months in patients with >/=50 % versus <50 % increase. In the multivariate 

analyses, CA19-9 increase >/=50 % was prognostic of both PFS and OS  (HR 2.28 and 

2.50, p < 0.001, respectively). CONCLUSION: CA19-9 change after the  first course 

was prognostic of PFS and OS in refractory pancreatic cancer. Early  discontinuation 

should be considered given the palliative setting. 
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RESUMEN / SUMMARY:  - BACKGROUND: Pancreatic cancer has a dismal prognosis 

that is attributed to common local invasiveness and metastasis. Epithelial-to-

mesenchymal transition (EMT) plays an important role in cancer invasion and 

metastasis and is associated with  early dissemination. The aim of this study was to 

evaluate the association between EMT and the prognoses for patients with pancreatic 

cancer. METHODS: Immunohistochemistry of E-cadherin and vimentin was performed 

on surgical specimens from 174 patients who underwent resection of their pancreatic 

cancers.  Tumoral stainings of E-cadherin and vimentin were graded, and EMT 

statuses were determined by calculating the ratio of vimentin to E-cadherin, whereby 

patients were categorized into 3 groups: epithelial, intermediate, and mesenchymal. 

The correlations between EMT statuses and clinicopathologic factors and prognoses 
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were analyzed. RESULTS: There was a significant correlation between EMT status 

and CA19-9 levels (P = .020); peritoneal washing cytology (P = .025); portal vein 

invasion (P = .038); and lymph node metastasis (P = .030). The median survival for 

patients with epithelial tumors was 40.2 months as compared to 13.7 months for 

patients with mesenchymal tumors. Multivariate analysis demonstrated that perineural 

invasion (P = .024); lymph node metastasis (P = .033); and EMT status  (P < .0001) 

were significant prognostic factors. It is interesting that adjuvant  chemotherapy 

(gemcitabine and/or S-1) improved the median survival time from 10.8 to 16.1 months 

in patients with mesenchymal tumors (P = .002); however, no significant difference was 

seen in patients with epithelial tumors. CONCLUSION: EMT status is an important 

prognostic factor for pancreatic cancer and is associated with portal vein invasion and 

lymph node metastasis. 
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RESUMEN / SUMMARY:  - Pancreatic cancer has dismally low mean survival rates 

worldwide. Only a few chemotherapeutic agents including gemcitabine have been 

shown to improve the survival of pancreatic cancer patients. Biochanin A, an 

isoflavone, is known to exert an anticancer effect on various cancer types. In this study, 

we examined the anticancer properties of biochanin A on pancreatic cancer cells. The 

effect of biochanin A on cellular survival, apoptosis, and proliferation was analyzed 

using MTT, flow cytometry, and colony formation assay. The effect of biochanin A  on 

pancreatic cancer’s mitogenic signaling was determined using western blot analysis. 

Migration assay and zymography were used to determine biochanin A’s effect on 

pancreatic cancer progression. Biochanin A induced dose-dependent toxicity on 

pancreatic cancer cells (Panc1 and AsPC-1). It reduced colony formation ability of 

Panc1 cells and induced dose-dependent apoptosis. Activation of Akt and MAPK was 

inhibited. Furthermore, the migratory and invasive potential  of the cancer cells was 

also reduced. The results suggest that biochanin A is effective in reducing pancreatic 

cancer cell survival by inhibiting their proliferation and inducing apoptosis. It affects 

mitogenic, migratory, and invasive processes involved in cancer progression. These 

findings may lead to novel approaches to treat pancreatic cancer using isoflavones in 

combination with other therapeutic drugs. 
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RESUMEN / SUMMARY:  - BACKGROUND & AIMS: Adequate protein intake and 

digestion are necessary to prevent muscle wasting in cystic fibrosis (CF). Accurate and 

easy-to-use methodology to quantify protein maldigestion is lacking in CF. 

OBJECTIVE: To measure protein digestibility and the response to pancreatic enzyme 

intake in CF by using a new stable isotope methodology. DESIGN: In 19 CF and 8 

healthy subjects, protein digestibility was quantified during continuous (sip) feeding for 

6 h by adding 15N-labeled spirulina protein and L-[ring-2H5]phenylalanine (PHE) to the 

nutrition and measuring plasma ratio [15N]PHE to [2H5]PHE. Pancreatic enzymes 

were ingested after 2 h in CF and the response in protein digestibility was assessed. 

To exclude difference in mucosal function, postabsorptive whole-body citrulline (CIT) 

production rate was measured by L-[5-13C-5,5-2H2]-CIT pulse and  blood samples 

were taken to analyze tracer-tracee ratios. RESULTS: Protein digestibility was severely 

reduced in the CF group (47% of healthy subjects; P <  0.001). Intake of pancreatic 

enzymes induced a slow increase in protein digestibility in CF until 90% of values 

obtained by healthy subjects. Maximal digestibility was reached at 100 min and 

maintained for 80 min. Stratification into CF children (n = 10) and adults showed 

comparable values for protein digestibility and similar kinetic responses to pancreatic 

enzyme intake. Whole-body citrulline production was elevated in CF indicating 

preserved mucosal  function. CONCLUSION: Protein digestibility is severely 

compromised in patients with CF as measured by this novel and easy-to-use stable 

isotope approach. Pancreatic enzymes are able to normalize protein digestibility in CF, 

albeit with a severe delay. Registration ClinicalTrials.gov = NCT01494909. 
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RESUMEN / SUMMARY:  - OBJECTIVES: Tumor stage, node metastasis, tumor size, 

vascular invasion, and perineural invasion are the most important prognostic factors 

that might be determined by preoperative multidetector computed tomography (MDCT) 

in pancreatic cancer. The purpose of our study is to investigate diagnostic accuracy of 

MDCT for determining these prognostic factors. METHODS: For 6 years, 111 patients 

with surgically resected pancreatic cancer underwent preoperative MDCT. Two 

radiologists retrospectively assessed tumor stage, node metastasis, tumor size, and 

vascular invasion. They also graded perineural invasion using a 3-point scale focused 

on 5 routes. Statistical analyses were performed using the receiver operating 

characteristic analysis, McNemar test, and paired t test. RESULTS: Statistically, tumor 

size on specimens (3.4 +/- 1.46 cm) is larger than tumor size on MDCT (3.2 +/- 1.41 

cm; P = 0.001). The diagnostic accuracy rates for tumor stage were 82.9% and 77.5%, 

with moderate agreement (kappa = 0.732). The accuracy rates for node metastasis 

were 59.5% and 55.0%, with fair agreement (kappa = 0.597). The diagnostic accuracy 

rates for vascular invasion were 94% and 92%. The areas under the curve for 

perineural invasion were 0.733 and 0.66 (P = 0.069), with moderate agreement (kappa 

= 0.77). CONCLUSIONS: Multidetector computed tomography is very useful for the 

preoperative evaluation of tumor stage, perineural invasion, and vascular invasion of 

pancreatic cancer, but it has limited evaluation of node metastasis and tumor size. 
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RESUMEN / SUMMARY:  - BACKGROUND: The purpose of this study was to examine 

the natural history and growth rate of pancreatic serous cystadenomas (SCAs) to 

determine which factors lead to resection for these benign neoplasms. METHODS: We 

reviewed retrospectively a prospectively maintained database, identifying patients 

diagnosed with SCAs of the pancreas. The diagnosis was made via a combination of  

classic imaging features with or without cyst aspiration results consistent with  SCA. To 

determine growth rates, gamma regression models were used and the average was 

modeled using the log function. RESULTS: A prospectively maintained database  of 

1,241 pancreatic cystic neoplasms was queried from 1998 to 2010. A total of 219 

patients (18%) were diagnosed with SCA, 194 in the surveillance group and 25  in the 

resection group. Twenty patients underwent resection after initial imaging principally for 

presence of symptoms and indeterminate diagnosis, and 5 underwent resection after 
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surveillance for development of symptoms and/or rapid rate of growth. Rate of growth 

increased at a steady state over time, with an estimated doubling time of 12 years 

(95% confidence interval, 7.8-21.5). CONCLUSION: This study shows that growth 

patterns are similar for SCAs of the pancreas regardless  of initial size. When doubling 

time is faster than 12 years, resection should be  considered. 
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RESUMEN / SUMMARY:  - PURPOSES: To investigate whether miR-15a inhibits cell 

proliferation and epithelial-mesenchymal transition (EMT) in pancreatic ductal 

adenocarcinoma (PDAC) via the down-regulation of B cell-specific moloney murine 

leukemia virus insertion site 1 (Bmi-1) expression. METHODS AND RESULTS: miR-

15a and Bmi-1 expressions in normal pancreatic tissue and PDAC tissue were 

measured. The relationship between miR-15a and Bmi-1 expression was analyzed. We 

found that miR-15a suppressed the expression of Bmi-1 and PDAC cell proliferation; E-

cadherin expression was visibly up-regulated after silencing Bmi-1 by transfecting miR-

15a into PDAC cell line. CONCLUSION: miR-15a inhibits cell proliferation and EMT in 

PDAC via the down-regulation of Bmi-1 expression. 
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RESUMEN / SUMMARY:  - BACKGROUND: Effect of comorbidity on the treatments that 

patients receive is not  clear, as healthy elderly patients and the elderly with less 

comorbid diseases are included in the studies. In the present study, the effect of 

comorbidity on the survival was evaluated using Charlson Comorbidity Index (CCI) and 

Cumulative  Illness Rating Scale (CIRS). MATERIAL AND METHOD: The general 

features and comorbid diseases of the pancreatic cancer patients were retrospectively 

screened from the patient files using the automated system. CCI and CIRS were used 
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as the  comorbidity indices. RESULTS: A total of 106 patients with pancreatic cancer 

were included in the study. The median overall survival rate was 9.0 [95 % confidence  

interval (CI): 6.7-11.3] months. The median overall survival rate was found as 9.4 (95 

% CI: 6.7-12.1) months in the patients whose CCI score was </= 2 and was  found as 

6.2 (95 % CI: 4.0-8.3) months in the patients with CCI scores >/= 3 (p = 0.05). The 

median overall survival rate was calculated as 9.8 (95 % CI: 6.3-13.4) months in the 

patients with CIRS scores </= 2 and was calculated as 8.3 (95 % CI: 6.0-10.6) months 

in the patients with CIRS scores >/= 3 (p = 0.51). When surgery, radiotherapy, grading, 

and CCI score were evaluated using multivariate analysis,  it was observed that only 

the treatment modality had a significant effect on the  survival rate. CONCLUSION: The 

results on the use of comorbidity indices are contradictory for the cancers with lower 

survival rates such as pancreatic cancer. New prognostic scales might be developed 

for this patient group by considering the side effects of chemotherapy. 
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RESUMEN / SUMMARY:  - OBJECTIVES: SRY (sex determining region Y) box 9 (SOX9) 

plays a key role in the embryologic development, differentiation, and maintenance of 

organs in the pancreas as well as progression of several kinds of tumors. The aim of 

the present study was to evaluate the expression and potential role of SOX9 in 

intraductal papillary mucinous neoplasms (IPMNs) of the pancreas. METHODS: The 

authors selected 27 pathological tissues from 19 IPMN cases to assess the expression 

of SOX9 by means of immunohistochemistry and analyzed the expression pattern of 

SOX9 with 78 lesions obtained from these tissues stained by SOX9. RESULTS: SOX9 

was expressed in the normal pancreas, IPMN, and pancreatic ductal adenocarcinoma. 

SOX9-positive cells were confined to the lower portions of the papillary structures of 

IPMN. However, SOX9 was expressed in the entire epithelium once the neoplasms 

advanced to high-grade dysplasia and invasive carcinoma. The expression pattern of 

SOX9 was similar to that of CD44 in the normal pancreas and IPMN. Double staining of 

SOX9 and CD44 detected colocalization of SOX9 and CD44 in IPMN. 

CONCLUSIONS: Changes in the SOX9 expression pattern may be involved in the 

mechanisms of the malignant progression of IPMN. 
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RESUMEN / SUMMARY:  - We studied the clinicopathological significance for 

Calreticulin (CRT) expression in pancreatic cancer (PC), and its functional relationship 

with other signaling genes (especially with p53) in regulating the biological behavior of 

PC cells. IHC, IF, IB and real-time PCR were used to detect CRT expression in PC, 

while transfection and drug intervention were used to investigate the functional 

relationship of CRT with other signaling genes. IHC showed both CRT and p53 

expression was significantly increased in PC, compared to that in paired noncancerous 

pancreatic tissues (P < 0.001). High expression of CRT was positively associated with 

tumor UICC stage and lymph nodes metastasis (P = 0.034 and P = 0.015), and was an 

independent adverse prognostic indicator in patients with PC. No relationship was 

found between CRT and p53 expression in spearman’s rank correlation test. Altered 

expression of CRT did not change p53, MDM2, pho-AKT, pho-p38 and pho-JNK 

expression, but had a specific regulation on pho-ERK. Meanwhile, CRT regulated cell 

proliferation, migration and invasion of PC cells in MEK/ERK pathway dependent 

manner. In addition, CRT knockdown significantly decreased pho-ERK expression and 

cell chemoresistance independent of activated p53 and caspase-3 related apoptosis in 

gemcitabine or oxaliplatin treated Capan-2 cells. Our study first demonstrated that 

overexpression of CRT contributed to the development and progression of PC through 

MEK/ERK signaling pathway but independent of p53. The interaction between CRT 

and MEK/ERK pathway might provide a new idea for revealing malignant biology and 

supplying new gene targeted chemotherapy of PC. J. Cell. Physiol. © 2013 Wiley 

Periodicals, Inc. 
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RESUMEN / SUMMARY:  - Pancreatic ductal adenocarcinoma (PDAC) is one of the 

most aggressive human neoplasms, having extremely poor prognosis with a 5-year 

survival rate of <1 % and a median survival of 6 months. In contrast to other 

malignancies, pancreatic  cancer is highly resistant to chemotherapy and targeted 
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therapy. Therefore, new treatment options are urgently needed to improve the survival 

of patients with PDAC. Based on our data showing that patients with higher CD8+ T 

cell tumour infiltration exhibited prolonged overall and disease-free survival compared 

to patients with lower or without CD8+ T cell tumour infiltration, we suggested that 

immunotherapy could be a promising treatment option for PDAC. However, clinical 

data from the chemoradioimmunotherapy with interferon-alpha (IFN) trial did not point 

to an improved efficiency of chemoradiation combined with IFN as compared to 

chemoradiotherapy alone, suggesting an important role of the immune suppression 

induced by PDAC and/or unspecific immune stimulation. In support of this hypothesis, 

we found that the PDAC patients and experimental mice had an increased number of 

regulatory T cells and myeloid-derived suppressor cells. These results allowed us to 

conclude that PDAC provokes not only an anti-tumour immune response, but also 

strong immune suppression. Thus, we supposed that new immunotherapeutical 

strategies should involve not only stimulation of the immune  system of PDAC patients, 

but also exert control over the tumour immune suppressive milieu. 
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RESUMEN / SUMMARY:  - BACKGROUND: Image findings of intrapancreatic accessory 

spleen (IPAS) can closely resemble those of neuroendocrine tumor (NET) of the 

pancreas. PURPOSE: To investigate the usefulness of diffusion-weighted imaging 

(DWI) for differentiating IPAS from small (</=3 cm) hypervascular NET of the pancreas. 

MATERIAL AND METHODS: The visually assessed signal intensity of pancreatic 

lesions compared with the spleen on DWI (b value of 1000 s/mm2) and the apparent  

diffusion coefficient (ADC) values were compared in 25 patients with IPAS and 31  

patients with small hypervascular NET. Two blinded radiologists independently rated 

their confidence in differentiating the two conditions and compared the diagnostic 

performance of contrast-enhanced magnetic resonance imaging (CE-MRI) alone with 

that of combined CE-MRI and DWI. RESULTS: The isointensity of the pancreatic 

lesions compared with the spleen on DWI was more frequently observed in IPAS than 

in NET (92% vs. 12.9%, P < 0.001). The mean ADC value was significantly lower in 

IPAS than in NET (0.90 x 10-3 mm2/s vs. 1.44 x 10-3 mm2/s, P < 0.001). The 

sensitivity and specificity of ADC quantification for differentiating the two conditions 

when using 1.07 x 10-3 mm2/s as the cut-off value were 96% and 93.5%, respectively. 

For both readers, the area under the receiver operating characteristic curve and 

accuracy in differentiating the two conditions of combined CE-MRI and DWI were 

significantly greater than those of CE-MRI alone (P </= 0.039). CONCLUSION: Visual 
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assessment of DWI and ADC quantification were useful in differentiating IPAS from 

small hypervascular NET of the pancreas. 
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TÍTULO / TITLE:  - Overview of the Pancreatic Toxicity and Carcinogenesis Session. 

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

REVISTA / JOURNAL:  - Toxicol Pathol. 2013 Oct 24. 

 ●● Enlace al texto completo (gratuito o de pago)  1177/0192623313505931 

AUTORES / AUTHORS:  - Pandiri AR; Schultze AE 

INSTITUCIÓN / INSTITUTION:  - 1Experimental Pathology Laboratories, Inc., Research 

Triangle Park, North Carolina, USA. 

RESUMEN / SUMMARY:  - The theme of the Society of Toxicologic Pathology Annual 

Symposium 2013 was “Toxicologic Pathology of the Digestive Tract and Pancreas.” 

The last session focused on pancreatic toxicity and carcinogenesis. This overview 

highlights the various presentations in this session, focusing on pancreatic toxicologic 

pathology, responses of the pancreas to xenobiotics, and current understanding on 

pancreatic carcinogenesis. The objective of this symposium overview and the 

subsequent articles from this session is to enable the audience to develop a better 

appreciation for the pancreas as a target organ in toxicological studies. 
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TÍTULO / TITLE:  - Value of peritoneal cytology in potentially resectable pancreatic 

cancer. 

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

REVISTA / JOURNAL:  - Br J Surg. 2013 Dec;100(13):1791-6. doi: 10.1002/bjs.9307. 

 ●● Enlace al texto completo (gratuito o de pago)  1002/bjs.9307 

AUTORES / AUTHORS:  - Yamada S; Fujii T; Kanda M; Sugimoto H; Nomoto S; Takeda 

S; Nakao A; Kodera Y 

INSTITUCIÓN / INSTITUTION:  - Department of Gastroenterological Surgery (Surgery II), 

Nagoya University Graduate School of Medicine, Nagoya, Japan. 

RESUMEN / SUMMARY:  - BACKGROUND: Peritoneal lavage cytology (CY) is used in 

the diagnosis and staging  of various cancers. The clinical significance of positive 

cytology results in patients with pancreatic cancer is yet to be determined. METHODS: 

Peritoneal washing samples were collected from consecutive patients with pancreatic 

cancer between July 1991 and December 2012. The correlations between cytology 

results, clinicopathological parameters and recurrence patterns were evaluated. The 

prognostic impact of CY status, regarding resectability and the effectiveness of  

adjuvant chemotherapy, were analysed. RESULTS: Of 523 included patients, 390 

underwent resection. Patients with tumours at least 2 cm in diameter were more likely 

to have CY+ status than patients with tumours smaller than 2 cm (48 of 312 versus 3 of 

78 respectively; P = 0.005) and there was a significant correlation between CY+ status 

and tumour invasion of the anterior pancreatic capsule (43 of  276 versus 8 of 113 with 

no invasion of the capsule; P = 0.030). Although the overall survival of patients with 

resected CY+ tumours was worse than that of patients with resected CY- tumours, it 

was significantly better than the survival of unresected patients regardless of CY 

status. Multivariable analysis of all patients who had pancreatectomy did not identify 
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CY+ as an independent prognostic factor. Patients with CY+ tumours tended to 

develop peritoneal metastasis more often than those with CY- tumours, although not 

significantly so. The median survival time of 34 patients with resected CY+ tumours 

who received adjuvant chemotherapy was better than that of 17 patients who had 

surgery alone, although  this was not statistically significant (15.3 versus 10.0 months; 

P = 0.057). CONCLUSION: CY+ status is not clinically equivalent to gross peritoneal 

metastasis in patients with pancreatic cancer. Curative resection is still recommended 

regardless of CY status. Presented to the 98th Annual Clinical Congress of the 

American College of Surgeons, Chicago, Illinois, USA, October 2012. 
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TÍTULO / TITLE:  - Transient interhemispheric disconnection in a case of insulinoma-

induced hypoglycemic encephalopathy. 

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

REVISTA / JOURNAL:  - J Neurol Sci. 2013 Dec 15;335(1-2):233-7. doi: 

10.1016/j.jns.2013.09.025. Epub 2013 Sep 25. 
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AUTORES / AUTHORS:  - Yamashita C; Shigeto H; Maeda N; Kawaguchi M; Uryu M; 

Motomura S; Kira J 

INSTITUCIÓN / INSTITUTION:  - Department of Neurology, Neurological Institute, 

Graduate School of Medical Sciences, Kyushu University, Japan. 

RESUMEN / SUMMARY:  - We report a case of a 22-year-old male who was transferred 

to our hospital in a comatose state following successive seizures. Low blood glucose 

had been detected upon his arrival at the previous hospital. He became responsive 

12days after the  onset of coma. Upon regaining consciousness he exhibited severe 

dysarthria and several interhemispheric disconnection signs such as intermanual 

conflict, left-hand dysgraphia, left hemispatial neglect confined to the right hand, 

impaired interhemispheric transfer, and unilateral constructional apraxia of the  right 

hand. Brain MRI disclosed T2-weighted and diffusion-weighted hyperintense lesions 

with reduced apparent diffusion coefficients in the bilateral centrum semiovale, 

splenium of the corpus callosum, right posterior limb of the internal  capsule, and 

bilateral middle cerebellar peduncles. As the MRI findings vanished, his 

interhemispheric disconnection signs gradually resolved. Abdominal imaging studies 

revealed a pancreatic tumor, which was later endocrinologically diagnosed as an 

insulinoma. This is an extremely rare report of interhemispheric disconnection signs 

due to hypoglycemic encephalopathy. The lesions in the bilateral centrum semiovale 

likely contributed to the interhemispheric disconnection signs. 
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TÍTULO / TITLE:  - Molecular determinants of susceptibility to oncolytic vesicular 

stomatitis virus  in pancreatic adenocarcinoma. 

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

REVISTA / JOURNAL:  - J Surg Res. 2013 Oct 21. pii: S0022-4804(13)00977-3. doi: 
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AUTORES / AUTHORS:  - Blackham AU; Northrup SA; Willingham M; Sirintrapun J; 

Russell GB; Lyles DS; Stewart JH 4th 

INSTITUCIÓN / INSTITUTION:  - Division of Surgical Sciences, Department of General 

Surgery, Wake Forest School  of Medicine, Winston-Salem, North Carolina. 

RESUMEN / SUMMARY:  - BACKGROUND: M protein mutant vesicular stomatitis virus 

(M51R-VSV) has oncolytic  properties against many cancers. However, some cancer 

cells are resistant to M51R-VSV. Herein, we evaluate the molecular determinants of 

vesicular stomatitis  virus (VSV) resistance in pancreatic adenocarcinoma cells. 

METHODS: Cell viability and the effect of beta-interferon (IFN) were analyzed using 3-

(4,5-dimethylthiazol-2-yl)-5-(3-carboxymethoxyphenyl)-2-(4-sulfophenyl)-2H-tetr 

azolium assay. Gene expression was evaluated via microarray analysis. Cell 

infectability was measured by flow cytometry. Xenografts were established in athymic 

nude mice and treated with intratumoral M51R-VSV. RESULTS: Four of five pancreatic 

cancer cell lines were sensitive to M51R-VSV, whereas Panc 03.27 cells remained 

resistant (81 +/- 3% viability 72 h after single-cycle infection). Comparing sensitive 

MiaPaCa2 cells with resistant Panc 03.27 cells, significant differences in gene 

expression were found relating to IFN signaling (P = 2 x 10-5), viral entry (P = 3 x 10-

4), and endocytosis (P = 7 x 10-4). MiaPaCa2 cells permitted high levels of VSV 

infection, whereas Panc 03.27 cells were capable of  resisting VSV cell entry even at 

high multiplicities of infection. Extrinsic beta-IFN overcame apparent defects in IFN-

mediated pathways in MiaPaCa2 cells conferring VSV resistance. In contrast, beta-IFN 

decreased cell viability in Panc 3.27 cells, suggesting intact antiviral mechanisms. 

VSV-treated xenografts exhibited reduced tumor growth relative to controls in both 

MiaPaCa2 (1423 +/- 345% versus 164 +/- 136%; P < 0.001) and Panc 3.27 (979 +/- 

153% versus 50 +/- 56%; P = 0.002) tumors. Significant lymphocytic infiltration was 

seen in M51R-VSV-treated Panc 03.27 xenografts. CONCLUSIONS: Inhibition of VSV 

endocytosis and intact IFN-mediated defenses are responsible for M51R-VSV 

resistance in pancreatic adenocarcinoma cells. M51R-VSV treatment appears to 

induce antitumor cellular immunity in vivo, which may expand its clinical efficacy. 
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TÍTULO / TITLE:  - Importance of b value in diffusion weighted imaging for the diagnosis 

of pancreatic cancer. 

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

REVISTA / JOURNAL:  - World J Gastroenterol. 2013 Oct 21;19(39):6651-5. doi: 

10.3748/wjg.v19.i39.6651. 

 ●● Enlace al texto completo (gratuito o de pago)  3748/wjg.v19.i39.6651 

AUTORES / AUTHORS:  - Hao JG; Wang JP; Gu YL; Lu ML 

INSTITUCIÓN / INSTITUTION:  - Jin-Gang Hao, Jia-Ping Wang, Ya-Lv Gu, Department of 

Radiology, the Second Affiliated Hospital of Kunming Medical University, Kunming 

650101, Yunnan Province, China. 

RESUMEN / SUMMARY:  - AIM: To investigate the use of multi-b-value diffusion-

weighted imaging in diagnosing pancreatic cancer. METHODS: We retrospectively 

analyzed 33 cases of pancreatic cancer and 12 cases of benign pancreatic tumors at 

the Second Affiliated Hospital of Kunming Medical University from December 2008 to 

January 2011. The demographic characteristics, clinical presentation, routine magnetic 

resonance imaging and diffusion weighted imaging (DWI) features with different b  
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values were reviewed. Continuous data were expressed as mean +/- SD. Comparisons  

between pancreatic cancer and benign pancreatic tumors were performed using the 

Student’s t test. A probability of P < 0.05 was considered statistically significant. 

RESULTS: Thirty-three patients with pancreatic cancer were identified. The mean age 

at diagnosis was 60 +/- 5.6 years. The male: female ratio was 21:12. Twenty cases 

were confirmed by surgical resection and 13 by biopsy of metastases. T1 weighted 

images demonstrated a pancreatic head mass in 16 patients, a pancreatic body mass 

in 10 cases, and a pancreatic tail mass with  pancreatic atrophy in 7 cases. Eight 

patients had hepatic metastases, 13 had invasion or envelopment of mesenteric 

vessels, 4 had bone metastases, and 8 had lymph node metastases. DWI 

demonstrated an irregular intense mass with unclear margins. Necrotic tissue 

demonstrated an uneven low signal. A b of 1100 s/mm(2) was associated with a high 

intensity signal with poor anatomical delineation. A b of 700 s/mm(2) was associated 

with apparent diffusion coefficients (ADCs) that were useful in distinguishing benign 

and malignant pancreatic tumors (P < 0.05).  b values of 50, 350, 400, 450 and 1100 

s/mm(2) were associated with ADCs that did not differentiate the two tumors. 

CONCLUSION: Low b value images demonstrated superior anatomical details when 

compared to high b value images. Tumor tissue definition was high and contrast with 

the surrounding tissues was good. DWI was useful in diagnosing pancreatic cancer. 
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TÍTULO / TITLE:  - Value of near-isovoxel ultrasound for evaluation of ductal 

communications with pancreatic cystic lesions: correlation with magnetic resonance 

cholangiopancreatography. 

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

REVISTA / JOURNAL:  - Ultrasound Med Biol. 2013 Dec;39(12):2279-84. doi: 

10.1016/j.ultrasmedbio.2013.07.011. Epub 2013 Oct 16. 

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

1016/j.ultrasmedbio.2013.07.011 

AUTORES / AUTHORS:  - Yu MH; Lee JY; Kim JH; Han JK; Choi BI 

INSTITUCIÓN / INSTITUTION:  - Department of Radiology and Institute of Radiation 

Medicine, Seoul National University Hospital, Seoul, Korea. 

RESUMEN / SUMMARY:  - The aim of this study was to determine the value of near-

isovoxel ultrasound (ISUS) using xMATRIX technology in assessment of ductal 

communications with pancreatic cystic lesions. Twenty patients with pancreatic cystic 

lesions (n = 21) on magnetic resonance cholangiopancreatography (MRCP), 

underwent 2-D ultrasound (US) and subsequent ISUS using a matrix probe. Two 

observers assessed  the presence of ductal communications with pancreatic cystic 

lesions for all MRCP, 2-D US, and ISUS images with multi-planar reformation, using a 

5-point confidence scale. Weighted-kappa statistics and intra-class correlation 

coefficients were calculated. Inter-observer agreement for MRCP, 2-D US and ISUS  

was moderate, fair and moderate (0.475, 0.222 and 0.472), respectively. The intra-

class correlation coefficients between ISUS and MRCP was higher than that between 

2-D US and MRCP (0.8706 vs. 0.5353, observer 1; 0.7206 vs. 0.4818, observer 2, 

respectively). Correlation and inter-observer agreement were better with MRCP than 

with 2-D US. We conclude that ISUS may be useful in evaluating ductal 

communications with pancreatic cystic lesions. 
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TÍTULO / TITLE:  - Oncological Feasibility of Laparoscopic Distal Pancreatectomy for 

Adenocarcinoma: A Single-Institution Comparative Study. 

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

REVISTA / JOURNAL:  - World J Surg. 2013 Oct 1. 

 ●● Enlace al texto completo (gratuito o de pago)  1007/s00268-013-2268-2 

AUTORES / AUTHORS:  - Rehman S; John SK; Lochan R; Jaques BC; Manas DM; 

Charnley RM; French JJ; White SA 

INSTITUCIÓN / INSTITUTION:  - Department of Hepatobiliary and Transplantation 

Surgery, Freeman Hospital, Freeman Road, High Heaton, Newcastle upon Tyne, NE7 

7DN, UK, Srkhanswati75@yahoo.com. 

RESUMEN / SUMMARY:  - BACKGROUND: Laparoscopic distal pancreatectomy (LDP) 

is performed increasingly for pancreatic pathology in the body and tail of the pancreas. 

However, only few  reports have compared its oncological efficacy with open distal 

pancreatectomy (ODP). We compared these two techniques in patients with pancreatic 

ductal adenocarcinoma. METHODS: From a prospectively maintained database, all 

patients who underwent either LDP or ODP for adenocarcinoma in the body and tail of 

the pancreas between January 2008 and December 2011 were compared. Data were 

analysed using SPSS® v19 utilising standard tests. A p value <0.05 was considered 

significant. RESULTS: Of 101 patients who underwent distal pancreatectomy, 22 had 

histologically confirmed adenocarcinoma (LDP n = 8, ODP n = 14). Both groups were 

well matched for age and the size of tumour (22 vs. 32 mm, p = 0.22). Intraoperative 

blood loss was 306 ml compared with 650 ml for ODP (p = 0.152). A  longer operative 

time was noted for LDP (376 vs. 274 min, p < 0.05). Total length of stay was shorter for 

LDP compared with ODP (8 vs. 12 days, p = 0.05). The number of postoperative 

pancreatic fistulas were similar (LDP n = 2 vs. ODP n = 3, p = 0.5). Complete resection 

(R0) was achieved in 88 % of LDP (n = 7) compared with 86 % of ODP (n = 12). The 

median number of lymph nodes harvested was 16 for  LDP versus 14 for ODP. Overall 

3-year survival also was similar: LDP = 82 %, ODP  = 74 % (p = 0.89). 

CONCLUSIONS: From an oncological perspective, LDP is a viable  procedure and its 

results are comparable to ODP for ductal adenocarcinomas arising in the body and tail 

of the pancreas. 
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TÍTULO / TITLE:  - Extracapsular Lymph Node Spread as a Negative Prognostic Factor 

of Adenocarcinoma of the Pancreas and Cancer of the Papilla of Vater. 
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RESUMEN / SUMMARY:  - OBJECTIVE: The aim of this study was to analyze the 

incidence and impact of extracapsular lymph node spread (ELNS) in pancreatic cancer 

(PC) and cancer of the papilla of Vater (CPV). METHODS: Between 2004 and 2009, 

148 patients underwent surgical therapy for PC (n = 112) and CPV (n = 36). The 

resected lymph  nodes (LNs) were further analyzed for ELNS. RESULTS: In 95 

(64.2%) patients, LN metastasis was present. In 45 (47.3%) of these patients, an ELNS 

was present on histopathology. The patients’ survival was negatively affected by ELNS. 

For PC, the 5-year survival rate was 37% for patients with no LN metastasis compared 

with 4% and 0% for patients with LN metastasis (pN1) but without extracapsular LN 

involvement and patients with pN1 disease with extracapsular LN involvement of at 

least 1 LN, respectively (P < 0.001). In patients with CPV, the 5-year survival rate was 

56% for patients with no LN metastasis and 44% and 0% for patients with  pN1 disease 

but without extracapsular LN involvement and patients with pN1 disease with 

extracapsular LN involvement of at least 1 LN, respectively (P = 0.006). Multivariate 

analysis revealed ELNS as an independent prognostic factor of survival for both tumor 

types. CONCLUSIONS: Extracapsular LN spread is an independent negative 

prognostic factor in PC and CPV. In future staging systems,  ELNS should be included. 
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TÍTULO / TITLE:  - Repeat pancreatectomy for pancreatic ductal cancer recurrence in 

the remnant pancreas after initial pancreatectomy: Is it worthwhile? 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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INSTITUCIÓN / INSTITUTION:  - Department of General Surgery, Graduate School of 

Medicine, Chiba University, Chiba, Japan. Electronic address: masaru@faculty.chiba-

u.jp. 

RESUMEN / SUMMARY:  - BACKGROUND: The clinical implications of repeat 

completion pancreatectomy for recurrent pancreatic cancer in the remnant pancreas 

after initial pancreatectomy  have not been clarified. We retrospectively analyzed our 

patients and evaluated the clinical implications of repeat pancreatectomy for isolated 

local recurrence  in the remnant pancreas after initial resection for pancreatic cancer. 

METHODS: One-hundred seventy patients who had recurrence of pancreatic cancer 

out of 326 patients who had initially undergone resection for pancreatic cancer were 

included in this study. Sixty-seven of 170 recurrent patients were diagnosed as having 

isolated local recurrence of pancreatic cancer. Eleven of these 67 patients with isolated 

local recurrence only in the remnant pancreas underwent repeat pancreatectomy. 

Characteristics and operative outcomes for these 11 patients with repeat 

pancreatectomy were analyzed and evaluated in comparison with other recurrent 

patients. RESULTS: Among 170 patients with recurrence after  initial resection for 

pancreatic cancer, the median survival time was 78.2 and 20.3 months after initial 

resection, in the repeat pancreatectomy group and the unresectable group, 

respectively (P < .001), and the 2- and 5-year survival probability rates after initial 

resection were 91%, and 82% vs 42%, and 13%, respectively. Among 67 patients with 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24238124&dopt=Abstract
http://dx.doi.org/10.1016/j.surg.2013.06.050
mailto:masaru@faculty.chiba-u.jp
mailto:masaru@faculty.chiba-u.jp


isolated local recurrence, the median survival time after repeat resection or diagnosis 

of recurrence was 25.0 and 9.3  months, and the 2- and 5-year survival probability 

rates after repeat resection or diagnosis of recurrence were and 61% and 46% vs 19% 

and 6.2% in the repeat pancreatectomy group and the unresectable group, respectively 

(P < .01). There was no difference in survivals between the unresectable isolated local 

recurrence group and the unresectable nonlocal recurrence group. CONCLUSION: 

Repeat pancreatectomy might bring about beneficial effects on prognosis in selected 

patients with isolated local recurrence in the remnant pancreas after initial 

pancreatectomy for pancreatic cancer without increased operative morbidity or 

mortality. 
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TÍTULO / TITLE:  - Predicting aggressive behavior in nonfunctioning pancreatic 

neuroendocrine tumors. 
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INSTITUCIÓN / INSTITUTION:  - NorthShore University HealthSystems, Evanston, IL. 

Electronic address: jovenel1@yahoo.com. 

RESUMEN / SUMMARY:  - PURPOSE: The biologic potential of nonfunctioning 

pancreatic neuroendocrine tumors (PNETs) is highly variable and difficult to predict 

before resection. This study was conducted to identify clinical and pathologic factors 

associated with malignant behavior and death in patients diagnosed with PNETs. 

METHODS: We used International Classification of Diseases 9th edition codes to 

identify patients who underwent pancreatectomy for PNETs from 1998 to 2011 in the 

databases of 4 institutions. Functioning PNETs were excluded. Multivariate regression 

Cox proportional models were constructed to identify clinical and pathologic factors  

associated with distant metastasis and survival. RESULTS: The study included 128  

patients-57 females and 71 males. The age (mean +/- standard deviation) was 55 +/- 

14 years. The body mass index was 28 +/- 5 kg/m(2). Eighty-nine (70%) patients 

presented with symptoms, and 39 (30%) had tumors discovered incidentally. The tumor 

size was 3.3 +/- 2 cm with 56 (44%) of the tumors measuring </=2 cm. Seventy-three 

(57%) patients had grade 1 histology tumors, 37  (29%) had grade 2, and 18 (14%) had 

grade 3. Peripancreatic lymph node involvement was present in 31 patients (24%), 

absent in 75 (59%), and unknown in  22 (17%). Distant metastasis occurred in 18 

patients (14%). There were 12 deaths, including 1 perioperative, 8 disease related, and 

3 of unknown cause. With a median follow-up of 33 months, the overall 5-year survival 

was 75%. Multivariate  Cox regression analysis identified age >55 (hazard ratio [HR], 

5.89; 95% confidence interval [CI], 1.64-20.58), grade 3 histology (HR, 6.08; 95% CI, 

1.32-30.2), and distant metastasis (HR, 8.79; 95% CI, 2.67-28.9) as risk factors  

associated with death (P < .05). Gender, race, body mass index, clinical symptoms, 

lymphovascular and perineural invasion, and tumor size were not related to metastasis 

or survival (P > .05). Three patients with tumors </=2 cm developed distant metastasis 
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resulting in 2 disease-related deaths. CONCLUSION: Age >55 years, grade 3 

histology, and distant metastasis predict a greater risk of death  from nonfunctioning 

PNETs. Resection or short-term surveillance should be considered regardless of tumor 

size. 
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RESUMEN / SUMMARY:  - The past several decades have seen great effort devoted to 

mimicking the key features of pancreatic ductal adenocarcinoma (PDAC) in animals 

and have produced  2 robust models of this deadly cancer. Carcinogen-treated Syrian 

hamsters develop PDAC with genetic lesions, which reproduce those of human, 

including activation of the Kras oncogene, and early studies in this species validated 

nongenetic risk factors for PDAC including pancreatitis, obesity, and diabetes. More 

recently, PDAC research has been invigorated by the development of genetically 

engineered mouse models based on tissue-specific Kras activation and deletion of 

tumor suppressor genes. Surprisingly, mouse PDAC appears to arise from exocrine 

acinar  rather than ductal cells, via a process of phenotypic reprogramming that is 

accelerated by inflammation. Studies in both models have uncovered molecular 

mechanisms by which inflammation promotes and sustains PDAC and identified 

targets for chemoprevention to suppress PDAC in high-risk individuals. The mouse  

model, in particular, has also been instrumental in developing new approaches to  early 

detection as well as treatment of advanced disease. Together, animal models enable 

diverse approaches to basic and preclinical research on pancreatic cancer, the results 

of which will accelerate progress against this currently intractable  cancer. 
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RESUMEN / SUMMARY:  - The soluble protein pancreatic adenocarcinoma up-regulated 

factor (PAUF) plays an important role in pancreatic tumor progression and has begun 

to attract attention as a therapeutic target for pancreatic cancer. We herein present 

PAUF RNA-targeting gene therapy strategies with both targeting and therapeutic 

function using trans-splicing ribozyme (TSR) in pancreatic cancer. We developed 

adenoviral PAUF-targeting TSR (Rz) containing a PAUF-specific internal guide 

sequence (IGS) determined by library screening. This Rz harbors suicide gene, herpes 

simplex virus thymidine kinase (HSV-tk) or firefly luciferase (Luc) as a transgene for 3’ 

exon replacement of PAUF RNAs. Ad-Rz-TK, Rz harboring the HSV-tk, showed 

significant inhibition of tumor growth in vivo as well as PAUF-dependent cell death in 

vitro via a successful trans-splicing reaction. Selective induction of Rz-controlled 

transgene in PAUF-expressing pancreatic cancer was confirmed through noninvasive 

in vivo imaging; a luminescence signal from Rz harboring Luc (Ad-Rz-Luc) was 

detectable only in pancreatic tumor sites,  not in normal mice. In addition, a [125I] FIAU 

signal reflecting thymidine kinase expression through SPECT and ex vivo 

biodistribution was co-localized with the tumor sites when we treated with Ad-Rz-TK in 

orthotopic xenograft model. Taken together, these results imply that PAUF-targeting 

TSR can contribute to successful targeted gene therapy for pancreatic cancer. 
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RESUMEN / SUMMARY:  - BACKGROUND AND AIMS: The transpapillary approach can 

be used for draining pancreatic pseudocysts (PPs) with pancreatic-duct abnormalities. 

The purpose of this study was to analyze prognostic factors for clinical success of 

transpapillary drainage. PATIENTS AND METHODS: Data for all patients who 

underwent transpapillary drainage between November 2000 and September 2009 were 

obtained by retrospective review and entered into a computerized database. Patient 

data were prospectively followed up to determine long-term outcomes. RESULTS: 
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Seventy interventional ERCP procedures were performed for 43 patients. Technical 

success was 90.7 % (39/43). Overall clinical success was 79.5 % (31/39). Clinical 

success for pancreatic head pseudocyst was significantly different from that for body or 

tail pseudocyst (62.5 vs. 91.3 %, P = 0.043). Logistic regression analysis showed that 

location of the PPs predicted the success of endoscopic transpapillary pseudocyst 

drainage (P = 0.025). CONCLUSION: Transpapillary drainage is the least traumatic 

approach for drainage of PPs, and  is also effective for patients with no communicating 

pseudocysts. Clinical success for pancreatic body or tail pseudocyst drainage was 

higher than that for  pancreatic head pseudocyst drainage. It was found that the 

location of PPs predicted the success of transpapillary pseudocyst drainage. None of 

the other factors tested was a significant predictor of clinical success. 
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RESUMEN / SUMMARY:  - Aminated alpha-methylene-gamma-butyrolactones, which 

are readily synthesized with facile control of the diastereoisomerism, provide an 

economical and commercially-viable alternative to the use of aminated natural 

products. These aminoloactones, which exhibit excellent activity against three 

pancreatic cancer  cell lines when measured at 10muM-Panc-1, MIA PaCa-2, and 

BxPC-3-and are comparable to or better than parthenolide and 

dimethylaminoparthenolide (DMAPT, LC-1). It has also been shown that there is an 

effect on the biological activity  depending on the identity of the amine. 
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RESUMEN / SUMMARY:  - Phospho-sulindac (P-S), a promising anticancer agent, is 

efficacious in pre-clinical models of human cancer and is apparently safe. Here, we 

studied the  effect of P-S on pancreatic cancer growth. We found that P-S strongly 

inhibits the growth of human pancreatic cancer cells in vitro, is efficacious in inhibiting 
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the growth of pancreatic xenografts in nude mice, and has an excellent safety profile. 

Microarray analysis revealed that P-S induced the expression of nuclear factor of 

activated T-cells, isoform c1 (NFATc1) gene. NFATc1, a calcineurin-responsive 

transcription factor associated with aggressive pancreatic cancer. The role of increased 

NFATc1 expression on the growth inhibitory effect of P-S on cancer growth was 

evaluated by silencing or by overexpressing it both in vitro and in vivo. We found that 

when the expression of NFATc1 was abrogated by RNAi, pancreatic cancer cells were 

more responsive to treatment with P-S. Conversely, overexpressing the NFATc1 gene 

made the pancreatic cancer cells less  responsive to treatment with P-S. NFATc1 likely 

mediates drug resistance to P-S and is an unfavorable prognostic factor that predicts 

poor tumor response. We also demonstrated that NFATc1-mediated resistance can be 

overcome by cyclosporin  A (CsA), an NFAT inhibitor, and that the combination of P-S 

and CsA synergistically inhibited pancreatic cancer cell growth. In conclusion, our 

preclinical data establish P-S as an efficacious drug for pancreatic cancer in preclinical 

models, which merits further evaluation. 

 

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

[183] 

TÍTULO / TITLE:  - hsa-miR-141 downregulates TM4SF1 to inhibit pancreatic cancer cell 

invasion and migration. 

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

REVISTA / JOURNAL:  - Int J Oncol. 2013 Nov 27. doi: 10.3892/ijo.2013.2189. 

 ●● Enlace al texto completo (gratuito o de pago)  3892/ijo.2013.2189 

AUTORES / AUTHORS:  - Xu L; Li Q; Xu D; Wang Q; An Y; Du Q; Zhang J; Zhu Y; Miao 

Y 

INSTITUCIÓN / INSTITUTION:  - Department of General Surgery, The Second Affiliated 

Hospital of Nanjing Medical  University, Nanjing 210018, P.R. China. 

RESUMEN / SUMMARY:  - Expression of the transmembrane-4-L-six-family-1 (TM4SF1) 

is high in human pancreatic cancer cells, but the underlying mechanism remains 

unclear. In this study, we aimed to identify and characterize microRNAs that regulate 

TM4SF1 expression in PC cells. Western blot analysis and quantitative polymerase 

chain reaction were used to detect TM4SF1 and hsa-miR-141 levels in four PC cell 

lines. SW1990 and BxPc-3 cells were transfected with the inhibitor miR-141, the 

inhibitor negative control, the miR-141 mimic and the mimic negative control; and cell 

invasion, migration, proliferation, cell cycle progression and apoptosis were detected by 

Transwell, MTT and flow cytometry assays, respectively. The miR-141 levels 

negatively correlated with the TM4SF1 protein levels in PC cells.  The TM4SF1 protein 

levels were lower in the 141M group but higher in the 141I group, although the 

TM4SF1 mRNA levels had no significant changes, compared to the negative controls. 

Luciferase assays demonstrated that hsa-miR-141 directly targeted the 3’-untranslated 

region of the TM4SF1 gene. In addition, miR-141 downregulated TM4SF1 expression 

to inhibit invasion and migration of PC cells but had no effects on cell proliferation, cell 

cycle progression or apoptosis. TM4SF1 is a direct target of miR-141. Our findings that 

TM4SF1 expression was inhibited  by miR-141 provide new insights into the oncogenic 

mechanism of TM4SF1 and suggest that miR-141 represents a novel molecular target 

for PC therapy. 
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RESUMEN / SUMMARY:  - Devil’s club (DC, Oplopanax horridus) is an important 

medicinal herb of the Pacific Northwest which has significant antiproliferation activity 

against a variety of human tumor cell lines in vitro. This study compared the 

antiproliferation activity of DC extract alone, and in combination with chemotherapeutic 

agents gemcitabine (GEM), cisplatin (CDDP), and paclitaxel (PTX) on human 

pancreatic cancer PANC-1 3D spheroids and 2D monolayer cells. 3D tumor spheroids 

were prepared with a rotary cell culture system. PANC-1 3D spheroids were 

significantly more resistant to killing by DC extract, GEM and PTX compared  to 2D 

cells, with IC50 levels closer to that observed in vivo. DC extract significantly enhanced 

the antiproliferation activity of CDDP and GEM at some concentrations. The bioactive 

compound identified as a polyacetylene showed strong antiproliferation activity against 

PANC-1 2D cells and 3D spheroids with IC50 at 0.73+/-0.04 and 3.15+/-0.16muM, 

respectively. 3D spheroids and 2D cells differentially expressed a number of apoptosis 

related genes. Cell cycle analysis showed that the proportion of cells in S phase was 

increased and in G2/M phase reduced in 3D spheroids compared to 2D cells. DC 

extract can potentially be used  to enhance the activity of chemotherapeutic agents 

against pancreatic cancer cells. Use of 3D spheroid model for screening of natural 

products can potentially increase the efficiency in discovering in vivo bioactive 

compounds. 
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RESUMEN / SUMMARY:  - BACKGROUND: Pancreas-sparing duodenectomy (PSD) is 

a promising alternative procedure to pancreaticoduodenectomy for the treatment of 

duodenal tumors with low-grade malignant behavior. METHODS: Between March 2003 

and September 2012, PSD was performed in 7 patients with a gastrointestinal stromal 

tumor (GIST) in the second (n = 5) or third (n = 2) portions of the duodenum. The short- 
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and long-term outcomes of treatment were analyzed in all patients. RESULTS: The 

median blood loss was 160 mL, and the median operative time was 315 minutes. No 

pancreatic leakage or perioperative mortality occurred. Surgical margins were negative 

in all cases. All patients were alive at the median follow-up time of 42 months after 

PSD. The recurrence-free 5-year survival rate was 53% in all patients. Hepatic 

metastases developed in 2 of the 5 patients with high- or intermediate-grade risks at 

the time of diagnosis. Hepatic resection was performed, and imatinib mesylate was 

administered in the 2 cases. CONCLUSIONS: Good short- and long-term outcomes 

and surgical curability were observed in patients treated with PSD for duodenal GIST. 
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RESUMEN / SUMMARY:  - INTRODUCTION: Earlier, we reported syntheses of ethyl-

beta-d-galactopyranosyl-(1,4’)-2’-deoxy-2’-[(18) F]fluoro-beta-d-glucopyranoside (Et-

[(18) F]FDL) and 1’-[(18) F]fluoroethyl-beta-d-lactose ([(18) F]-FEL) for positron 

emission tomography (PET) of pancreatic carcinoma. Et-[(18) F]FDL requires a 

precursor, which involves 11 steps to synthesize and produces overall low yields. 

Synthesis of precursors for [(18) F]-FEL requires four steps, but those precursors 

produced low radiochemical yields. Here, we report new precursors and an improved 

synthesis of [(18) F]-FEL. METHOD: Two precursors, 1’-(methanesulfonyl)ethyl-

2’,3’,6’,2,3,4,6-hepta-O-acetyl-beta-d-lactose 2a and 1’-(p-nitrophenyl-sulfonyl)ethyl-

2’,3’,6’,2,3,4,6-hepta-O-acetyl-beta-d-lactose 2b, were synthesized from lactose in four 

steps. Radiofluorination reactions were performed using K(18) F/kryptofix and the 

crude product [(18) F]-3 was purified by HPLC. Basic hydrolysis of [(18) F]-3 produced 

1’-[(18) F]fluoroethyl-beta-d-lactose [(18) F]-4, which was neutralized, diluted with 

saline, filtered on a 0.22-microm filter, and analyzed by radio-TLC. RESULTS: The 

average radiochemical yields of [(18) F]-4 (d. c.) from 2a and 2b were 21% (n = 6) and 

65% (n = 6), respectively, with >99% radiochemical purity and specific activity of 55.5 

GBq/micromol. Synthesis time was 90-95 min from the end of bombardment. 

CONCLUSION: An improved synthesis of [(18) F]FEL has been achieved in high 

yields, with high purity and specific activity. Precursor 2b with this method should be 

applicable for high yield automated production in a commercial synthesis module for 

clinical application. 
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RESUMEN / SUMMARY:  - OBJECTIVES: Patients with advanced pancreatic 

neuroendocrine tumors have limited  therapeutic options. Everolimus (RAD001), an 

inhibitor of the mammalian target of rapamycin (mTOR) pathway, has been shown to 

increase progression-free survival, but not overall survival, indicating a need to identify 

additional therapeutic targets. Inhibition of mTOR complex 1 by RAD001 may induce 

upstream AKT upregulation. We hypothesized that dual inhibition of AKT along with 

mTOR will overcome the limited activity of RAD001 alone. METHODS: The BON cell 

line has been used as a model to study pancreatic neuroendocrine tumor cell biology. 

Western blots and cell growth assays were performed with mTOR inhibitor RAD001 (50 

nM), mitogen-activated protein kinase inhibitor PD0325901 (50 nM), PI3K 

(phosphatidylinositol 3-kinase) inhibitor LY294002 (25 muM), or vehicle control.  Nude 

mice were treated daily for 6 weeks with RAD001 (oral gavage) and with LY29400 

(subcutaneous) 1 week after intrasplenic injection of BON cells. RESULTS: Cellular 

proliferation was most attenuated with the combination therapy of LY29400 and 

RAD001. Similarly, the volume of liver metastasis was lowest in the group treated with 

both LY29400 (100 mg/kg per week, subcutaneous) and RAD001 (2.5 mg/kg per day) 

compared with that in the vehicle group (P = 0.04). CONCLUSION: The combination 

therapy of LY29400 and RAD001 decreased the cell growth in vitro and progression of 

liver metastasis in vivo compared with vehicle or with single-drug therapy. 
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RESUMEN / SUMMARY:  - Background: Arginase-1 and HepPar-1 are effective 

immunohistochemical (IHC) markers for hepatocellular carcinoma (HCC). In this study, 

we explored the possible efficacy of these stains in diagnosing pancreatic 

adenocarcinoma (PAD).  Study Design: Arginase-1 and HepPar-1 IHC was performed 

on formalin-fixed, paraffin-embedded fine needle aspiration (FNA) cell blocks (CB) of 

PAD (n = 46),  tissue microarray (TMA) of PAD (n = 33), FNA CB of HCC (n = 44) and 

TMA of HCC (n = 85). Negative controls without carcinoma were also applied 

(pancreas CB, n = 7; pancreas TMA, n = 3). Results: PAD CB demonstrated arginase-

1 positivity in 0 of  46 cases and HepPar-1 positivity in 7 of 46 cases (15%). PAD TMA 

demonstrated arginase-1 positivity in 0 of 33 cases and HepPar-1 positivity in 4 of 33 
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cases (12%). HCC CB demonstrated arginase-1 positivity in 37 of 44 cases (84%) and 

HepPar-1 positivity in 32 of 44 cases (72%). HCC TMA demonstrated arginase-1 

positivity in 75 of 85 cases (88%) and HepPar-1 positivity in 80 of 85 cases (94%). 

Conclusion: Both arginase-1 and HepPar-1 are effective IHC markers of hepatocellular 

differentiation. Arginase-1 demonstrates superior sensitivity and  specificity compared 

with HepPar-1 in the diagnosis of HCC. However, both arginase-1 and HepPar-1 have 

a low sensitivity and a very high specificity for PAD. © 2013 S. Karger AG, Basel. 

 

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

[189] 

TÍTULO / TITLE:  - Role of Radical Antegrade Modular Pancreatosplenectomy for 

Adenocarcinoma of the  Body and Tail of the Pancreas. 

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

REVISTA / JOURNAL:  - World J Surg. 2013 Oct 29. 

 ●● Enlace al texto completo (gratuito o de pago)  1007/s00268-013-2254-8 

AUTORES / AUTHORS:  - Park HJ; Do You D; Choi DW; Heo JS; Choi SH 

INSTITUCIÓN / INSTITUTION:  - Hepatobiliary Service, Department of Surgery, Samsung 

Medical Center, Sungkyunkwan University School of Medicine, 50 Irwon-dong, 

Gangnam-gu, Seoul, 135-710, Korea, kipling22c@naver.com. 

RESUMEN / SUMMARY:  - BACKGROUND: Studies have claimed that in the surgical 

treatment of pancreas body  and tail cancer, radical antegrade modular 

pancreatosplenectomy (RAMPS) is associated with effective tangential margin and 

extensive lymph node dissection.  In the present study, the authors have compared the 

surgical outcomes between RAMPS and conventional distal pancreatosplenectomy 

(DPS) in patients with adenocarcinoma of the pancreas body and tail, and also 

identified prognostic factors associated with survival after surgery. METHODS: 

Retrospective review of  92 consecutive patients who underwent surgical resection for 

pancreas body and tail adenocarcinoma with curative intent between 1995 and 2010. 

Median follow-up  duration was 16.1 months. RESULTS: Of the 92 patients, 38 patients 

received RAMPS and 54 patients received DPS. Patients who underwent RAMPS had 

a greater number of retrieved lymph nodes than patients undergoing DPS [median 14 

(5-52) vs. 9 (1-36), p < 0.05]. Conventional DPS, no adjuvant chemoradiation therapy 

(CRT), and non-curative resection were associated with poor overall survival (OS) on 

univariate analysis. After multivariate analysis for these variables, only the lack of 

adjuvant CRT and resection margin status were found to adversely affect OS. 

CONCLUSIONS: While the RAMPS procedure is effective in performing an extensive 

LN dissection, it is not associated with better retroperitoneal resection margin or 

retrieval of more positive LNs, and it does not lead to better curability or OS survival 

compared to DPS. Lack of adjuvant CRT and resection margin status are poor 

prognostic factors in patients with pancreas body and tail cancer. 
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RESUMEN / SUMMARY:  - OBJECTIVES: FOLFIRINOX (5-fluorouracil [5-FU], 

oxaliplatin, and irinotecan) as compared with gemcitabine in pancreatic cancer (PC) 

has superior activity and increased toxicity. The bolus 5-FU contributes to the toxicity. 

We hypothesized that the elimination of bolus 5-FU and use of hematopoietic growth 

factor will improve the safety profile without compromising the activity of FOLFIRINOX. 

METHODS: Sixty patients with PC treated with modified FOLFIRINOX (no bolus 5-FU)  

were reviewed. Patients were divided into metastatic or nonmetastatic (locally 

advanced or borderline resectable) disease. Toxicity, response rate, progression-free 

survival, and overall survival were evaluated. RESULTS: Nonmetastatic and metastatic 

disease were present in 24 (40%) and 36 (60%) patients, respectively. The incidence 

of grade 4 neutropenia, grade ¾ diarrhea, and fatigue were 3%, 13%, and 13%, 

respectively. Response rate was 30%. The median progression-free survival for 

nonmetastatic disease was 13.7 months (95% confidence interval [CI], 9.6-24.6 

months), and that for metastatic disease was 8.5 months (95% CI, 3.7-11.0 months), 

respectively. The median overall survival for nonmetastatic disease was 17.8 months 

(95% CI, 9.9 months to not estimable),  and that for metastatic disease was and 9.0 

months (95% CI, 7.1 months to not estimable), respectively. CONCLUSIONS: Modified 

FOLFIRINOX has an improved safety profile with maintained efficacy in metastatic PC. 

Modified FOLFIRINOX has promising activity in nonmetastatic disease. 
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RESUMEN / SUMMARY:  - BACKGROUND/PURPOSE: The aim of this study is to clarify 

the clinical features and risk factors of pre- and postoperative pancreatic complications 

in pediatric choledochal cysts. METHODS: A retrospective chart review was carried out 

on pediatric patients with choledochal cysts who underwent radical operation at our  

department. RESULTS: Twenty-one, 24, and 24 patients were classified into the 

Todani Ia, Ic, and IV-A choledochal cyst, respectively. Preoperative acute pancreatitis 

and protein plugs were observed in 31 (43.7%) and 11 (15.5%) patients, respectively. 

Patients with preoperative pancreatitis were more likely  to have fusiform dilatation of 

choledochal cysts (79.3% vs. 35.0%) and a dilated  common channel (53.9% vs. 

23.1%) compared to those without preoperative pancreatitis. Compared to patients 

without preoperative protein plugs, those with protein plugs were more likely to have 

fusiform dilatation (90.9% vs. 46.5%) and  pancreatic divisum with communicating 

ducts and a dilated ductal system (60.0% vs. 2.5%). Postoperatively, three patients 

(4.2%) experienced acute pancreatitis. One of these and all 3 had protein plugs and 

preoperative pancreatitis, respectively. CONCLUSIONS: Fusiform-type choledochal 

cyst is a significant risk factor for preoperative pancreatic complications in choledochal 

cysts. While postoperative pancreatic complications were relatively rare, preoperative 

pancreatic complications might be risk factors for postoperative pancreatitis. 
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pancreatitis (CP) and diabetes mellitus (DM) on the development of pancreatic ductal 

adenocarcinoma (PDAC). Sessions were held on (a) an overview of the problem of 

PDAC; (b) CP as a risk factor of PDAC; (c) DM as a risk factor of PDAC; (d) 

pancreatogenic, or type 3c, DM; (e) genomic associations of CP, DM, and PDAC; (f) 

surveillance of high-risk populations and early detection of PDAC; and  (g) effects of 

DM treatment on PDAC. Recent data and current understandings of the mechanisms 

of CP- and DM-associated factors on PDAC development were discussed, and a 

detailed review of the possible risks of DM treatment on the development of PDAC was 

provided by representatives from academia, industry, and  the Food and Drug 

Administration. The current status of possible biomarkers of PDAC and surveillance 

strategies for high-risk populations were discussed, and the gaps in knowledge and 

opportunities for further research were elucidated. A broad spectrum of expertise of the 

speakers and the discussants provided an unusually productive workshop, the 

highlights of which are summarized in the accompanying article. 

 

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

[194] 

TÍTULO / TITLE:  - Pancreatic Cancer: Modulation of KRAS, MicroRNAs, and 

Intercellular Communication in the Setting of Tumor Heterogeneity. 

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

REVISTA / JOURNAL:  - Pancreas. 2013 Nov;42(8):1218-26. doi: 

10.1097/MPA.0000000000000007. 

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

1097/MPA.0000000000000007 

AUTORES / AUTHORS:  - Lou E; Subramanian S; Steer CJ 

INSTITUCIÓN / INSTITUTION:  - From the *Division of Hematology, Oncology and 

Transplantation, Departmentof Medicine; daggerDepartment of Surgery; and double 

daggerDivision of Gastroenterology, Hepatology and Nutrition, Department of 

Medicine, University of Minnesota, Minneapolis, MN. 

RESUMEN / SUMMARY:  - Supplemental digital content is available in the text. 

ABSTRACT: Mutations in KRAS-one of the ras family of oncogenes, encoding a 

GTPase critical to intracellular signal transduction-are more prevalent (80%-95%) in 

pancreatic cancer than in any other malignancy. There is increasing evidence that 

stromal cells-including pancreatic stellate cells-play a vital role in development and 

progression of pancreatic carcinomas. Advances in understanding the underlying 

biology of tumor-stroma interactions and tumor heterogeneity are critical to guiding 

rational approaches to designing treatments tailored to targeting KRAS in the stroma-

rich microenvironment. Areas of interest in creating novel approaches  to therapy 

include elucidating interactions of KRAS with microRNAs, the role of intratumoral 

hypoxia, and exploration of diverse modes of intercellular propagation of signals that 

stimulate malignant invasion and metastasis. This article provides an overview and 

state-of-the-art update of knowledge regarding pancreatic tumor biology, with a special 

focus on pancreatic tumor heterogeneity, the role of microRNA-mediated and hypoxic 

alterations in gene expression and interactions with KRAS, intercellular communication 

and trafficking, and progress in understanding KRAS as a potential target for 

pancreatic cancer therapy. 
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RESUMEN / SUMMARY:  - Diagnosis of fine-needle aspirations of pancreatic solid 

masses is complicated by many factors that keep its false-negative rate high. Our novel 

approach analyzes  cell-free cytocentrifugation supernatant, currently a discarded 

portion of the specimen. Supernatant and cytology slides were collected from 25 

patients: 11 cases with confirmed outcome [five positive (adenocarcinoma) and six 

negative (inflammatory states)], plus 14 without confirmed outcomes. Slides were 

microdissected, DNA was extracted from microdissections and corresponding 

supernatants, and all were analyzed for KRAS point mutation and loss of 

heterozygosity. Notably, higher levels of free DNA were found in supernatants than in 

corresponding microdissected cells. Supernatants contained sufficient DNA for 

mutational profiling even when samples contained few to no cells. Mutations were 

present in 5/5 malignancies and no mutations were present in inflammatory states. In 

conclusion, these findings support using supernatant for mutational genotyping when 

diagnostic confirmation is required for pancreatic solid masses.  Diagn. Cytopathol. 
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online. © 2013 Wiley Periodicals, Inc. 

 

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

[196] 

TÍTULO / TITLE:  - Favorable response after gemcitabine-radiotherapy for invasive 

pancreatic intraductal papillary mucinous neoplasm: a case report. 

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

REVISTA / JOURNAL:  - Int Surg. 2013 Oct-Dec;98(4):340-5. doi: 10.9738/INTSURG-D-

13-00031.1. 

 ●● Enlace al texto completo (gratuito o de pago)  9738/INTSURG-D-13-00031.1 

AUTORES / AUTHORS:  - Ochiai T; Igari K; Furuyama T; Ito H; Mitsunori Y; Aihara A; 

Kumagai Y; Iida M; Odajima H; Tanaka S; Arii S; Yamazaki S 

INSTITUCIÓN / INSTITUTION:  - 1 Department of Hepato-Biliary-Pancreatic Surgery, 

Graduate School of Medicine, Tokyo Medical and Dental University, Tokyo, Japan. 

RESUMEN / SUMMARY:  - Abstract The efficacy of chemoradiotherapy for invasive 

pancreatic ductal carcinoma derived from an intraductal papillary mucinous neoplasm 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24265269&dopt=Abstract
http://dx.doi.org/10.1002/dc.23048
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24229021&dopt=Abstract
http://dx.doi.org/10.9738/INTSURG-D-13-00031.1


(IPMN) has not  been established. The subject of the present report was a 53-year-old 

man admitted for the treatment of IPMN. The tumor, located in the pancreatic body, 

was of the mixed type of IPMN, and it involved the branch duct, where it was 38 mm in 

diameter, and the main duct, where it was 6 mm in diameter. Distal pancreatectomy 

was performed and the postoperative course was uneventful; however, histopathologic 

diagnosis revealed invasive ductal carcinoma with a positive surgical margin in the 

pancreatic duct. Although total pancreatectomy was recommended, 

chemoradiotherapy (50.4-Gy irradiation and gemcitabine) was preferred by the patient. 

At 9-month follow up, computed tomography and magnetic  resonance imaging showed 

a cystic mass at the surgical margin of the pancreas. Endoscopic ultrasonography 

showed a 44-mm cystic lesion with nodules in the remnant pancreas, on the basis of 

which he underwent total pancreatectomy. Pathologic examination of the resected 

specimen revealed absence of the epithelium at the surgical margin of the main 

pancreatic duct, and malignant cells were not detected. 
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RESUMEN / SUMMARY:  - Abstract A 68-year-old man underwent 

pancreaticoduodenectomy with lymph nodes dissection for carcinoma of the ampulla of 

Vater. The patient had anxiety neurosis and had been treated with a selective serotonin 

reuptake inhibitor (SSRI). Postoperatively, SSRI was resumed on postoperative day 2. 

His serum sodium concentration gradually decreased, and the patient was given a 

sodium supplement. However, 11 days after the operation, laboratory findings included 

serum sodium concentration of 117 mEq/L, serum vasopressin of 2.0 pg/mL, plasma 

osmolality of 238 mOsm/kg, urine osmolality of 645 mOsm/kg, urine sodium 

concentration of 66 mEq/L, serum creatinine concentration of 0.54 mg/dL, and serum 

cortisol concentration of 29.1 mug/dL. With a diagnosis of syndrome of inappropriate 

secretion of antidiuretic hormone (SIADH), the antianxiety neurosis medication was 

changed from the SSRI to another type of drug. After switching the medication, the 

patient made a satisfactory recovery with normalization of serum  sodium by 

postoperative day 20. 
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RESUMEN / SUMMARY:  - Pancreaticoduodenectomy is a radical treatment for 

pancreatic head cancer. However, it is sometimes difficult to perform 

pancreaticoduodenectomy, particularly in patients who have previously undergone 

esophagectomy with gastric conduit reconstruction. We herein describe a surgical 

technique for radical pancreaticoduodenectomy with microvascular reconstruction that 

preserves the gastric conduit. A 72-year-old male with a previous history of 

esophagectomy and  gastric conduit reconstruction for esophageal cancer was referred 

to our hospital for surgical treatment of advanced pancreatic head cancer. After 

considering both the cancer curability and preservation of the gastric conduit, we 

performed a standard pancreaticoduodenectomy, and added a microvascular 

anastomosis of the gastroduodenal artery to the right gastroepiploic artery. In addition, 

we also performed reconstruction of the right gastroepiploic vein. This radical 

pancreaticoduodenectomy with microvascular reconstruction was safely and 

successfully performed, and it preserved the gastric conduit. The 6-month follow-up 

showed recurrence-free survival and a good quality of life. 
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RESUMEN / SUMMARY:  - Pancreatic neoplasms, including ductal adenocarcinoma, 

intraductal papillary mucinous neoplasm, solid pseudopapillary neoplasm, pancreatic 

endocrine neoplasms, acinar cell carcinoma, and ampullary carcinoma, are associated 

with different genetic abnormalities. Liver neoplasms, including hepatic adenomas, 

hepatocellular carcinomas, and cholangiocarcinomas, are associated with identifiable 

risk factors and genetic changes. Gall bladder adenomas and adenocarcinomas arise 

from distinct molecular pathways. The molecular abnormalities seen in these tumors 

are not used routinely in the molecular diagnostic laboratory. 
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RESUMEN / SUMMARY:  - High prevalence of BRCA1 and BRCA2 germline mutations 

with loss of heterozygosity in a series of resected pancreatic adenocarcinoma and 

other neoplastic lesions Lucas et al. (2013) Clinical Cancer Research 19(13): 3396-

3403. 
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RESUMEN / SUMMARY:  - OBJECTIVE: This study aimed to compare the diagnostic 

performance of Ga-DOTANOC PET/CT with F-FDG PET/CT in the patients with 

gastroenteropancreatic neuroendocrine tumors (GEP-NETs). PATIENTS AND 

METHODS: Data of 51 patients with  definite histological diagnosis of GEP-NET who 

underwent both Ga-DOTA-NOC PET-CT  and F-FDG PET-CT within a span of 15 days 

were selected for this retrospective analysis. Sensitivity, specificity, and predictive 

values were calculated for Ga-DOTA-NOC PET-CT and F-FDG PET-CT, and results 

were compared both on patientwise and regionwise analysis. RESULTS: Ga-DOTA-

NOC PET-CT is superior to F-FDG PET-CT on patientwise analysis (P < 0.0001). On 

regionwise analysis, Ga-DOTA-NOC PET-CT is superior to F-FDG PET-CT only for 

lymph node metastases (P  < 0.003). Although Ga-DOTA-NOC PET-CT detected more 

liver and skeletal lesions compared with F-FDG PET-CT, the difference was not 

statistically significant. In  addition, the results of combined imaging helped in selecting 

candidates who would undergo the appropriate mode of treatment, whether octreotide 

therapy or conventional chemotherapy CONCLUSIONS: Ga-DOTA-NOC PET-CT 

seems to be superior to F-FDG PET-CT for imaging GEP-NETs. However, their role 

seems to be complementary  because combination of Ga-DOTA-NOC PET-CT and F-

FDG PET-CT in such patients helps demonstrate the total disease burden and 

segregate them to proper therapeutic groups. 
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RESUMEN / SUMMARY:  - High intensity focused ultrasound (HIFU) is a novel 

therapeutic modality. Several preclinical and clinical studies have investigated the 

safety and efficacy of HIFU for treating solid tumours, including pancreatic cancer. 

Preliminary studies suggest that HIFU may be useful for the palliative therapy of 

cancer-related pain in patients with unresectable pancreatic cancer. This review 

provides a brief overview of HIFU, describes current clinical applications of HIFU for 

pancreatic  cancer, and discusses future applications and challenges. 
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RESUMEN / SUMMARY:  - Pancreatic surgery remains the only established curative 

treatment for pancreatic cancer. Radical antegrade pancreatosplenectomy (RAMPS) is 

a modification of the standard retrograde pancreatosplenectomy (SRPS) developed to 

achieve a complete N1 node resection and R0 resection (posterior extent). The aim of 

this study is to compare the short-, mid-, and long-term outcomes of RAMPS and 
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SRPS. From a database that included 143 consecutive patients who underwent 

resection for pancreatic carcinoma at the St. Andrea Hospital, University of Rome, 25 

patients  who underwent pancreatosplenectomy were retrospectively reviewed. Among 

these 25  patients, eight (32%) underwent RAMPS (Group 1) and 17 (68%) underwent 

SRPS (Group 2). Clinicopathologic and oncological characteristics of the RAMPS 

group were compared with those of the SRPS group. RAMPS was longer than SRPS 

(315 vs 265 minutes, respectively, P < 0.001). No differences were encountered for 

perioperative outcomes (estimated blood loss, intraoperative blood transfusions,  

postoperative morbidity and mortality, and hospital stay). The margin status rates were 

similar: noteworthy, the two patients with positive tangential margins belonged to Group 

2. No between-group differences in survival were encountered: the actuarial 5-year 

overall survival for Groups 1 and 2 were 26 and 29 per cent, respectively (P = 0.6608; 

hazard ratio, 1.2621; 95% confidence interval, 0.4462 to 3.5699). RAMPS and SRPS 

did not differ statistically in terms of perioperative outcomes. RAMPS seems to allow 

better control of tangential margins; however, no  difference was found in actuarial 

survival compared with standard pancreatosplenectomy. 
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RESUMEN / SUMMARY:  - OBJECTIVE: This study evaluated the incidence of 

postoperative morbidities, focusing specifically on pancreatic fistulas, after a 

splenectomy performed as part of cytoreductive surgery for the treatment of ovarian 

cancer. METHODS: A retrospective chart review was performed for all the patients with 

ovarian, tubal, or peritoneal cancer who underwent splenectomy during a 5-year 

period. Patient-, disease-, and surgery-related data were collected. Pancreatic fistulas  

were identified when the drainage fluid obtained via a surgically placed drain had an 

amylase content greater than 3 times the normal serum value after postoperative day 

3. RESULTS: A splenectomy was performed in 21 patients. Postoperative pancreatic 

fistulas developed in 6 patients (29%). Of these 6 patients, 2 had no symptoms and did 

not require specific treatment for their pancreatic fistulas. Therapeutic intervention was 

required in the remaining 4 patients. The durations of oral feeding prohibition and the 

use of a peripancreatic drain were longer in the patients with a pancreatic fistula than in 

those without a pancreatic fistula. Overall, the pancreatic fistulas were managed 

conservatively or using minimally invasive procedures. Staple-line reinforcement 

seemed to be an effective means of closing the transected stump during the 

splenectomy, compared with the standard stapling technique. CONCLUSIONS: 

Elevated amylase levels in the drainage fluid reflect the patient’s  actual condition 

better than serum amylase levels. We recommend the intraoperative placement of a 

peripancreatic drain and postoperative measurement  of amylase concentrations in the 
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drainage fluid to identify the development of pancreatic fistulas and to facilitate the 

management of this complication. 
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RESUMEN / SUMMARY:  - BACKGROUND: As their prognosis and management are 

different, differentiation of mass-forming focal pancreatitis (FP) from pancreatic 

adenocarcinoma (PC) is important. However, the similar clinical presentations and 

imaging features of these conditions, along with inconclusive biopsy results can make 

such differentiation difficult. PURPOSE: To determine whether apparent diffusion 

coefficient (ADC) histogram analysis can discriminate between a normal pancreas,  FP, 

and PC. MATERIAL AND METHODS: In a retrospective study, 25 PC patients, 14 FP 

patients, and 25 subjects with a normal pancreas underwent breath-hold diffusion-

weighted imaging (DWI) on a 3.0 T magnetic resonance (MR) scanner. Regions of 

interest (ROIs) were drawn on the normal pancreases and on the entire  focal lesions 

of both PC and FP. The ADC value was averaged from the lowest to 10th, 30th, 50th, 

and 100th percentile of the histogram (i.e. ADC10, ADC30, ADC50, and ADC100, 

respectively), and the results were analyzed statistically. RESULTS: There were no 

significant differences among the head, body, and tail of  normal pancreases for any of 

the mean ADC values (P > 0.05). ADC10, ADC30, and ADC50 values demonstrated 

significant differences between lesion and non-lesion areas of both PC (P < 0.05) and 

FP (P < 0.05). Differences in lesion areas between PC and FP were found with ADC50 

and ADC100 values (P < 0.05), and helped  differentiate a normal pancreas from FP 

and PC, and FP from PC. CONCLUSION: Quantified ADC histogram can specifically 

reflect tissue heterogeneity and help differentiate a normal pancreas from FP and PC. 
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RESUMEN / SUMMARY:  - The digestive organs contain a large number of 

neuroendocrine cells as part of the diffuse neuroendocrine system. Neuroendocrine 
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tumors can occur in every digestive organ. It has long been recognized that this is a 

diverse group of tumors with very different clinical outcomes; however, well-recognized 

prognostic parameters had been elusive until recently. Over the years, there have been 

several different classification schemes, each with different strengths and weaknesses. 

In an effort to standardize the classification and grading criteria for 

gastroenteropancreatic neuroendocrine tumors, the current World Health Organization 

classification includes a histologic grade based on proliferative rate (mitotic rate and 

Ki67 index) and a TNM stage that varies from organ to organ. The prognostic value of 

both the grade and stage has been validated in multiple studies. However, several 

issues remain, including the lack of standardized methods to assess proliferative rate, 

potential discrepancies between the mitotic count and the Ki67 index; intratumoral 

heterogeneity in proliferative rate; and the need for refinement in proliferative cut-points 

to define the grades. More studies are needed to further improve the classification  of 

neuroendocrine tumors, thus guiding optimal treatment for these tumors. 
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RESUMEN / SUMMARY:  - Brushing cytology is frequently utilized for the investigation of 

pancreatic and  biliary strictures but is associated with low diagnostic sensitivity. The 

Papanicolaou Society of Cytopathology has presented a system for diagnostic 

classification which includes the categories benign, atypical, suspicious for malignancy 

and malignant. We studied a series of 216 pancreatic and biliary brushings with either 

histologic follow-up or a minimum of 6 months clinical follow-up to determine outcomes 

for the diagnostic categories (“benign,” “atypical, favor reactive,” “atypical, not 

otherwise specified,” “atypical, suspicious” and “malignant”). Eighty-six of the 216 

(39.8%) were designated “atypical” with 10 of these designated as “atypical favor 

reactive.” Forty-five were called “atypical not otherwise specified” and 31 were 

interpreted as “atypical suspicious for malignancy.” On follow-up, 2 of 10 (20%) 

“atypical favor reactive” were eventually associated with a malignant diagnosis and 23 

of 31 (74.2%) “atypical, suspicious for malignancy” demonstrated a malignant outcome. 

The remaining 45 brushings in the “atypical” category were “atypical not otherwise 

specified,” and 62% of these were associated with malignancy on follow-up. 

Stratification of the “atypical” category into “atypical favor reactive,” “atypical, not 

otherwise specified” and “atypical, suspicious for malignancy” improves diagnostic 

accuracy. The “atypical suspicious for malignancy” category has a follow-up similar to 

the “malignant” category while the “atypical favor reactive” category is associated with 

a clinical outcome similar to that of the “benign” category. Diagn. Cytopathol. © 2013 

Wiley Periodicals, Inc. 
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RESUMEN / SUMMARY:  - Purpose: The aim of this study was to evaluate the pattern of 

FDG uptake in pancreatic non-Hodgkin’s lymphoma (NHL) lesions. Methods: The study 

included 9 consecutive patients with newly diagnosed NHL with pancreatic involvement 

who underwent an F-18 fluorodeoxyglucose positron emission tomography/computed 

tomography (F-18 FDG PET/CT) scan. The location, size, maximal standardized 

uptake value (SUVmax), and FDG uptake patterns of the pancreatic lesions were 

reviewed. Results: Four different patterns of FDG uptake could be distinguished in the 

affected pancreas corresponding to different types of lymphoma lesions. These 

included focal FDG uptake by distinct solitary lesions (5 patients), multiple foci of FDG 

uptake corresponding to separate lymphoma lesions (1 patient), segmental FDG 

uptake caused by lymphoma infiltration limited to a pancreatic segment (1 patient), and 

diffuse FDG uptake related to diffuse lymphomatous infiltration of the entire pancreas 

(2 patients). All types of lesions showed increased metabolic activity with maximal 

standardized uptake values (SUVmax) ranging from 7.4 to 26.5. On CT images, the 

segmental and diffuse patterns of FDG uptake correlated to segmental and diffuse 

pancreatic enlargement accordingly. All lesions showed isodensity or slight 

hypodensity in relation to pancreatic tissue. The pancreatic head was the most frequent 

site of involvement  (8/9). Mildly dilated pancreatic duct was noted only in 2 patients. 

Conclusions:  The described patterns of FDG uptake and correlative CT findings may 

be helpful for a better characterization of NHL involving the pancreas and for 

differential  diagnosis with other lesions, including pancreatic adenocarcinomas. 
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RESUMEN / SUMMARY:  - There is no consensus as to whether or not metastatic 

nodules in the liver should be biopsied for tumor grading in cases of neuroendocrine 

tumors with ‘synchronous liver metastasis’. In this study, we compared the Ki-67 

labeling index between the primary tumor and synchronous liver metastasis in 30 

patients, who had received simultaneous resections. Examined tumors were of the 
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small bowel (n = 18) or pancreas (n = 12), and G1 or G2 in primary histologic grade. In 

20 patients (67%), the Ki-67 index was similar between the primary tumor and liver 

metastasis, but 10 (33%) showed an elevation of 3.4-14.4% in the liver, which 

increased the tumor grade in 4 cases. The Ki-67 elevation in the liver was more 

common in G2 than G1 neoplasms (P = 0.002). The size, but not number, of liver 

metastases was significantly larger in patients with an elevated Ki-67 index (P = 0.006). 

Using 40 mm as a provisional cutoff for the greatest diameter of liver metastases, the 

positive predictive value of this discriminator for elevated Ki-67 was 56%, and the 

negative predictive value was 93%. In conclusion, synchronous liver metastases can 

yield a higher Ki-67 labeling index than primary neuroendocrine tumours, particularly 

when the secondary is greater than 40 mm. 
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RESUMEN / SUMMARY:  - AIM: To compare short- and long-term outcomes of 

laparoscopic vs open distal pancreatectomy for solid pseudopapillary tumor (SPT) of 

the pancreas. METHODS: This retrospective study included 28 patients who 

underwent distal pancreatectomy for SPT of the pancreas between 1998 and 2012. 

The patients were divided into two groups based on the surgical approach: the 

laparoscopic surgery group and the open surgery group. The patients’ demographic 

data, operative results, pathological reports, hospital courses, morbidity and mortality, 

and follow-up data were compared between the two groups. RESULTS: Fifteen 

patients with SPT of  the pancreas underwent laparoscopic distal pancreatectomy 

(LDP), and 13 underwent open distal pancreatectomy (ODP). Baseline characteristics 

were similar between the two groups except for a female predominance in the LDP 

group (100.0% vs 69.2%, P = 0.035). Mortality, morbidity (33.3% vs 38.5%, P = 1.000), 

pancreatic fistula rates (26.7% vs 30.8%, P = 0.728), and reoperation rates (0.0% vs 

7.7%, P = 0.464) were similar in the two groups. There were no significant differences 

in the operating time (171 min vs 178 min, P = 0.755) between the two groups. The 

intraoperative blood loss (149 mL vs 580 mL, P = 0.002), transfusion requirement  

(6.7% vs 46.2%, P = 0.029), first flatus time (1.9 d vs 3.5 d, P = 0.000), diet start time 

(2.3 d vs 4.9 d, P = 0.000), and postoperative hospital stay (8.1 d vs 12.8 d, P = 0.029) 

were significantly less in the LDP group than in the ODP group. All patients had 

negative surgical margins at final pathology. There were  no significant differences in 

number of lymph nodes harvested (4.6 vs 6.4, P = 0.549) between the two groups. The 

median follow-up was 33 (3-100) mo for the LDP group and 45 (17-127) mo for the 

ODP group. All patients were alive with one recurrence. CONCLUSION: LDP for SPT 
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has short-term benefits compared with ODP. Long-term outcomes of LDP are similar to 

those of ODP. 
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RESUMEN / SUMMARY:  - Sarcomatoid carcinoma of the pancreas (SCP) is a very rare 

pathological type of carcinoma that usually has a poor prognosis. Its pathogenesis has 

not been elucidated. We herein report a case of an early-stage SCP involving 

successful treatment and a good prognosis. The patient was a 48-year-old Chinese 

man with a  5-mo history of vague abdominal pain. Ultrasonography revealed a 93 mm 

x 94 mm x  75 mm mass of mixed echogenicity in the tail of the pancreas. Laboratory 

test results were within the normal range, with the exception of an obviously increased 

pretreatment neuron-specific enolase level. The plasma transforming growth factor 

(TGF)beta1 and interleukin-11 levels were obviously increased according to enzyme-

linked immunosorbent assay. Microscopically, the excised tumor tissue comprised 

cancer cells and mesenchymal cells. Immunohistochemical analysis was positive for 

alpha-1-antichymotrypsin, pan-cytokeratin, cytokeratin  19, cytokeratin 8/18, and 

vimentin and negative for CD68 and lysozyme. The pathogenetic mechanism of this 

case shows that TGFbeta1 may regulate the epithelial-to-mesenchymal transition in 

SCP. With early eradication of the tumor  and systemic therapy, this patient has been 

alive for more than 3 years without tumor recurrence or distant metastasis. This case is 

also the first to show that  TGFbeta1 may regulate the epithelial-to-mesenchymal 

transition in early-stage SCP. 
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RESUMEN / SUMMARY:  - Background: Hepatoid carcinomas (HCs) are extrahepatic 

neoplasms exhibiting features of hepatocellular tumors in terms of morphology and 

immunohistochemistry. They have been described in several organs, most notably in 

the stomach and ovary. They can present in pure forms or in association with other 
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morphological aspects, such as endocrine tumors or ductal adenocarcinomas.  The 

aim of this review is to describe aspects of hepatoid adenocarcinoma of the pancreas 

with regard to epidemiology, diagnosis, and treatment. Methods: The PubMed 

database was searched for publications addressing hepatoid adenocarcinoma  of the 

pancreas. We have searched for articles including the following keywords:  ‘pancreatic 

hepatoid carcinoma’, ‘ectopic liver cancer’ and ‘rare pancreas neoplasm’ published to 

date. As references, we used case reports and review articles. Results: Pancreatic 

forms of HCs are extremely uncommon: only 22 cases  have been reported. 

Conclusions: The possibility of an HC of the pancreas should  be considered in the 

differential diagnosis of an uncommon pathological mass of the pancreas. Treatment 

seems to be related to the association with other neoplasms, tumor extension at the 

time of diagnosis and the possibility to perform a radical resection. The common 

embryologic origin of the pancreas and liver, together with peculiar environmental 

factors, may explain the development  of pancreatic HCs. © 2013 S. Karger AG, Basel. 
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RESUMEN / SUMMARY:  - Splenules are congenital foci of healthy splenic tissue that 

are separate from the main body but are structurally identical to the spleen, derived 

from mesenchymal buds on the left side of the mesogastrium and commonly seen in or 

near the tail of the pancreas. We report a case of a 58-year-old male who was found to 

have a pancreatic tail mass on contrast-enhanced abdominal CT, which was similarly 

disguised as a pancreatic tail mass on both magnetic resonance 

cholangiopancreatography and abdominal MRI. A liver spleen scintigraph with Tc sulfur 

colloid later proved the mass to be a splenule. 
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RESUMEN / SUMMARY:  - Surgery is the only potential hope of cure for patients with 

pancreatic cancer. Advantageous tumour characteristics and complete tumour 

resection are the factors most relevant for a positive prognosis, so detection of 

premalignant or early invasive lesions, combined with safe and oncologically adequate 

surgery, is an important goal. The experience and volume of both the individual 

surgeon and hospital are of paramount importance to achieve low morbidity and 

adequate management of complications. Most pancreatic cancers are locally advanced 

or metastatic when diagnosed and need multimodal therapy. With increasing evidence 

on surgical and perioperative aspects of pancreatic cancer therapy, short-term and 

long-term outcomes of resectable and borderline resectable pancreatic cancer  are 

improving. 
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RESUMEN / SUMMARY:  - BACKGROUND: PAM4, an antibody that has high specificity 

for pancreatic ductal adenocarcinoma (PDAC), compared to normal pancreas, benign 

lesions of the pancreas, and cancers originating from other tissues, is being 

investigated as a  biomarker for early detection, as well as antibody-targeted imaging 

and therapy.  Therefore, the identity of the antigen bound by this monoclonal antibody 

(MAb) can provide information leading to improved use of the antibody. Prior results 

suggested the antigen is a mucin-type glycoprotein rich in cysteine disulfide bridges 

that provide stable conformation for the PAM4-epitope. METHODS: Indirect  and 

sandwich enzyme immunoassays (EIA) were performed to compare and contrast the 

reactivity of PAM4 with several anti-mucin antibodies having known reactivity to  

specific mucin species (e.g., MUC1, MUC4, MUC5AC, etc.). Studies designed to block 

reactivity of PAM4 with its specific antigen also were performed. RESULTS:  We 

demonstrate that MAbs 2-11 M1 and 45 M1, each reactive with MUC5AC, are able to 

provide signal in a heterologous sandwich immunoassay where PAM4 is the capture 

antibody. Further, we identify MAbs 21 M1, 62 M1, and 463 M1, each reactive with 

MUC5AC, as inhibiting the reaction of PAM4 with its specific epitope. MAbs directed to 

MUC1, MUC3, MUC4, MUC16 and CEACAM6 are not reactive with PAM4-captured 

antigen, nor are they able to block the reaction of PAM4 with  its antigen. 
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CONCLUSIONS: These data implicate MUC5AC as a specific mucin species to which 

PAM4 is reactive. Furthermore, this realization may allow for the improvement of the 

current PAM4 serum-based immunoassay for detection of early-stage PDAC by the 

application of anti-MUC5AC MAbs as probes in this sandwich EIA. 
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RESUMEN / SUMMARY:  - BACKGROUND: Pancreatic cancer is often accompanied by 

severe abdominal or back pain. It’s the first study to evaluate the analgesic effect of 

electroacupuncture on pancreatic cancer pain. A randomized controlled trial compared 

electroacupuncture with control acupuncture using the placebo needle. METHODS: 

Sixty patients with pancreatic cancer pain were randomly assigned to the 

electroacupuncture group (n = 30) and the placebo control group (n = 30). Patients 

were treated on Jiaji (Ex-B2) points T8-T12 bilaterally for 30 min once  a day for 3 

days. Pain intensity was assessed with numerical rated scales (NRS) before the 

treatment (Baseline), after 3 treatments, and 2 days follow-up. RESULTS: Baseline 

characteristics were similar in the two groups. After 3 treatment, pain intensity on NRS 

decreased compared with Baseline (-1.67, 95% confidence interval [CI] -1.46 to -1.87) 

in the electroacupuncture group; there was little change (-0.13, 95% CI 0.08 to -0.35) in 

control group; the difference  between two groups was statistically significant (P < 

0.001). Follow-up also found a significant reduction in pain intensity in the 

electroacupuncture group compared with the control group (P < 0.001). 

CONCLUSIONS: Electroacupuncture was  an effective treatment for relieving 

pancreatic cancer pain. 
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RESUMEN / SUMMARY:  - BACKGROUND: We previously developed an 

immunotherapy treatment utilizing a cancer vaccine reagent KIF20A-66 in order to treat 

pancreatic cancer. KIF20A-66 is HLA-A25-restricted epitope peptide derived from 

KIF20A, a member of kinesin super family protein 20A (KIF20A) that is significantly 

transactivated in pancreatic cancer. In this report, we further demonstrated non-

randomized, open-label, single centered phase I/II clinical trial of immunotherapy using 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24280575&dopt=Abstract
http://dx.doi.org/10.1016/j.pan.2013.10.007
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24237633&dopt=Abstract
http://dx.doi.org/10.1186/1479-5876-11-291


the KIF20A-66 peptide for the patients with advanced pancreatic cancer. METHODS: 

Vaccination was performed to the patients with metastatic pancreatic cancer, in whom 

gemcitabine-based therapy had failed. In phase I study, KIF20A-66 peptide was 

subcutaneously injected weekly in a dose-escalation manner (doses of 1.0 and 3.0  

mg/body, 6 patients/1 cohort). After safety was assessed, phase II study was 

conducted using 3.0 mg of KIF20A-66 peptide. RESULTS: KIF20A-66 peptide 

vaccination was well tolerated in the doses we examined and tumor responses after 1 

month of the treatment were evaluated. Among 29 patients who completed one course 

of the treatment at least, stable disease (SD) was found in 21 cases, while progressive 

disease (PD) was found in 8 cases, indicating that the disease  control rate was 72%. 

Objective tumor shrinkage was observed in 8 cases, including 1 case of complete 

response (CR). The median survival time (MST) and progression free survival time 

(PFS) were 142 days and 56 days, respectively. These results clearly demonstrate that 

overall survival of the patients was significantly prolonged, compared to the historical 

controls of 9 cases with unmatched HLA in the same hospital (MST: 83 days), as well 

as 81 cases in our and other hospitals (MST: 63 days). CONCLUSION: The patients 

vaccinated with KIF20A-66 peptide had better prognosis than the control group with 

best supportive care (BSC). Thus, we concluded that KIF20A-66 vaccination is 

significantly effective as an immunotherapy against advanced pancreatic cancer. 

KIF20A-66 peptide was well tolerable in the dose of either 1.0 mg or 3.0 mg/body, and 

effectively induced peptide-specific response of cytotoxic T lymphocyte (CTL). Further 

clinical study using this peptide is a promising approach for advanced pancreatic 

cancer to achieve high potential benefit for better prognosis.Clinical trial registration: 

UMIN-CTR, number UMIN000004919. 
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RESUMEN / SUMMARY:  - OBJECTIVE: The aim of the study was to determine the 

clinicopathological features that influence survival in patients with resected pancreatic 

ductal adenocarcinoma (PDA). METHODS: The study used a single institution 

retrospective  review of patients undergoing pancreaticoduodenectomy (PD) for PDA 

from 1993 to 2010. RESULTS: Two hundred forty-six consecutive cases of resected 

PDA were identified: 128 males (52 %), median age 68 years. Median hospital length 

of stay was 8 days and 30-day mortality rate was 2.4 %. There were 101 (41.1 %) 

postoperative complications, 77 % of which were Dindo-Clavien Grade 3 or less. 

Overall survival was 85, 63, 25, and 15 % at 6 months, 1 year, 3 years, and 5 years, 

respectively, with a median survival of 17 months. Multivariate Cox proportional hazard 

modeling demonstrated lymph node ratio was negatively correlated with survival at all 

time points. Preoperative hypertension was a poor prognostic factor at 6 months, 3 
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years, and 5 years. The absence of postoperative complications was protective at 6 

months whereas pancreatic leaks were associated with worse survival at 6 months. 

Abdominal pain on presentation, operative time,  and estimated blood loss were also 

associated with decreased survival at various  time points. CONCLUSION: The 

strongest prognostic variable for short- and long-term survival after PD for PDA is 

lymph node ratio. Short-term survival is influenced by the postoperative course. 
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RESUMEN / SUMMARY:  - BACKGROUND: Surgical resection is the only curative 

treatment for pancreatic cancer, but surgical outcomes for borderline resectable 

pancreatic cancer (BRPC)  are generally poor because of the complexity of the surgery 

and the advanced nature of the tumor. The aim of this study was to evaluate whether 

neoadjuvant concurrent chemoradiation therapy (CCRT) in BRPC patients could 

improve surgical  outcome. METHODS: Baseline characteristics and treatment 

outcomes for patients who underwent surgery for BRPC with (CCRT (+) group) and 

without neoadjuvant treatment (CCRT (-) group) were retrospectively compared. 

Treatment outcomes measured included overall survival, recurrence-free survival, and 

perioperative complications. RESULTS: A total of 30 patients were included in the 

CCRT (+) group and 21 patients in the CCRT (-) group. Baseline characteristics were 

not different before CCRT, but pathological examination after resection revealed 

reduced tumor size and a lower neurovascular invasion rate in the CCRT (+) group. 

Overall median survival time was 45.0 months in the CCRT (+) group and 23.5 months 

in the CCRT (-) group (p = 0.045). The CCRT (+) group had a lower recurrence rate 

(50.0% vs. 81.0%; p = 0.024) and a longer median disease-free survival period (21.0 

months vs. 10.6 months; p = 0.004) than the CCRT (-) group. Perioperative 

complication rates were not different between the two groups. CONCLUSIONS: 

Neoadjuvant chemoradiation therapy combined with surgical resection  yielded better 

treatment outcomes in patients with BRPC compared with surgery alone. Further larger 

prospective clinical trials with well defined enrollment criteria and treatment plan are 

needed. 
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RESUMEN / SUMMARY:  - BACKGROUND: The pre-operative neutrophil-to-lymphocyte 

ratio (NLR), when >/=5 has been associated with reduced survival for patients with 

various gastrointestinal  tract cancers, however, it’s prognostic value in patients with 

periampullary tumour has not been reported to date. OBJECTIVES: To determine the 

prognostic value of pre-operative NLR in terms of survival and recurrence of resected 

periampullary carcinomas. METHODS: This was a retrospective cohort study of 

consecutive patients undergoing pancreatoduodenectomy (PD) for periampullary 

carcinoma (pancreatic, ampullary, cholangiocarcinoma) identified from a departmental 

database. The effect of NLR upon survival and recurrence was explored. RESULTS: 

Overall median survival amongst 228 patients was 24 months (inter-quartile range 

[IQR]: 12-43). The median survival for those whose NLR was  <5 was not significantly 

greater than those patients whose NLR was >/=5 (24 months [IQR: 14-42] versus 13 

months [IQR: 8-48], respectively; p = 0.234). However, for those that developed 

recurrence, survival was greater in those with  an NLR <5 at (20 months [IQR: 12-27] 

versus 11 months [IQR: 7-22], respectively;  p = 0.038). This effect was most marked in 

those patients with cholangiocarcinoma (p = 0.019) whilst a trend to worse survival was 

seen in those with pancreatic adenocarcinoma. No effect was seen in patients with 

ampullary carcinoma (p = 0.516). CONCLUSIONS: This study provides further 

evidence that pre-operative NLR  offers important prognostic information regarding 

disease-free survival. This effect, however, is dependent upon the tumour type 

amongst patients undergoing PD. 
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RESUMEN / SUMMARY:  - Although systemic chemotherapy significantly improves the 

overall survival of pancreatic cancer patients, the prognosis remains extremely poor. 

The development of a drug resistance, either de novo or induced resistance, 

significantly limits  the effectiveness of chemotherapy. SLC29A1 gene encodes human 

equilibrative nucleoside transporter 1 (hENT1) protein that is mediating the transport of 
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nucleotides, both purines and pyrimidines, into the tumor cells. The aim of this  mini-

review is to summarize the current information concerning the prognostic and 

predictive role of SLC29A1 transporter (hENT1) expression in pancreatic cancer. 

Increased expression of SLC29A1 in vitro has been described as a potential critical 

factor determining the sensitivity of pancreatic cancer cells to gemcitabine and 5-

fluorouracil, the principal cytotoxic agents used in the treatment of pancreatic cancer. 

The reports on the relationship between SLC29A1 expression and prognosis of 

patients with pancreatic cancer are currently rather  conflicting. However, majority of 

studies on patients with resected pancreatic cancer have suggested that high 

SLC29A1expression may be predictive of improved survival in patients treated with 

gemcitabine. SLC29A1 has not been shown to represent a predictive biomarker for 

patients treated by 5-fluorouracil. In conclusion, potential prognostic and predictive role 

of SLC29A1 has been demonstrated for selected subset of patients. 
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RESUMEN / SUMMARY:  - BACKGROUND: Although the outcomes of pancreatic 

cancer have been improved by gemcitabine, the changes in its characteristics and 

long-term outcomes within the gemcitabine era remain unclear. This study was 

conducted to identify clinical characteristics of pancreatic cancer patients within the 

gemcitabine era. METHODS: A retrospective chart review was performed at 10 centers 

for 1,248 consecutive patients who were ever considered to have a diagnosis of 

pancreatic cancer between 2001 and 2010. Data collected included demographics, 

diagnosis date, clinical stage, treatment, and outcome 1,082 patients met the inclusion 

criteria and were analyzed further. The chi-square test, Student’s t-test, and Mann-

Whitney U-test were used for statistical analysis. Outcomes were analyzed using the 

Kaplan-Meier method and Cox proportional hazards regression. Differences in survival 

analyses were determined using the log-rank test. RESULTS: The distribution of 

clinical stages was: I, 2.2% II, 3.4% III, 13% IVa,  27% and IVb, 55%. Chemotherapy 

alone was administered to 42% of patients and 17%  underwent resection. The 1-, 3-, 

and 5-year survival rates were 39%, 13%, and 6.9%, respectively. The median survival 

time was 257 days, but differed considerably among treatments and clinical stages. 

Demographics, distribution of  clinical stage, and cause of death did not differ between 

groups A (2001-2005, n=406) and B (2006-2010, n=676). However, group B included 

more patients who underwent chemotherapy (P<0.0001) and fewer treated with best 

supportive care (P=0.0004), mirroring improvements in this group’s long-term 

outcomes (P=0.0063). Finally, factors associated with long-term outcomes derived 
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from multivariate analysis were clinical stage (P<0.0001), location of the tumor 

(P=0.0294) and treatments (surgery, chemotherapy) (<0.0001). CONCLUSIONS: 

Long-term outcomes in  pancreatic cancer has improved even within the gemcitabine 

era, suggesting the importance of offering chemotherapy to patients previously only 

considered for best supportive care. Most patients are still diagnosed at an advanced 

stage, making clinical strategy development for diagnosing pancreatic cancer at earlier  

stages essential. 
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RESUMEN / SUMMARY:  - Barriers to multimodality therapy (MMT) completion among 

patients with resectable pancreatic adenocarcinoma include early cancer progression 

and postoperative major complications (PMC). We sought to evaluate the influence of 

these factors on MMT completion rates of patients treated with neoadjuvant therapy 

(NT) and surgery-first (SF) approaches. We evaluated all operable patients treated for 

clinically resectable pancreatic head adenocarcinoma at our institution from 2002 to 

2007. Rates of MMT completion, 90-day PMC, and overall survival (OS) were 

evaluated. Ninety-five of 115 (83 %) NT and 29/50 (58 %) SF patients completed MMT. 

Patients who completed MMT lived longer than those who did not (36 vs. 11 months, p 

< 0.001). The most common reason that NT (11 %) and SF (26 %) patients  failed to 

complete MMT was early disease progression. The rates of PMC among NT and SF 

patients were similar. Among SF patients, 69 % with no PMC completed MMT versus 

29 % after PMC (p = 0.040). PMC were associated with decreased OS in SF patients 

but not in NT patients. The impact of early cancer progression and PMC upon 

completion of MMT is reduced by delivery of nonoperative therapies prior to  

pancreaticoduodenectomy. NT sequencing is a practical treatment strategy, particularly 

for patients at high biological or perioperative risk. 
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RESUMEN / SUMMARY:  - The effect of tumor necrosis factor-alpha (TNF-alpha) gene 

delivery has been suggested as a potentially useful therapeutic approach to improve 

the chemotherapeutic treatment of patients with pancreatic ductal adenocarcinoma 

(PDA), but the exact mechanism of its action is not clearly understood. In this study, we 

analyzed the expression profile of TNF-alpha in PDA tissue and explored its potential 

role in fatty acid synthase (FAS) regulation in PDA cells and in fibroblasts. Quantitative 

real-time polymerase chain reaction was used to examine the expression of TNF-alpha 

in PDA, matching adjacent tissues, and benign lesions. Logistic regression models with 

robust variance were used to analyze the gene expression levels, and Kaplan-Meier 

survival curves were generated. In vitro, we overexpressed the TNF-alpha gene in PDA 

cells and fibroblasts and analyzed its effect on cell survival, migration, and on members 

of the FAS signaling pathway. We also evaluated TNF-alpha effects on a panel of 

inflammation-, angiogenesis-, and metastasis-related markers. In the tumor tissue of 

PDA patients, compared with their matched adjacent tissue, expression levels of TNF-

alpha were not statistically different and did not correlate with survival or any other 

examined clinicopathological features. Overexpression of TNF-alpha significantly (p < 

0.05) reduced PDA and fibroblast cell migration. In PDA cells  that highly overexpress 

TNF-alpha, this was associated with a significant reduction of FAS mRNA and protein 

expression levels and significant (p < 0.05) reduction of SREBP-1 and ACC mRNA. 

Reduction of FAS by TNF-alpha was inhibited when either SREBP-1 or ACC was 

knocked down by siRNA. PDA cells and fibroblasts that overexpress TNF-alpha 

displayed differential regulation of several inflammation-related markers and reduced 

levels of metastasis-related genes. Our  data demonstrate a previously unknown multi-

targeted involvement of TNF-alpha in  PDA lipogenesis and inflammation and 

metastasis and suggest that intratumoral introduction of TNF-alpha may have the 

potential as a novel therapeutic approach  in human PDA. 
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RESUMEN / SUMMARY:  - BACKGROUND: Digestive malignancies, especially 

pancreatic cancer (PC), gastric cancer (GC), and colorectal cancer (CRC), still occur at 

persistently high rates, and disease progression in these cancers has been associated 

with tumor immunosurveillance escape. Natural killer (NK) cell dysfunction may be 

responsible for this phenomenon, however, the exact relationship between tumor 

immunosurveillance escape in digestive malignancies and NK cell dysfunction remains 
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unclear. METHODS: Percentage of the surface receptors NKG2A, KIR3DL1, NKG2D, 

NKp30, NKp44, NKp46, and DNAM-1, as well as the cytotoxic granules perforin and 

granzyme B positive NK cells were determined in patients with pancreatic cancer (n = 

31), gastric cancer (n = 31), and CRC (n = 32) prior to surgery and healthy controls (n 

= 31) by multicolor flow cytometry. Independent t-tests or Mann-Whitney U-tests were 

used to compare the differences between the  patient and healthy control groups, as 

well as the differences between patients with different pathologic features of cancer. 

RESULTS: Percentage of NKG2D, NKp30, NKp46, and perforin positive NK cells was 

significantly down-regulated in  patients with PC compared to healthy controls, as well 

as GC and CRC; reduced levels of these molecules was associated with indicators of 

disease progression in each malignancy (such as histological grade, depth of invasion, 

lymph node metastasis). On the contrary, percentage of KIR3DL1 positive NK cells 

was significantly increased in patients with PC, as well as GC and CRC, but was not 

associated with any indicators of disease progression. CONCLUSIONS: Altered 

percentage of surface receptors and cytotoxic granules positive NK cells may play a 

vital role in tumor immunosurveillance escape by inducing NK cell dysfunction in 

patients with PC, GC, and CRC. 
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RESUMEN / SUMMARY:  - Tyrosine kinase inhibitor BMS-777067 is an inhibitor of 

RON/MET receptor tyrosine kinases currently under clinical trials. Here, we report the 

synergistic activity of BMS-777607 in combination with mTOR inhibitor AZD8055 in 

killing chemoresistant pancreatic cancer and cancer stem cells. Treatment of 

pancreatic cancer L3.6pl cells with BMS-777607 alone inhibited clonogenic growth and 

moderately induced apoptotic death. However, BMS-777607 caused extensive 

polyploidy in L3.6pl cells through inhibition of aurora kinase B activity, independent of 

RON expression. In contrast, L3.6pl-derived cancer stem cells were highly resistant to 

BMS-777607-induced growth inhibition and apoptosis. The effect of BMS-777607 on 

induction of cancer stem cell polyploidy also was weak. BMS-777607-induced 

polyploidy features a predominant cell population with 8N chromosome content in both 

L3.6pl and cancer stem cells. These cells also showed  decreased sensitivity towards 

chemotherapeutics by increased survival of IC50 values in response to doxorubicin, 

cisplatin, methotrexate, 5-fluorouracial, and  gemcitabine. Among a panel of chemical 

inhibitors that target different signaling proteins, we found that BMS-777607 in 

combination with mTOR inhibitor AZD8055 exerted synergistic effects on L3.6pl and 

cancer stem cells. More than 70% of L3.6pl and cancer stem cells lost their viability 
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when both inhibitors were used. Specifically, BMS-777607 in combination with 

inhibition of mTORC2 but not mTORC1  was responsible for the observed synergism. 

Our findings demonstrate that BMS-777607 at therapeutic doses exerts inhibitory 

activities on pancreatic cancer cells but also induces polyploidy insensitive to 

chemotherapeutics. Combination of BMS-777607 with AZD8055 achieves the maximal 

cytotoxic effect on pancreatic cancer and cancer stem cells. 
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RESUMEN / SUMMARY:  - BACKGROUND/OBJECTIVES: To analyze prognostic 

factors associated with long-term outcomes in patients with pancreatic cancer treated 

with chemoradiation therapy (CRT) and surgery with or without intraoperative electron 

beam radiotherapy (IOERT). PATIENTS AND METHODS: From January 1995 to 

December 2012, 60 patients with adenocarcinoma of the pancreas and locoregional 

disease (clinical stage IB [n = 13; 22%], IIA [n = 16; 27%], IIB [n = 22; 36%], IIIC [n = 9; 

15%]) were treated with CRT (45-50.4 Gy before surgery [n = 19; 32%] and after 

surgery [n =  41; 68%]) and curative resection (R0 [n = 34; 57%], R1 [n = 26, 43%]). 

Twenty-nine patients (48%) also received a pre-anastomosis IOERT boost (applicator 

diameter size, 7-10 cm; dose, 10-15 Gy; beam energy, 9-18 MeV). RESULTS: With a 

median follow-up of 15.9 months (range, 1-182), 5-year overall survival (OS), disease-

free survival (DFS), and locoregional control were 20%, 13%, and 58%, respectively. 

Univariate analyses showed that R1 margin resection status (HR, 3.17; p = 0.04), not 

receiving IOERT (HR, 7.33; p = 0.01), and postoperative CRT (HR, 5.12; p = 0.04) 

were associated with a higher risk of locoregional recurrence. In the multivariate 

analysis, only margin resection status (HR, 3.0; p = 0.05) and not receiving IOERT 

(HR, 6.75; p = 0.01) retained  significance with regard to locoregional recurrence. 

Postoperative mortality and  perioperative complications were 3% (n = 2) and 43% (n = 

26). CONCLUSIONS: Although local control is good in the radiation-boosted area, OS 

remains modest owing to high risk of distant metastases. Intensified locoregional 

treatment needs to be tested in the context of more efficient systemic therapy. 
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RESUMEN / SUMMARY:  - The fixed constant (Fc) region of IgG is subject to changes in 

glycosylation state in response to diseases. On the basis of sera from 75 healthy 

controls, 75  pancreatitis (PT) patients, and 75 pancreatic adenocarcinoma (PAC) 

patients, we analyzed six fucosylated glycoforms of IgG2 (G0F, G1F, G2F, G0FN, 

G1FN, and G2FN), by matrix-assisted laser desorption/ionization-Fourier-transform ion 

cyclotron resonance mass spectrometry (MALDI-FTICR MS), to evaluate their use as  

biomarkers for pancreatic diseases. Compared with healthy controls, significant 

increases in agalactosylated glycoforms and decreases in galactosylated glycoforms 

were observed for PT and PAC patients. Logistic regression analysis suggested that 

truncation of the sugar chain was prone to occur in PT and, especially, PAC patients. 

After participants were stratified by sex and age, receiver operating characteristic curve 

analysis revealed good overall sensitivity and specificity for discrimination of PAC and 

PT patients from healthy controls. A combination of G0F and galactosylation also had 

acceptable power for differentiating PAC patients from PT patients. 
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RESUMEN / SUMMARY:  - Hepatocyte growth factor activator inhibitor type 1 (HAI-1) is 

a membrane-bound serine protease inhibitor that is expressed on the surface of 

epithelial and carcinoma cells. On the cell surface, HAI-1 regulates membrane-

anchored serine proteases with matriptase being the most critical target. Matriptase is 

involved  in pericellular processing of biologically active molecules, including protease-

activated receptor-2 (PAR-2). Previously we reported that S2-CP8 cells,  a metastatic 

variant of the SUIT-2 human pancreatic adenocarcinoma cell line, showed markedly 

decreased HAI-1 expression. To assess the significance of HAI-1 loss in invasion and 

spontaneous metastasis of S2-CP8 cells, we established stable S2-CP8 sublines that 

expressed HAI-1 under the control of a tetracycline-regulated promoter. In vitro 

migration and Matrigel invasion assays  revealed inhibitory effects of HAI-1 on S2-CP8 

cell migration and invasion. Matriptase activity was suppressed by the expression of 

HAI-1. As the enhanced invasiveness in the absence of HAI-1was alleviated by 

knockdown of matriptase by  81% and of PAR-2 completely and PAR-2 antagonist also 

suppressed the invasion, matriptase-mediated PAR-2 activation is involved in HAI-1 

loss-induced invasion of S2-CP8 cells. We then analyzed the effect of HAI-1 

expression on metastasis of S2-CP8 cells in vivo using a nude mouse orthotopic 

xenograft model. Although about 50% of control mice developed distant metastasis, 

mice treated with doxycycline to induce HAI-1 expression did not develop metastasis. 

These data indicate that HAI-1 loss contributes to invasion and dissemination of a 

highly metastatic subline of SUIT-2, suggesting crucial roles for the balance of 

pericellular serine proteases/inhibitors in pancreatic cancer progression. This article is 

protected by copyright. All rights reserved. 
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RESUMEN / SUMMARY:  - BACKGROUND: It has been proved that hepatitis B virus 

(HBV) infection alters the  metastatic pattern and affects survival in colorectal cancer 

(CRC) and hepatocellular carcinoma (HCC), while the influence of HBV infection on 

metastatic pattern and survival in patients with pancreatic cancer (PC) has not been 

investigated yet. METHODS: We conducted an investigation to evaluate the impact of 

HBV infection on metastatic pattern and overall survival in PC. We collected the data of 

460 PC patients treated in our hospital from 1999 to 2010.  Serum HBV markers were 

tested with enzyme-linked immunosorbent assay. The impact  of HBV infection on 

metastatic pattern and overall survival was analyzed. RESULTS: We found that the 

incidence of synchronous liver metastasis was significantly higher in patients with 

HBsAg positive than those with HBsAg negative (46.0% vs 32.0%, P < 0.05), and 

higher in chronic HBV infection (CHB) group than both non HBV infection and resolved 

HBV infection group (61.1% vs 33.9%, P < 0.05, and 61.1% vs 28.7%, P < 0.05, 

respectively). What’s more, Kaplan-Meier analysis showed that CHB, resolved HBV 

infection and non HBV infection group had significant longer overall survival (OS) 

compared with inactive HBsAg carriers (IC) group (P=0.037, P=0.009, and P=0.019 

respectively).  But, in the multivariate analysis, only the CHB and non HBV infection 

group had significant better overall survival compared with IC group (P=0.010 and 

P=0.018 respectively). CONCLUSIONS: Our study found that HBV infection increased 

synchronous liver metastasis rate, and HBV infection status was an independent 

prognostic factor in PC patients. 
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RESUMEN / SUMMARY:  - Conditionally replication competent adenoviruses (Ads) that 

selectively replicate in cancer cells and simultaneously express a therapeutic cytokine, 

such as melanoma differentiation associated gene-7/Interleukin-24 (mda-7/IL-24), a 

Cancer Terminator Virus (CTV-M7), hold potential for treating human cancers. To 

enhance  the efficacy of the CTV-M7, we generated a chimeric Ad.5 and Ad.3 modified 

fiber  bipartite CTV (Ad.5/3-CTV-M7) that can infect tumor cells in a Coxsackie 

Adenovirus receptor (CAR) independent manner, while retaining high infectivity in 

cancer cells containing high CAR. Although mda-7/IL-24 displays broad-spectrum 

anticancer properties, pancreatic ductal adenocarcinoma (PDAC) cells display an 

intrinsic resistance to mda-7/IL-24-mediated killing due to an mda-7/IL-24 mRNA 

translational block. However, using a chemoprevention gene therapy (CGT) approach 
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with perillyl alcohol (POH) and a replication incompetent Ad to deliver mda-7/IL-24 

(Ad.mda-7) there is enhanced conversion of mda-7/IL-24 mRNA into protein resulting 

in pancreatic cancer cell death in vitro and in vivo in nude mice containing human 

PDAC xenografts. This combination synergistically induces mda-7/IL-24-mediated 

cancer-specific apoptosis by inhibiting anti-apoptotic Bcl-xL and Bcl-2 protein 

expression and inducing an endoplasmic reticulum (ER) stress response through 

induction of BiP/GRP-78, which is most evident in chimeric-modified non-replicating 

Ad.5/3-mda-7- and CTV-M7-infected PDAC cells. Moreover, Ad.5/3-CTV-M7 in 

combination with POH sensitizes therapy-resistant MIA  PaCa-2 cell lines over-

expressing either Bcl-2 or Bcl-xL to mda-7/IL-24-mediated  apoptosis. Ad.5/3-CTV-M7 

plus POH also exerts a significant antitumor ‘bystander’ effect in vivo suppressing both 

primary and distant site tumor growth, confirming therapeutic utility of Ad.5/3-CTV-M7 

plus POH in PDAC treatment, where all other  current treatment strategies in clinical 

settings show minimal efficacy. 
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RESUMEN / SUMMARY:  - Background: Noble metal nanoparticles such as gold 

nanoparticles can strongly absorb light in the visible region by inducing coherent 

collective oscillation of conduction band electrons in strong resonance with visible 

frequencies of light.  This phenomenon is frequently termed as surface plasmon 

resonance (SPR). Objectives: The main objective was to study the effects of laser 

photoactivated gold nanoparticles (by means of SPR) on human pancreatic cancer 

cells. Results: Gold nanoparticles obtained using standard wet chemical methods (with 

sodium borohydride as a reducing agent) underwent photoexcitation using 2w 808 nm 

laser  and further administered to 1.4E7 pancreatic cancer cell lines. Flow cytometry, 

transmission electron microscopy, phase contrast microscopy, quantitative proteomics 

and confocal microscopy combined with immunochemical staining were used to 

examine the interaction between photo excited gold nanoparticles and pancreatic 

cancer cells. Conclusion: The study shows that phonon-phonon interactions following 

laser photoexcitation of gold nanoparticles exhibit increased intracellular uptake, as 

well as mitochondrial swelling, closely followed by mitochondrial inner membrane 

permeabilization and depolarization. This unique data may represent a major step in 

mitochondria-targeted anticancer therapies using laser-activated gold nanoparticles. 
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RESUMEN / SUMMARY:  - Cystic fibrosis (CF) is an inherited disease with a defect in 

epithelial chloride transport that results in a multisystem disease. Although pulmonary 

disease remains the primary cause of morbidity and mortality, focal biliary cirrhosis and 

portal hypertension may develop in up to 8% of these patients. Liver transplantation 

(TX) is an accepted therapy and shows good results. We report on  a patient with cystic 

fibrosis homozygous for the most common CFTR mutation delta F 508 who received a 

combined heterotopic liver and pancreas transplantation at the age of 18 yr. He 

suffered from CFRD, which untypically required high doses of insulin. In addition, the 

patient had pulmonary complications, was chronically colonized with multiresistant 

Pseudomonas aeruginosa (MBL) and had an allergic bronchopulmonary aspergillosis 

(ABPA). The patient remained in stable health for  54 months post-TX and was able to 

live a nearly normal life. With a follow-up of  five yr, the function of the liver and 

pancreas allografts was excellent. However, and sadly, his pulmonary function 

continued to deteriorate from progression of his CF, and he died of respiratory failure 

due to a severe pneumonia and septicemia at the age of 23 yr and five months. 
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RESUMEN / SUMMARY:  - Evaluation of: Bidard FC, Huguet F, Louvet C et al. 

Circulating tumor cells in locally advanced pancreatic adenocarcinoma: the ancillary 

CirCe 07 study to the LAP 07 trial. Ann. Oncol. 24(8), 2057-2061 (2013). Circulating 

tumor cells (CTCs) may be shed from the primary tumor and lead to metastatic 

disease. This evaluated article reports on CTCs in locally advanced pancreatic cancer 

(LAPC). By assessing CTCs from peripheral blood prior to any treatment and after 2 

months of chemotherapy, 11% of patients had detectable CTCs. These patients had a 

poorer overall survival. With such low numbers of CTCs detected in LAPC patients, it is  

unclear whether CTCs can actually contribute toward tumor invasiveness and spread in 

such an aggressive cancer. Although this is a well-designed study, the small number of 
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patients with detectable CTCs means that the statistical power is not great enough to 

make firm conclusions. Therefore, this expensive assay needs further investigation 

before being used a prognostic marker in patients with LAPC. 
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RESUMEN / SUMMARY:  - Recent advances in human genomics and biotechnologies 

have profound impacts on medical research and clinical practice. Individual genomic 

information, including DNA sequences and gene expression profiles, can be used for 

prediction, prevention, diagnosis, and treatment for many complex diseases. 

Personalized medicine attempts to tailor medical care to individual patients by 

incorporating  their genomic information. In a case of pancreatic cancer, the fourth 

leading cause of cancer death in the United States, alteration in many genes as well as 

molecular profiles in blood, pancreas tissue, and pancreas juice has recently been 

discovered to be closely associated with tumorigenesis or prognosis of the cancer. This 

review aims to summarize recent advances of important genes, proteins, and 

microRNAs that play a critical role in the pathogenesis of pancreatic cancer, and to 

provide implications for personalized medicine in pancreatic cancer. 
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RESUMEN / SUMMARY:  - Abstract Objective. Widespread use of imaging procedures 

has promoted a higher identification of incidental pancreatic cysts (IPCs). However, 

little is known as to whether endoscopic ultrasound-guided fine-needle aspiration 

(EUS-FNA) could change the management strategy of patients having IPCs. This study 

has aimed to evaluate the management impact of EUS-FNA on IPCs. Material and 

methods. Patients with pancreatic cysts (PCs) who were referred to EUS-FNA were 
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recruited prospectively. The referring physicians were questioned about the 

management strategy for these patients before and after EUS-FNA. The impact of 

EUS-FNA on management was then evaluated. Results. A total of 302 PC patients 

were recruited. Of these, 159 (52.6%) patients had asymptomatic IPCs. The average 

size was 2.3 cm (range: 0.2-7.1 cm), and 110 patients having smaller than 3 cm sized 

cysts. Lesions were located in the pancreatic head in 96 (61%) cases, and most 

patients (94%) had only a single cyst. The final diagnoses, obtained by EUS-FNA (91) 

and surgery (68), were 93 (58%) benign lesions, 36 (23%) cysts with malignant 

potential, 14 (9%) noninvasive malignancies, 10 (6%) malignant precursor lesions 

(PanIN), and 6 (4%) invasive malignancies. Management strategy  changed 

significantly after EUS-FNA in 114 (71.7%) patients: 43% of the cases were referred to 

surgery, 44% of the patients were discharged from surveillance,  and 13% of the cases 

were given further periodical imaging tests. Conclusion. EUS-FNA has a management 

impact in almost 72% of IPCs, with a major influence on  the management strategy, 

either discharge rather than surgical resection or surgery rather than additional follow 

up. 
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RESUMEN / SUMMARY:  - Pancreatic cancer cell lines with mutated ras underwent an 

alternative form of cell death (aponecrosis) when treated concomitantly with clinically 

achievable concentrations of arsenic trioxide, ascorbic acid, and disulfiram (Antabuse; 

AAA). AAA’s major effects are mediated through generation of intracellular reactive 

oxygen species (ROS) and more than 50% decline in intracellular ATP. N-acetyl 

cysteine and a superoxide dismutase mimetic prevented aponecrosis and restored 

intracellular ATP levels. DIDS (4,4’-diisothiocyanatostilbene-2, 2’ disulfonic acid), the 

pan- Voltage-Dependent Anion Channel (VDAC), -1, 2, 3 inhibitor and short hairpin 

RNA (shRNA) to VDAC-1 blocked cell death and ROS accumulation. In vivo exposure 

of AAA led to a 62% reduction in mean tumor size and eliminated tumors in 30% of 

nude mice with PANC-1 xenografts. We concluded that early caspase-independent 

apoptosis was shifted to VDAC-mediated “targeted”  aponecrosis by the addition of 

disulfiram to arsenic trioxide and ascorbic acid.  Conceptually, this work represents a 
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paradigm shift where switching from apoptosis to aponecrosis death pathways, also 

known as targeted aponecrosis, could be utilized to selectively kill pancreatic cancer 

cells resistant to apoptosis. Mol Cancer Ther; 12(12); 1-12. ©2013 AACR. 
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RESUMEN / SUMMARY:  - Cancer of the pancreas is the second most frequent digestive 

cancer in the US, accounting for about 44,000 new cases per year. In Europe, it is the 

sixth most frequent cancer, accounting for 2.8% of cancers in men and 3.2% in women. 

With a  five-year survival of less than 10%, it is the fifth leading cause of cancer-related 

death. The majority of cases are diagnosed above the age of 65 and in about 60% of 

cases at an advanced stage, explaining that little improvement has been observed in 

survival over the past 30 years. Radical surgery offers the  only curative treatment of 

pancreatic cancer. Alternative or combined therapeutic options in particular consist of 

adjuvant or neoadjuvant chemotherapy, with or without radiotherapy. Palliative 

treatment for locally advanced disease may benefit patient’s health status and quality 

of life. Limitations in healthcare resources, burden of treatment, and uncertainty of the 

net clinical benefit of adjuvant therapy, underline the need to identify the cost-

effectiveness of different therapeutic approaches, as well as a need to establish patient 

groups who benefit most from these treatments. The present paper reviews cost-

effectiveness studies published on pancreatic cancer treatment. 
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RESUMEN / SUMMARY:  - gammadelta T cells play important roles in innate immunity 

against tumors and infections. Inhibitory effect of dihydroartemisinin on growth of 

cancer cells has been found in recent years. In this study, we investigated the effect of 

dihydroartemisinin on human gammadelta T cell proliferation by MTT assay and killing 

activity against pancreatic cancer cells SW1990, BxPC-3 and PANC-1 by LDH release 

assay in vitro. Intracellular molecule alterations were verified by flow  cytometry. The 

results suggested that appropriate concentration of dihydroartemisinin favored the 

expansion of gammadelta T cells and enhanced gammadelta T cell mediated killing 

activity against pancreatic cancer cells. Up-regulation of intracellular perforin, 

granzyme B expression and IFN-gamma production may be the important mechanism 

of dihydroartemisinin on increased antitumor activity of gammadelta T cells. 
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RESUMEN / SUMMARY:  - Preclinical evaluation of novel cancer agents requires models 

that accurately reflect the biology and molecular characteristics of human tumors. 

Molecular profiles of eight pancreatic ductal adenocarcinoma patient tumors were 

compared to corresponding passages of xenografts obtained by grafting tumor 

fragments into immunocompromised mice. Molecular characterization was performed 

by copy number analysis, gene expression and microRNA microarrays, mutation 

analysis, short tandem repeat (STR) profiling, and immunohistochemistry. Xenografts 

were found to be highly representative of their respective tumors, with a high degree of 

genetic stability observed by STR profiling and mutation analysis. Copy number 

variation (CNV) profiles of early and late xenograft passages were similar, with  

recurrent losses on chromosomes 1p, 3p, 4q, 6, 8p, 9, 10, 11q, 12p, 15q, 17, 18,  20p, 

and 21 and gains on 1q, 5p, 8q, 11q, 12q, 13q, 19q, and 20q. Pearson correlations of 

gene expression profiles of tumors and xenograft passages were above 0.88 for all 

models. Gene expression patterns between early and late passage xenografts were 

highly stable for each individual model. Changes observed in xenograft passages 

largely corresponded to human stromal compartment genes and inflammatory 

processes. While some differences exist between the primary tumors and 

corresponding xenografts, the molecular profiles remain stable after extensive 

passaging. Evidence for stability in molecular characteristics after several rounds of 

passaging lends confidence to clinical relevance and allows for expansion of models to 

generate the requisite number of animals required for cohorts used in drug screening 

and development studies. 
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RESUMEN / SUMMARY:  - INTRODUCTION: More effective therapies are required to 

improve survival of pancreatic cancer. Possible immunologic targets include tumour 

associated macrophages (TAMs), generally consisting of M1- and M2-macrophages. 

We have analysed the impact of TAMS on pancreatic cancer in a syngeneic orthotopic 

murine model. METHODS: 6606PDA murine pancreatic cancer cells were 

orthotopically injected into C57BL6 mice. Tumour growth was monitored using MRI. 

Macrophages were depleted by clodronate liposomes. Tumours including microvessel 

density were evaluated using immunohistochemistry, immunofluorescence and/or 

cytometric beads  assays. Naive macrophages were generated employing peritoneal 

macrophages. In vitro experiments included culturing of macrophages in tumour 

supernatants as well as tumour cells cultured in macrophage supernatants using 

arginase as well as Griess assays. RESULTS: Clodronate treatment depleted 

macrophages by 80% in livers (p = 0.0051) and by 60% in pancreatic tumours (p = 

0.0169). MRI revealed tumour growth inhibition from 221.8 mm(3) to 92.3 mm(3) (p = 

0.0216). Micro vessel densities were decreased by 44% (p = 0.0315). Yet, MCP-1-, IL-

4- and IL-10-levels within pancreatic tumours were unchanged. 6606PDA culture 

supernatants led to a shift from naive macrophages towards an M2-phenotype after  a 

36 h treatment (p < 0.0001), reducing M1-macrophages at the same time (p < 0.037). 

In vivo, M2-macrophages represented 85% of all TAMs (p < 0.0001). Finally, culture 

supernatants of M2-macrophages induced tumour growth in vitro by 63.2% (p = 

0.0034). CONCLUSIONS: This quid pro quo of tumour cells and M2-macrophages 

could serve as a new target for future immunotherapies that interrupt tumour promoting 

activities of TAMs and change the iNOS-arginase balance towards their tumoricidal 

capacities. 

 

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

[246] 

TÍTULO / TITLE:  - Involvement of microRNA-181b in the gemcitabine resistance of 

pancreatic cancer cells. 

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

REVISTA / JOURNAL:  - Pancreatology. 2013 Sep-Oct;13(5):517-23. doi: 

10.1016/j.pan.2013.06.007. Epub 2013 Jun 28. 

 ●● Enlace al texto completo (gratuito o de pago)  1016/j.pan.2013.06.007 

AUTORES / AUTHORS:  - Takiuchi D; Eguchi H; Nagano H; Iwagami Y; Tomimaru Y; 

Wada H; Kawamoto K; Kobayashi S; Marubashi S; Tanemura M; Mori M; Doki Y 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24075516&dopt=Abstract
http://dx.doi.org/10.1016/j.pan.2013.06.010
mailto:partecke@uni-greifswald.de
mailto:partecke@uni-greifswald.de
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24075517&dopt=Abstract
http://dx.doi.org/10.1016/j.pan.2013.06.007


INSTITUCIÓN / INSTITUTION:  - Department of Surgery, Graduate School of Medicine, 

Osaka University, 2-2 Yamadaoka, Suita, Osaka 565-0871, Japan. 

RESUMEN / SUMMARY:  - BACKGROUND/OBJECTIVES: MicroRNAs (miRs) have 

been shown to regulate the sensitivity to several chemotherapeutic agents in various 

types of cancers. MiR-181b is one of such regulators, yet its importance in pancreatic 

cancer is not determined so far. The aim of this study was to investigate the 

relationship  between microRNA (miR)-181b expression and gemcitabine resistance in 

pancreatic cancer cells. METHODS: The effects of overexpression or knockdown of 

miR-181b on  four pancreatic cancer cell lines exposed to gemcitabine were examined. 

The induction of apoptosis and the changes of the cylindromatosis (CYLD) protein 

were examined. Furthermore, the effect of small interference RNA for CYLD (siCYLD) 

on  cell viability and the relationship between CYLD and nuclear factor kappa B (NF-

kappaB) were investigated. RESULTS: The expression of miR-181b was higher in  

BxPC3, Panc1 and PSN1 cells compared with MiaPaCa2 cells. Pre-miR-181b 

transfection into MiaPaCa2 cells increased their gemcitabine resistance, whereas  anti-

miR-181b transfection into the other pancreatic cancer cell lines reduced their 

resistance to gemcitabine and led to the induction of apoptosis. The protein levels of 

CYLD were increased by anti-miR-181b in Panc1 and PSN1 cells. Inhibition of CYLD 

increased the NF-kappaB activity and gemcitabine resistance in Panc1 and PSN1 

cells. CONCLUSIONS: The present study demonstrated that miR-181b was associated 

with the resistance of pancreatic cancer cells to gemcitabine, and verified that miR-

181b enhances the activity of NF-kappaB by inhibiting CYLD, leading to the resistance 

to gemcitabine. Our results suggest that miR-181b is a  potential target for decreasing 

gemcitabine resistance. 
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RESUMEN / SUMMARY:  - The aim of this study was to investigate the expression of 

Nrf2, sulfiredoxin and DJ1 in pancreatic cancer. The expression of Nrf2, sulfiredoxin 

and DJ1 was studied immunohistochemically in a large set of pancreatic 

adenocarcinomas consisting of 103 cases. Eighty six percent of the cases showed 

cytoplasmic Nrf2  and 24% nuclear Nrf2 positivity. Sulfiredoxin positivity was observed 

in 54% and  DJ1 positivity in all cases. Nuclear Nrf2 positivity had an association with 

sulfiredoxin (p=0.019) and was associated with a poor survival (p=0.010). Stage IV 

tumors tended to have a more nuclear Nrf2 expression (p=0.080). DJ1 expression was 

more often found in well-differentiated tumors (p=0.012), and DJ1 expression  was 
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associated with better survival (p=0.020). According to the results, nuclear  Nrf2 

expression predicts a worse survival in pancreatic adenocarcinoma, which is  in 

keeping with its protection of cells against oxidative or xenobiotic stress. In accordance 

with Nrf2’s regulation of the synthesis of sulfiredoxin, there was  an association 

between them (p=0.019). DJ1 had no association with Nrf2, and its  expression 

predicted a better survival of patients. 
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RESUMEN / SUMMARY:  - BACKGROUND: The optimal surgical management of small 

nonfunctional pancreatic neuroendocrine tumors (NF-PNETs) remains controversial. 

We sought to identify (1) clinicopathologic factors associated with survival in NF-

PNETs and (2) preoperative tumor characteristics that can be used to determine which 

lesions require resection and lymph node (LN) harvest. METHODS: The records of all 

116 patients who underwent resection for NF-PNETs between 1989 and 2012 were 

reviewed retrospectively. Preoperative factors, operative data, pathology, surgical 

morbidity, and survival were analyzed. RESULTS: The overall 5- and 10-year survival 

rates were 83.9 and 72.8 %, respectively. Negative LNs (p = 0.005), G1 or G2 

histology (p = 0.033), and age <60 years (p = 0.002) correlated with better survival on 

multivariate analysis. The 10-year survival rate was 86.6 % for LN-negative patients (n 

= 73) and 34.1 % for LN-positive patients (n = 32). Tumor size >/=2 cm on preoperative 

imaging predicted nodal positivity with a sensitivity of 93.8 %. Positive LNs were found 

in 38.5 % of tumors >/=2 cm compared to only 7.4 % of tumors <2 cm. 

CONCLUSIONS: LN status, a marker of systemic disease, was a highly significant 

predictor of survival in this series.  Tumor size on preoperative imaging was predictive 

of nodal disease. Thus, it is reasonable to consider parenchyma-sparing resection or 

even close observation for NF-PNETs <2 cm. 
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RESUMEN / SUMMARY:  - Endoscopic therapy has become an essential component in 

the management of postpancreatitis complications, such as infected and/or 

symptomatic pancreatic pseudocysts and walled-off necrosis. However, although there 

have been 2 recent randomized, controlled trials performed, a general lack of 

comparative effectiveness data regarding the timing, indications, and outcomes of 

these procedures has been a barrier to the development of practice standards for 

therapeutic endoscopists managing these issues. This article reviews the available 

data and expert consensus regarding indications for endoscopic intervention, timing of 

procedures, endoscopic technique, periprocedural considerations, and complications. 
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RESUMEN / SUMMARY:  - BACKGROUND: Identification of molecular markers in 

pancreatic adenocarcinoma (PA) has the potential to guide targeted therapy. The 

objective of this study is to determine the prognostic significance of epidermal growth 

factor receptor (EGFR)  expression (membrane and cytoplasmic) in resected PA and 

its correlation with lymph node metastasis and survival. METHODS: EGFR 

overexpression was determined by immunohistochemistry, and the pattern of 

expression was compared between the primary tumour, adjacent normal pancreas and 

involved lymph nodes. RESULTS: A total of 88 patients had curative resection. No 

difference was found in mEGFR overexpression between tumoural and metastatic 

nodal tissues (P = 0.28). Median overall survival time was 22.9 months. Overall 

cumulative 1-, 3- and 5-year survival was 48%, 20% and 18%, respectively. In positive 

mEGFR tumour expression, survival was 46% at 1 year, 8% at 3 years and 0% at 5 

years (P < 0.05). Univariate analysis showed that male gender, portal vein (PV) 

resection, perineural, lymphovascular and peri-pancreatic invasion, positive margins 

and positive mEGFR expression in tumour tissue had worse survival. Multivariate 

analysis showed that male gender, PV resection, vascular and perineural invasion  

remained independent predictors of poor survival. CONCLUSION: Positive mEGFR 

overexpression is associated with decreased survival; however, it is not an 

independent prognostic factor. 
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RESUMEN / SUMMARY:  - BACKGROUND: The carbohydrate alterations in 

sialoglycoproteins and sialoglycolipids cause the high serum concentration of sialic 

acid in many types  of cancers. The aim of this study was to evaluate the diagnostic 

accuracy of total sialic acid (TSA), lipid-bound sialic acid (LSA), and free sialic acid 

(FSA) in patients with primary pancreatic cancers. METHODS: TSA and LSA 

concentrations in the sera of 42 patients were measured by the enzymatic and FSA  by 

the thiobarbituric method. RESULTS: The mean levels of TSA, LSA, and FSA in the 

sera of patients with pancreatic cancers were significantly higher than in controls. 

Taking into consideration the size and the location of the tumors, regional lymph node 

and distant metastases, there were no differences in TSA, FSA, and CA 19-9 levels. 

However, the location of tumors in the pancreas affects  LSA levels. The sialic acids, 

contrary to CA 19-9, are not useful tools in the differential diagnosis of tumors and non-

malignant diseases of the pancreas. LSA  has the highest sensitivity, negative 

predictive value, accuracy, and the ability to discriminate cancer patients from healthy 

controls. The diagnostic power of LSA is similar to CA 19-9. CONCLUSIONS: We 

suggest that LSA can be useful in the  diagnosis and evaluation of the tumor location in 

patients with primary pancreatic cancers. 
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RESUMEN / SUMMARY:  - BACKGROUND AND AIMS: Pancreatic cancer is among the 

most dismal of human malignancies. There are no chemopreventive strategies for 

pancreatic cancer or its precursor lesions, pancreatic intraepithelial neoplasia (PanINs). 

Recent evidence suggests that statins have potential chemopreventive abilities. In this  

study, we used a genetically engineered mouse model of pancreatic cancer to evaluate 

the chemopreventive potential of this drug. METHODS: Simvastatin was injected i.p. in 

LsL-Kras(G12D); Pdx1-Cre or LsL-Kras(G12D);LsL-Trp53(R172H);Pdx1-Cre mice. 

After five months, animals were sacrificed. The effect of simvastatin was evaluated by 

histopathological analyses, immunostaining, and real-time PCR. RESULTS: After five 

months of treatment, simvastatin was able to significantly delay progression of 

mPanINs in  LsL-Kras(G12D); Pdx1-Cre mice. Furthermore, formation of invasive 

pancreatic cancer in LsL-Kras(G12D); LsL-Trp53(R172H); Pdx1-Cre transgenic mice 
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was partially inhibited by simvastatin. Invasive murine pancreatic cancer was identified 

in 9 of 12 (75%) LsL-Kras(G12D); LsL-Trp53(R172H);Pdx1-Cre untreated control mice. 

In contrast, transgenic mice treated with Simvastatin, only 4 out of 10 (40%, p = 0.004) 

developed murine pancreatic cancer during the study. Using real-time PCR we found a 

significant up-regulation of Hmgcr as sign of blocking HMG-CoA reductase, a key 

enzyme in the cholesterol biosynthesis. This shows our ability to achieve effective 

pharmacologic levels of simvastatin during pancreatic cancer formation in vivo. 

CONCLUSION: Using a transgenic mouse model that recapitulates human pancreatic 

cancer, this study provides first evidence that simvastatin is an effective 

chemopreventive agent by delaying the progression of PanINs and partially inhibit the 

formation of murine pancreatic cancer. 
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RESUMEN / SUMMARY:  - BACKGROUND: Venous resection may be required to 

achieve complete resection of pancreatic cancers. We assessed the ability of 

radiographic criteria to predict the need for superior mesenteric-portal vein (SMV-PV) 

resection and the presence  of histologic vein invasion. METHODS: All patients who 

underwent pancreaticoduodenectomy from 2004 to 2011 at the authors’ institution were 

identified. Preoperative pancreatic protocol CT images were re-reviewed to 

characterize the extent of tumor-vein circumferential interface (TVI) as demonstrating 

no interface, </=180 degrees of vessel circumference, >180 degrees  of vessel 

circumference, or occlusion. Findings were correlated with the need for venous 

resection, histologic venous invasion, and survival. RESULTS: A total of 254 patients 

underwent pancreaticoduodenectomy and met inclusion criteria; 98 (39.6 %) required 

SMV-PV resection. In our cohort, 76.4 % of patients received neoadjuvant 

chemoradiation. The TVI classification system predicted with fair accuracy both the 

need for SMV-PV resection at the time of surgery and histologic invasion of the vein. In 

particular, 89.5 % of patients with TVI >180 degrees or  occlusion required SMV-PV 

resection. Of those, 82.4 % had documented histologic SMV-PV invasion. TVI </=180 

degrees was associated with favorable overall survival compared to a greater 

circumferential interface. CONCLUSIONS: A tomographic classification of the tumor-

SMV-PV interface can predict the need for venous resection, pathologic venous 

involvement, and survival. To assist in treatment planning, a standardized assessment 

of this anatomic relationship should be routinely performed. 
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RESUMEN / SUMMARY:  - BACKGROUND: Long-term survival after resection for 

pancreas carcinoma has rarely  been reported. Factors influencing long-term survival 

are still under debate. The aim of this study was to define predictors for long-term 

survival. METHODS: Between 1972 and 2004, a total of 415 patients underwent 

resection. Data were collected in a prospective data base. Data of 360 patients were 

available for further analysis in 2011. All specimens of long-term survivors were 

histologically reviewed. RESULTS: Long-term survivors (n = 69) had a median survival 

of 91 months. Pathological re-evaluation of all specimens re-confirmed the diagnosis. 

Predictive factors for long-term survival in univariate analysis were no preoperative 

biliary stent, low CA 19-9 level, lack of blood transfusion, R0 resection, tumour 

diameter, and -grading, absence of lymph node or distant metastases, lymphangiosis, 

and perineural infiltration. Adjuvant chemotherapy showed a significant influence on 

overall survival but not on long-term survival. In multivariate analysis, lymph node ratio 

and volume of blood transfusion were predictors of long-term survival. CONCLUSION: 

Nearly 20 % of patients with pancreas carcinoma who undergo surgical resection have 

a chance of long-term survival. Survival beyond 5 years is predicted by clinical and 

tumour-specific factors. Adjuvant chemotherapy might prolong overall survival but is, 

according to these results, unable to contribute to long-term survival. There is still a risk 

of recurrence after a 5- or even a 12-year mark. Survival beyond 5 or even 12 years, 

therefore, does not assure cure. 
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RESUMEN / SUMMARY:  - BACKGROUND: The aim of this study was to analyse 

retrospectively the long-term results of patients who were operated for adenocarcinoma 

of the pancreatic head and identify significant prognostic factors. METHODS: Eighty 

patients who were surgically treated for adenocarcinoma of the pancreatic head 
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between 1995 and 2006 met the inclusion criteria and were subject to retrospective 

analysis. Possible prognostic factors were evaluated and independent predictors of 

survival were determined. RESULTS: A classic Whipple procedure was performed in 

47 patients and a pylorus-preserving pancreatoduodenectomy in 32 patients; one 

patient underwent total pancreatectomy. Five-year survival rate in this group of  

patients was 13.6%. Median survival time was 24 months. Univariable analysis 

demonstrated stage of disease, tumour size and grade and nodal status as significant 

predictive factors of survival. Multivariable analysis indicated tumour size, nodal status 

and disease stage as significant prognostic indicators  in terms of survival. 

CONCLUSIONS: Long-term survival in pancreatic cancer is still very low. Prognostic 

factors include differentiation of the tumour, disease stage and nodal status. So far, 

there has been no reliable method that can accurately predict which patient will mostly 

benefit from surgical resection. This means that pancreatic cancer resection should 

nearly always be attempted. 
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RESUMEN / SUMMARY:  - OBJECTIVES: Pancreatic cancer (PC) is one of the most 

lethal tumors of the gastrointestinal tract. The ability to predict which patients would 

benefit most  from surgical intervention and chemotherapy would be a great clinical 

tool. A large number of potential markers have been identified lately in pancreatic 

cancer and their clinical utilities as prognostic tools are under investigation.  

METHODS: We recruited 41 patients who had undergone radical surgical resection for 

PC between 2003 and 2010. To investigate the prognostic factors, we evaluated 3 

possible markers: B7H4, HSP27 and DJ-1 protein expressions in the tissue specimens 

of these 41 patients by immunohistochemistry and analyzed the clinical  and 

pathological features of these specimens. RESULTS: The expression of the three 

antigens was independently associated with a negative impact of chemotherapy with 

gemcitabine on patient’s survival. Moreover, patients who overexpressed B7H4 had 

worse prognosis than the ones who did not. CONCLUSIONS: B7H4, DJ-1 and HSP27 

may be used in the future as prognostic markers that express resistance of pancreatic 

cancer patients to chemotherapy with gemcitabine. 
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RESUMEN / SUMMARY:  - BACKGROUND/OBJECTIVES: Morphological types and 

mucin protein expressions classify intraductal papillary mucinous neoplasms (IPMNs). 

Main duct (MD)-IPMN mostly consists of intestinal type (I-type), which expresses 

MUC2. Branch duct (BD)-IPMN mostly consists of gastric type (G-type), which does not 

express MUC2. However, the definition of mixed-type IPMN has yet to be clarified and 

it contains various histological types. The aim of this study was to investigate the 

relationship between MUC2 expression and the presence of high-grade dysplasia 

(HGD) and invasive carcinoma, especially in mixed-type IPMN. METHODS: This 

retrospective study included 101 consecutive patients with surgically resected IPMNs 

between April 2001 and October 2012. All patients were morphologically classified into 

four distinct types (I-type, G-type, PB-type: pancreatobilliary, O-type: oncocytic) and 

immunohistochemical reactivity of various anti-mucin antibodies were investigated. 

RESULTS: According to the classification of the 2012 international guidelines, the 

numbers (and histomorphological types: I/G/PB/O) of MD, mixed-type, and BD-IPMNs 

were 16 (12/4/0/0), 45 (16/28/1/0), and 40 (0/38/1/1). Prevalence of MUC2 expression 

in MD, mixed-type, and BD-IPMNs were 75% (12/16), 36% (16/45), and 0% (0/40). In 

mixed-type IPMN, the prevalence of HGD and/or invasive carcinoma in MUC2-positive 

IPMN was significantly higher than that of MUC2-negative IPMN (HGD + invasive 

carcinoma: 88% vs. 38%, p = 0.0017; invasive carcinoma: 50% vs. 21%, p = 0.042). 

Multivariate analysis showed that MUC2 expression is an independent predictive factor 

of HGD and invasive carcinoma in mixed IPMN (odds ratio 14.6, 95% CI 2.5-87.4, p = 

0.003). CONCLUSIONS: In mixed-type IPMN, MUC2 expression clearly identified HGD 

and invasive carcinoma and may provide most appropriate surgical indication. 
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RESUMEN / SUMMARY:  - Background: Solid pseudopapillary tumor (SPT) of the 

pancreas, also known as Franz tumor, Hamoudie tumor, solid-cystic-papillary epithelial 

neoplasm, or solid and cystic tumor, is a neoplasm of transitory (potential) malignancy, 

seen predominantly in young women. Case Report: This report presents a female 

patient  treated for a solid pseudopapillary tumor of the pancreas with hepatic 

metastases. The tumor was first diagnosed in 2006. Non-specific abdominal pain was 

the first presenting symptom. The patient underwent distal pancreatic resection and 

splenectomy in July 2006. Multifocal metastatic disease seen at surgery precluded 

radical resection. Following definitive pathology confirmation  and the exclusion of 

extrahepatic metastases, the patient was referred to our transplant centre 18 months 

after pancreatic surgery, to be considered for orthotopic liver transplantation (OLTx). 

The extent of the disease was once again evaluated by imaging studies, followed by 

exploratory laparotomy. The patient underwent cadaveric liver transplantation in March 

2008, with triple immunosuppression (tacrolimus, MMF, and steroids) following surgery. 

Presently, more than 5 years post-transplant, the patient has no signs of recurrent 

neoplasmatic disease. Conclusions: This is the first liver transplantation for a  

metastatic pancreatic pseudopapillary tumor in Poland, with the longest follow-up 

period described in the literature. Follow-up suggests a cautiously optimistic prognosis 

despite primary unresectability of hepatic metastases and the necessity for 

immunosuppressive therapy. 
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RESUMEN / SUMMARY:  - The protein MENIN is the product of the multiple endocrine 

neoplasia type I (MEN1) gene. Altered MENIN expression is one of the few events that 

are clearly associated with foregut neuroendocrine tumours (NETs), classical 

oncogenes or tumour suppressors being not involved. One of the current challenges is 

to understand how alteration of MENIN expression contributes to the development of 

these tumours. We hypothesised that MENIN might regulate factors maintaining 

endocrine-differentiated functions. We chose the insulinoma model, a paradigmatic 

example of well-differentiated pancreatic NETs, to study whether MENIN interferes with 
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the expression of v-MAF musculoaponeurotic fibrosarcoma oncogene homologue A 

(MAFA), a master glucose-dependent transcription factor in differentiated beta-cells. 

Immunohistochemical analysis of a series of human insulinomas revealed a correlated 

decrease in both MENIN and MAFA. Decreased MAFA expression  resulting from 

targeted Men1 ablation was also consistently observed in mouse insulinomas. In vitro 

analyses using insulinoma cell lines showed that MENIN regulated MAFA protein and 

mRNA levels, and bound to Mafa promoter sequences. MENIN knockdown 

concomitantly decreased mRNA expression of both Mafa and beta-cell differentiation 

markers (Ins1/2, Gck, Slc2a2 and Pdx1) and, in parallel, increased the proliferation rate 

of tumours as measured by bromodeoxyuridine incorporation. Interestingly, MAFA 

knockdown alone also increased proliferation rate but did not affect the expression of 

candidate proliferation genes regulated by MENIN. Finally, MENIN variants with 

missense mutations detected in patients with MEN1 lost the WT MENIN properties to 

regulate MAFA. Together, our findings unveil a previously unsuspected MENIN/MAFA 

connection regarding control of the beta-cell differentiation/proliferation balance, which 

could contribute to tumorigenesis. 
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RESUMEN / SUMMARY:  - PURPOSE: This study aims to assess outcomes and 

characteristics associated with resection of metastatic renal cell carcinoma (mRCC) to 

the pancreas. MATERIALS AND METHODS: From April 1989 to July 2012, a total of 

42 patients underwent resection of pancreatic mRCC at our institution. We 

retrospectively reviewed records from a prospectively managed database and analyzed 

patient demographics,  comorbidities, perioperative outcomes, and overall survival. 

Cox proportional hazards models were used to evaluate the association between 

patient-specific factors and overall survival. RESULTS: The mean time from resection 

of the primary tumor to reoperation for pancreatic mRCC was 11.2 years (range, 0-28.0 

years). In total, 17 patients underwent pancreaticoduodenectomy, 16 underwent distal 

pancreatectomy, and 9 underwent total pancreatectomy. Perioperative complications 

occurred in 18 (42.9 %) patients; there were two (4.8 %) perioperative mortalities. After 

pancreatic resection, the median follow-up was 7.0 years (0.1-23.2 years), and median 

survival was 5.5 years (range, 0.4-21.9).  The overall 5-year survival was 51.8 %. On 

univariate analysis, vascular invasion (hazard ratio, 5.15; p = 0.005) was significantly 

associated with increased risk  of death. CONCLUSIONS: Pancreatic resection of 

mRCC can be safely achieved in the majority of cases and is associated with long-term 

survival. Specific pathological factors may predict which patients will benefit most from 

resection. 
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RESUMEN / SUMMARY:  - PURPOSE: Total pancreatectomy (TP) eliminates the risk 

and morbidity of pancreatic leak after pancreaticoduodenectomy (PD). However, TP is 

a more extensive procedure with guaranteed endocrine and exocrine insufficiency. 

Previous studies conflict on the net benefit of TP. METHODOLOGY: A comparison of  

patients undergoing non-emergent, curative-intent TP or PD for pancreatic neoplasia 

using the National Surgical Quality Improvement Project data from 2005-2011 was 

done. Main outcome measures were mortality and major and minor morbidities. 

RESULTS: Of the 6,314 (97 %) who underwent PD and the 198 (3 %) who  underwent 

TP, malignancy was present in 84 % of patients. The two groups were comparable at 

baseline. Mortality was higher after TP (6.1 %) than DP (3.1 %), p  = 0.02. Adjusting for 

differences on multivariable analysis, TP carried increased mortality (OR 2.64, 95 % CI 

1.3-5.2, p = 0.005). TP was also associated with increased rates of major morbidity (38 

vs. 30 %, p = 0.02) and blood transfusion  (16 vs. 10 %, p = 0.01). Infectious and septic 

complications occurred equally in  both groups. CONCLUSION: The morbidity of a 

pancreatic fistula can be eliminated  by TP. However, based on our findings, TP is 

associated with increased major morbidity and mortality. TP cannot be routinely 

recommended for to reduce perioperative morbidity when pancreaticoduodenectomy is 

an appropriate surgical option. 
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RESUMEN / SUMMARY:  - BACKGROUND: The prognostic role of lymph nodes 

metastasis in pancreatic neuroendocrine tumours is unclear. METHODS: Retrospective 

study of 53 patients who underwent a curative standard resection for pancreatic 
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neuroendocrine tumours. The endpoint was to define the role of the lymph nodes ratio 

in recurrence after curative surgery. The following data were considered as possible 

factors for predicting the risk of recurrence: gender, age, presence of symptoms, 

hormonal status, site of tumours, type of resection, size of the tumours, radical 

resection, pathological T, N and M stage, the Ki67 index, the number of lymph nodes 

harvested, the number of metastatic lymph nodes and the lymph node ratio. 

Recurrence rate and time of recurrence were evaluated. RESULTS: Twelve (26.4%) 

patients developed a recurrence with a median time of 42.8 (1-305) months. At 

multivariate analysis, the only factors related to recurrence were: size of lesions (HR 

1.1, C.I. 95% 1.0-1.1, P = 0.011), Ki67 >/= 5% (HR 3.6, C.I. 95% 1.3-10, P = 0.014) 

and LNR > 0.07 (HR 5.2, C.I. 95% 1.1-25, P = 0.045). CONCLUSIONS: Our study 

confirmed that the lymph nodes ratio played an important role in the recurrence rate 

and suggested that a low number of metastatic lymph nodes reduced the disease free 

survival. 
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RESUMEN / SUMMARY:  - BACKGROUND: Transpapillary biliary biopsy (TBB) is a 

simple endoscopic technique  that can be performed during an initial biliary drainage 

session. This procedure  has the potential to reduce the load of another tissue 

sampling in cases of pancreatic head cancer (PHC) with biliary stricture. The aim of 

this study is to  identify factors associated with a positive outcome using TBB for PHC. 

METHODS: In total, 130 cases that underwent TBB for investigation of distal biliary 

stricture were included [62 cases of PHC, 36 cases of distal biliary cancer (DBC), and 

32 cases of benign biliary stricture (BBS)]. Factors affecting the diagnostic efficiency of 

TBB were determined using univariate and multivariate logistic analyses. RESULTS: 

Cancer tissue was obtained in 31 cases (50%) of PHC and 33 cases (91.7%) of DBC. 

Multivariable analysis showed that >==10 mg/dl of serum bilirubin level (odds ratio 

[OR]: 5.58; 95% confidence interval [CI]: 1.29-28.20; P = 0.021) and >==3 tissue 

samplings (OR: 3.59; 95% CI: 1.02-14.27, P = 0.046) were independent factors 

affecting cancer-positive rate in cases of PHC. In >90% of resected cases of PHC, 

cancer involved the left side of the biliary mucosa and the range of cancer invasion 

(>==2/3 of circumference of biliary mucosa) was also a significant factor (P = 0.001). 

CONCLUSIONS: PHC showing high  level of serum bilirubin (>10 mg/dl) and high 

circumferential proportion of bile  duct invasion (>2/3 judging from MDCT) is a good 

indication for biliary biopsy. Targeting the left-side wall and >==3 tissue samplings will 

lead to the higher sensitivity. 
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RESUMEN / SUMMARY:  - Inactivation of the retinoblastoma (Rb) tumor suppressor 

protein is widespread in human cancers. Inactivation of Rb is thought to be initiated by 

association with  Raf-1 (C-Raf) kinase, and here we determined how RRD-251, a 

disruptor of the Rb-Raf-1 interaction, affects pancreatic tumor progression. Assessment 

of phospho-Rb levels in resected human pancreatic tumor specimens by 

immunohistochemistry (n = 95) showed that increased Rb phosphorylation correlated 

with increasing grade of resected human pancreatic adenocarcinomas (P = 0.0272),  

which correlated with reduced overall patient survival (P = 0.0186). To define the 

antitumor effects of RRD-251 (50 mumol/L), cell-cycle analyses, senescence, cell 

viability, cell migration, anchorage-independent growth, angiogenic tubule formation 

and invasion assays were conducted on gemcitabine-sensitive and -resistant 

pancreatic cancer cells. RRD-251 prevented S-phase entry, induced senescence and 

apoptosis, and inhibited anchorage-independent growth and invasion (P < 0.01). Drug 

efficacy on subcutaneous and orthotopic xenograft models was tested by 

intraperitoneal injections of RRD-251 (50 mg/kg) alone or in combination with 

gemcitabine (250 mg/kg). RRD-251 significantly reduced tumor growth in vivo 

accompanied by reduced Rb phosphorylation and lymph node and liver metastasis (P 

< 0.01). Combination of RRD-251 with gemcitabine showed cooperative effect on 

tumor growth (P < 0.01). In conclusion, disruption of the Rb-Raf-1 interaction 

significantly reduces the malignant properties of pancreatic cancer cells irrespective of 

their gemcitabine sensitivity. Selective targeting of Rb-Raf-1 interaction might be a 

promising strategy targeting pancreatic cancer. Mol Cancer Ther; 12(12); 1-13. ©2013 

AACR. 
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RESUMEN / SUMMARY:  - Most solid tumors, including pancreatic ductal 

adenocarcinoma (PDAC), exhibit structural and numerical chromosome instability 

(CIN). While often implicated as  a driver of tumor progression and drug resistance, 

CIN also reduces cell fitness  and poses a vulnerability which can be exploited 

therapeutically. The spindle assembly checkpoint (SAC) ensures correct chromosome-

microtubule attachment, thereby minimizing chromosome segregation errors. Many 

tumors exhibit up-regulation of SAC components such as MPS1, which may help 

contain CIN within survivable limits. Prior studies showed that MPS1 inhibition with the 

small molecule, NMS-P715, limits tumor growth in xenograft models. In cancer cell 

lines, NMS-P715 causes cell death associated with impaired SAC function and 

increased chromosome mis-segregation. While normal cells appeared more resistant, 

effects on stem cells, which are the dose-limiting toxicity of most chemotherapeutics, 

were not examined. Elevated expression of 70 genes (CIN70), including MPS1, 

provides a surrogate measure of CIN and predicts poor patient survival in multiple 

tumor types. Our new findings show that the degree of CIN70  up-regulation varies 

considerably among PDAC tumors, with higher CIN70 gene expression predictive of 

poor outcome. We identified a 25 gene subset (PDAC CIN25) whose over-expression 

was most strongly correlated with poor survival and  included MPS1. In vitro, growth of 

human and murine PDAC cells is inhibited by NMS-P715 treatment, whereas adipose-

derived human mesenchymal stem cells are relatively resistant and maintain 

chromosome stability upon exposure to NMS-P715. These studies suggest that NMS-

P715 could have a favorable therapeutic index and  warrant further investigation of 

MPS1 inhibition as a new PDAC treatment strategy. 
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RESUMEN / SUMMARY:  - In the present study, proteomic analysis was performed to 

discover combinational  molecular targets for therapy and chemoresistance by 

comparing differential protein expression from Panc-1 cells treated with FDA-approved 

drugs such as sunitinib, imatinib mesylate, dasatinib, and PD184352. A total of 4041 

proteins were identified in the combined data from all of the treatment groups by nano-

electrospray ultra-performance LC and MS/MS analysis. Most of the proteins with 

significant changes are involved in apoptosis, cytoskeletal remodeling, and  epithelial-

to-mesenchymal transition. These processes are associated with increased 

chemoresistance and progression of pancreatic cancer. Among the differentially 

expressed proteins, heme oxygenase-1 (HO-1) was found in the sunitinib and imatinib 
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mesylate treatment groups, which possibly acts as a specific target for synthetic 

lethality in combinational treatment. HO-1 was found to play a key role in sensitizing 

the chemoresistant Panc-1 cell line to drug therapy. Viability was significantly 

decreased in Panc-1 cells cotreated with sunitinib and imatinib mesylate at low doses, 

compared to those treated with sunitinib or imatinib mesylate alone. The results 

suggest that induction of chemosensitization by manipulating specific molecular targets 

can potentiate synergistic chemotherapeutic effects at lower, better tolerated doses, 

and in turn reduce the toxicity of multidrug treatment of pancreatic cancer. 
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RESUMEN / SUMMARY:  - BACKGROUND/OBJECTIVES: Ductal adenocarcinoma in 

the head of the pancreas (PDAC) is usually unresectable at the time of diagnosis due 

to the involvement of the peripancreatic vessels. Various preoperative classification 

algorithms have been  developed to describe the relationship of the tumor to these 

vessels, but most of them lack a surgically based approach. We present a CT-based 

classification algorithm for PDAC based on surgical resectability principles with a focus 

on interobserver variability. METHODS: Thirty patients with PDAC undergoing 

pancreaticoduodenectomy were examined by using a standard CT protocol. Nine 

radiologists, representing three different levels of expertise, evaluated the CT  

examinations and the tumors were classified into four categories (A-D) according  to 

the proposed system. For the interobserver agreement, the Intraclass Correlation 

Coefficient (ICC) was estimated. RESULTS: The overall ICC was 0.94 and the ICCs 

among the trainees, experienced radiologists, and experts were 0.85, 0.76, and 0.92, 

respectively. All tumors classified as category A1 showed no signs of vascular invasion 

at surgery. In category A2, 40% of the tumors had corresponding infiltration and 

required resection of the superior mesenteric vein/portal vein (SMV/PV). One of two 

tumors in category B2 and two of three in category C required SMV/PV resection. All 

six patients in category D had both arterial and venous involvement. CONCLUSION: 

There is almost perfect agreement among radiologists with different levels of expertise 

in regards to the local staging of PDAC. For tumors in a more advanced preoperative 

category, an increased risk for vascular involvement was noticed at surgery. 
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RESUMEN / SUMMARY:  - OBJECTIVE: Differential diagnosis between benign and 

potentially malignant cystic pancreatic lesions may be difficult. Previously we have 

compared cyst fluid serine protease inhibitor Kazal type I (SPINK1) with some 

traditionally used tumour markers (amylase, CEA, Ca19-9) and found that it may be a 

new promising maker in the differential diagnosis of cystic pancreatic lesions. In the 

present  study, we focused on cyst fluid SPINK1 levels in benign and potentially 

malignant cystic pancreatic lesions. DESIGN: Sixty-one patients operated on for cystic 

pancreatic lesion in Tampere University Hospital, Finland and in Verona University 

Hospital, Italy, were included. Cyst fluid was aspirated during surgery, stored at -70 

degrees C, and analysed with immunofluorometric assay for  SPINK1. The final 

diagnosis was acute pancreatitis with fluid collection (Acute FC) in 4 patients, chronic 

pseudocyst (PS) in 17 patients, serous cystadenoma (SCA) in 7 patients, mucinous 

cystadenoma (MCA) in 21 patients and intraductal papillary-mucinous neoplasm 
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(IPMN) in 12 patients (9 main/mixed duct type and 3 branch duct type). RESULTS: The 

acute FC patients had high SPINK1 levels. Among chronic cysts, SPINK1 levels were 

significantly higher in patients with potentially malignant cysts (main/mixed duct IPMN 

and MCA) than with benign cysts (side branch IPMN and SCA), (median and range, 

[480 (13-3602) vs. 18 (0.1-278) mug/L]; p < 0.0001). In the subcohort of 24 patients 

with <3 cm chronic cyst, cyst fluid SPINK 1 levels were significantly lower in SCA or 

side branch IPMN (3  [2-116] mug/L) than in main duct IPMN or MCA (638 [66-3602] 

mug/L; p = 0.018). The best sensitivity and specificity to differentiate any size MCA or 

main/mixed  type IPMN from SCA or side branch IPMN were 85% and 84% (AUC 0.94; 

cut-off value  118 mug/L). The best sensitivity and specificity to differentiate <3 cm 

MCA or main duct IPMN from SCA or side branch IPMN were 93% and 89% (AUC 

0.98; cut-off value 146 mug/L). CONCLUSIONS: Cyst fluid SPINK1 may be a possible 

marker in the  differential diagnosis of benign and potentially malignant cystic 

pancreatic lesions. 
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RESUMEN / SUMMARY:  - The high prevalence of KRAS mutations and importance of 

the RalGEF-Ral pathway downstream of activated K-Ras in pancreatic ductal 

adenocarcinoma (PDAC) emphasize the importance of identifying novel methods by 

which to therapeutically target these pathways. It was recently demonstrated that 

phosphorylation of RalA  S194 by Aurora A kinase is critical for PDAC tumorigenesis. 

We sought to evaluate the Aurora A kinase-selective inhibitor MLN8237 as a potential 

indirect anti-RalA targeted therapy for PDAC. We utilized a site-specific phospho-S194 

RalA antibody and determined that RalA S194 phosphorylation levels were elevated in 

a subset of PDAC cell lines and human tumors relative to unmatched normal controls. 

Effects of MLN8237 on anchorage-independent growth in PDAC cell lines and growth 

of patient-derived xenografts (PDX) were variable, with a subset of cell lines and PDX 

showing sensitivity. Surprisingly, RalA S194 phosphorylation levels in PDAC cell lines 

or PDX tumors did not correlate with MLN8237 responsiveness. However,  we 

identified Ki67 as a possible early predictive biomarker for response to MLN8237 in 

PDAC. These results indicate that MLN8237 treatment may be effective for a subset of 

PDAC patients independent of RalA S194 phosphorylation. Ki67 may  be an effective 

pharmacodynamic biomarker to identify response early in the course of treatment. 
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RESUMEN / SUMMARY:  - BACKGROUND: The aim of this study was to examine the 

relationships between cytokines, depression, and pancreatic cancer. METHOD: A total 

of 75 individuals were recruited from two New York City hospitals (a cancer center and 

a psychiatric hospital) and composed of four subgroups: patients with adenocarcinoma 

of the pancreas who did (n = 17) and did not (n = 26) have a diagnosis of Major 

Depressive Episode (MDE), and healthy participants with (n = 7) and without (n = 25) 

MDE. All individuals completed a battery of self-report measures. Sera was assayed 

using Meso Scale Discovery techniques to measure the following pro-inflammatory and 

anti-inflammatory cytokines: IL-1beta, IL-2, IL-3, IL-4, IL-5, IL-6, IL-10, IL-12p70, IFN-

gamma, TGF-beta, and TNF-alpha; we also calculated the IL-2/IL-4 ratio. RESULTS: 

Pancreatic cancer patients had significantly higher levels of IL-6 and IL-10 and 

significantly lower TGF-beta levels than healthy participants. When the sample was 

divided into those with and without MDE, the groups only differed with regard to serum 

IL-6 levels. No significant cancer and depression interaction effect was observed. 

Severity of depressive symptoms was also significantly correlated with IL-6, rs = 0.28 

and p  = 0.02, whereas hopelessness was associated with IFN-alpha, rs = 0.34 and p = 

0.006. Pain, fatigue, and sleep disturbance were associated with several of the 

cytokines assayed including IL-1beta (pain intensity), IL-4 (pain intensity and overall 

sleep quality), IL-12p70 (pain intensity), and TGF-beta (fatigue intensity), but anxiety 

was not associated with any of the cytokines assayed. CONCLUSIONS: This study 

demonstrated an association between depression and IL-6,  but not with other 

cytokines. Moreover, IL-6 was not significantly associated with other measures of 

psychological distress (anxiety and hopelessness) or with  symptom distress (pain, 

fatigue, and sleep quality), although some cytokines assayed were associated with 

specific symptoms. The implications of these findings for the etiology and treatment of 

depression in pancreatic cancer patients are discussed. Copyright © 2013 John Wiley 

& Sons, Ltd. 
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RESUMEN / SUMMARY:  - BACKGROUND: Although carbohydrate antigen 19-9 (CA19-

9) has been reported as a biomarker to predict the resectability of pancreatic cancer, 

several limitations  have restricted its clinical use. METHODS: The potential of several 

serum tumor markers (CA19-9, CA125, CA50, CA242, CA724, carcinoembryonic 

antigen (CEA), and alpha-fetoprotein (AFP)) to predict the resectability of pancreatic 

cancer was evaluated by receiver operating characteristic (ROC) analysis in a series of 

212  patients with proven pancreatic cancer. RESULTS: Compared with other tumor 

markers including CA19-9, CA125 has a superior predictive value (CA19-9, ROC area 

0.66, cutoff value 289.40 U/mL; CA125, ROC area 0.81, cutoff value 19.70 U/mL). In 

addition, for patients with unresectable diseases misjudged by CT as resectable, the 

percentage of CA125 over selected cutoff value was higher than that of CA19-9 (CA19-

9, 70.27 %; CA125, 81.08 %). CONCLUSION: CA125 is superior to CA19-9 in 

predicting the resectability of pancreatic cancer. Aberrant high levels of CA125 may 

indicate unresectable pancreatic cancer. 
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RESUMEN / SUMMARY:  - Pancreatitis is associated with a wide variety of 

complications. Peripancreatic fluid collections and pseudoaneurysms are among the 

known complications of the disease. Doppler ultrasound is used in the evaluation of 

peripancreatic fluid collections to avoid misinterpretation of an aneurysm or a 

pseudoaneurysm as a simple or complex fluid collection. We report a case of recurrent 

pancreatitis complicated by peripancreatic fluid collection that mimicked a 

pseudoaneurysm. 
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RESUMEN / SUMMARY:  - Cystic lesions of the pancreas are detected more frequently 

due to the improvement of imaging technologies. Their prevalence increases with age. 

In 95 % of cases, the spectrum of cystic neoplasia includes intraductal papillary 

mucinous neoplasia (IPMN), mucinous cystic neoplasia (MCN), serous cystic 

neoplasia, and solid pseudopapillary neoplasia (SPN). Diagnostic procedures aim to 

distinguish between neoplastic cystic and non-neoplastic cystic lesions as well as 

serous and mucinous lesions because of their different malignant potential. In most 

cases,cystic lesions are detected incidentally by computed tomography and magnetic 

resonance imaging (MRI) performed for other reasons. In our opinion, MRI/magnetic 

resonance cholangiopancreatography (MRCP) and endoscopic ultrasound (EUS) are 

complementary diagnostic procedures. In doubtful  cases, cyst fluid analysis might be 

performed. The most frequent lesions are IPMNs. MRI/MRCP allows the detection of 

the number of cystic lesions, the relation to the main pancreatic duct, and the size of 

the lesion. EUS is superior to evaluate mural nodules. The relation to the main 

pancreatic duct can more easily appreciated with secretin MRI, MCN, SPN as well as 

main-duct type IPMN and BD-IPMN with “high-risk stigmata” for malignancy should be 

resected. Asymptomatic BD-IPMN without mural nodules, no main duct involvement, 

and a size less than 30  mm can be followed with a watchful waiting strategy. 
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RESUMEN / SUMMARY:  - Pancreatic ductal adenocarcinoma (PDAC) is the most 

common epithelial, exocrine pancreatic malignancy, accounting for more than 80 % of 

the malignant neoplasms of the pancreas. Although the molecular basis of pancreatic 

cancer is now better  understood than ever before, there remains a long distance from 

being completely  understood. In this study, we identified the differentially expressed 

genes (DEGs) in PDAC tissue compared with normal tissue and constructed a co-

expression network by computing the pairwise correlation coefficient between the 

DEGs. We applied a statistical approach of MCODE to cluster genes in the 

coexpression network. Ten functional modules were identified in this network. Our 

results strongly suggest that dysregulations of immune response, homeostasis and cell 

adhesion may significantly contribute to the development and progression of PDAC. 

Results from this study will provide the groundwork for the understanding of PDAC. 
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Future studies are needed to confirm some of the possible interactions suggested by 

this study. 
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RESUMEN / SUMMARY:  - BACKGROUND/OBJECTIVES: As intraductal papillary 

mucinous neoplasm (IPMN) of the pancreas is associated with acute pancreatitis (AP) 

in some cases, predicting the risk of pancreatitis is as important as predicting the risk of 

malignancy in IPMN cases. In this study, we attempted to clarify the characteristics of 

IPMN associated with AP, compared to those of IPMN not associated with AP. 

METHODS: From January 2006 to March 2013, data from 88 patients who underwent 

surgery for  IPMN were retrospectively investigated and analyzed. We evaluated 

clinical and pathological variables of each patient and compared patients with IPMN 

with AP to those without AP. Furthermore, we presented representative cases of mild 

and severe pancreatitis caused by IPMN. RESULTS: Overall, 12 of 88 patients with 

IPMN (13.6%) had AP. Seven of the 12 patients had a single episode of AP, whereas 

the  remaining 5 patients were diagnosed with IPMN with repeated AP. Ten of 12 

patients with AP were diagnosed with mild AP and the remaining 2 with severe AP.  

Regarding clinical findings, the proportion of dilated papilla with mucin extrusion was 

significantly higher in patients with IPMN with AP than in those without AP (p = 0.035). 

Histological findings indicated that the proportion of intestinal-subtype IPMN was 

significantly higher in patients with IPMN with AP (p = 0.013). CONCLUSIONS: AP 

caused by IPMN derives mostly from intestinal IPMN. Dilated papilla with mucin 

extrusion can be a potential predictor of AP. 
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RESUMEN / SUMMARY:  - Acinar cell carcinoma (ACC) of the pancreas is a rare 

exocrine tumour for which there is very limited information about chemotherapy 

regimens and prognosis. Even though there are clinical guidelines for management of 

ductal cell carcinoma, a definitive and specific regime has not yet been agreed for this 

type of pancreatic cancer. We report a case of metastatic ACC of pancreas who has 

been treated with a multimodal approach, including novel combinations of different 

targeted drugs with conventional chemotherapy, surgery and radiofrequency ablation 

since the last 11 years. This degree of long term survival has not been  reported so far 

in such a case of metastatic ACC of the pancreas. This case highlights the importance 

of a personalised multidisciplinary therapeutic strategy, employing locoregional 

therapies along with combinations of established and novel systemic therapies to 

control the disease, and the importance of flexibility when instigating new treatment 

paradigms for progressive cancer. Also, this case demonstrates that complete tumour 

eradication may not be the sole purpose of surgical oncology. 
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RESUMEN / SUMMARY:  - BACKGROUND: As with other open procedures now 

routinely performed using laparoscopy, minimally invasive pancreaticoduodenectomy 

(MIPD) may result in decreased pain, fewer wound complications, and accelerated 

recovery. However, when used for periampullary cancers, it is also important to assess 

if MIPD offers comparable oncologic outcomes. METHODS: Technical and 

perioperative outcomes were compared between patients with a preoperative diagnosis 

of periampullary neoplasm offered MIPD or open pancreaticoduodenectomy (OPD) 

from November 2009 to July 2011. RESULTS: Fifty-six consecutive MIPD and OPD 

(28 each) procedures were analyzed. Comparing MIPD to OPD, significant differences 

included longer median procedure time (431 vs 410 min, p = .04) and fewer median 

lymph nodes harvested (15 vs 20, p = .04). R0 resection rate tended to be lower (63 vs  

88 %, p = .07) as well as surgical site infections (18 vs 43 %, p = .08). Clinically 

significant pancreatic fistula rate was the same between groups (21 %). Other 

outcomes such as narcotic pain medication use, length of stay, and 30-day 

readmission rates were also similar. CONCLUSIONS: MIPD is feasible with 

comparable technical success and outcomes to OPD. However, there is a learning 

curve to the procedure and further experience and prospective study will be required to 

better establish the oncologic efficacy of MIPD to open resection. 
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RESUMEN / SUMMARY:  - Intraperitoneal (IP) chemotherapy confers significant survival 

benefits in cancer patients. However, several problems, including local toxicity and 

ineffectiveness against bulky tumors, have prohibited it from becoming a standard of 

care. We have developed drug-loaded, polymeric tumor-penetrating microparticles 

(TPM) to address these problems. Initial studies showed that TPM provides tumor-

selective  delivery and is effective against ovarian SKOV3 tumors of relatively small 

size (<50 mg). The present study evaluated whether the TPM activity extends to other 

tumor types that are more bulky and have different morphologies and disease 

presentation. We evaluated TPM in mice bearing two IP human pancreatic tumors with 

different growth characteristics and morphologies (rapidly growing, large and porous 

Hs766T vs. slowly growing, smaller and densely packed MiaPaCa2), and at different 

disease stage (early stage with smaller tumors vs. late stage with larger tumors plus 

peritoneal carcinomatosis). Comparison of treatments with TPM  or paclitaxel in 

Cremophor micelles, at equi-toxic doses, shows, in all tumor types: (a) higher paclitaxel 

levels in tumors (up to 55-fold) for TPM, (b) greater efficacy for TPM, including 

significantly longer survival and higher cure rate, and (c) a single dose of TPM was 

equally efficacious as multiple doses of paclitaxel/Cremophor. The results indicate 

tumor targeting property and superior  antitumor activity of paclitaxel-loaded TPM are 

generalizable to small and large  peritoneal tumors, with or without accompanying 

carcinomatosis. 
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RESUMEN / SUMMARY:  - Pancreatic stenting for patients with obstructive pain 

secondary to a malignant pancreatic duct stricture is safe and effective, and should be 

considered a therapeutic option. Although pancreatic stenting does not seem to be 

effective for patients with chronic pain, it may be beneficial in those with obstructive 

type pains, pancreatic duct disruption, or smoldering pancreatitis. Fully covered metal 

stents may be an option, but data on their use are limited. Further studies, including 

prospective randomized studies comparing plastic and metal stents in these 

indications, are needed to further validate and confirm these results. 
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RESUMEN / SUMMARY:  - Solitary fibrous tumors are unusual spindle cell neoplasms 

that uncommonly originate from the kidney. We report a case of a 43-year old male 

who presented with acute recurrent pancreatitis secondary to a mass in the head of the 

pancreas. Endoscopic ultrasound with fine needle aspiration (EUS-FNA) was 

performed. Cytology revealed solitary fibrous tumor of the kidney. This is the first 

reported case of solitary fibrous tumor metastasizing to the pancreas and presenting as 

acute recurrent pancreatitis. 
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RESUMEN / SUMMARY:  - BACKGROUND: The RAF-MEK-ERK pathway is commonly 

activated in pancreatic cancer because of a high frequency of KRAS-BRAF mutations. 

A phase II randomized trial was designed to investigate the activity of sorafenib in 

combination with chemotherapy in advanced pancreatic cancer. METHODS: Locally 

advanced or metastatic pancreatic adenocarcinoma patients were randomized in a 1:1 

ratio to receive cisplatin plus gemcitabine with sorafenib 400mg bid (arm A) or without 

sorafenib (arm B). RESULTS: One hundred and fourteen patients were enrolled; of 

these, 43 (74.6%) patients progressed in arm A and 44 (82.4%) in arm B. Median 
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progression-free survival was 4.3 months (95% CI: 2.7-6.5) and 4.5 months (95% CI: 

2.5-5.2), respectively (HR=0.92; 95% CI: 0.62-1.35). Median overall survival  was 7.5 

(95% CI: 5.6-9.7) and 8.3 months (95% CI: 6.2-8.7), respectively (HR=0.95; 95% CI: 

0.62-1.48). Response rates were 3.4% in arm A and 3.6% in arm B. CONCLUSIONS: 

Sorafenib does not significantly enhance activity of chemotherapy in advanced 

pancreatic cancer patients, and therefore should not be assessed in phase III trials. 
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RESUMEN / SUMMARY:  - OBJECTIVE: The purpose of this study was to investigate 

the impact of combinational versus sequential gemcitabine and platinum on prognosis 

of advanced pancreatic cancer. METHODS: Two hundred and three patients with 

advanced pancreatic cancer were selected. They were divided into GemP (first-line 

gemcitabine and platinum), Gem-then-P (sequential gemcitabine and platinum), 

Gem/other (first-line gemcitabine-based therapy without subsequent platinum), and 

Gem (first-line gemcitabine-based therapy without subsequent systemic therapy) 

groups. The Kaplan-Meier method and log-rank test were used for survival analyses. 

Cox regression model and propensity score matching were used for prognostic 

analyses. RESULTS: The median survival was 12.5 months [95 % confidence interval 

(CI), 11.2-13.7] in the GemP group (N = 65), 8.3 months (95 % CI 5.0-11.7) in the 

Gem-then-P group (N = 35), 11.6 months (95 % CI 4.6-18.5) in  the Gem/other group 

(N = 26), and 4.7 months (95 % CI 3.3-6.0) in the Gem group (N = 77) (P < 0.001). 

Considering the GemP and Gem-then-P groups, performance status, serum creatinine, 

and response to first-line treatment were independent prognostic factors for overall 

survival in the multivariate analysis. No specific factors were identified for predicting the 

choice between GemP and Gem-then-P. CONCLUSIONS: First-line gemcitabine and 

platinum-based combinations were not superior to sequential gemcitabine and platinum 

for overall survival. The best sequence of chemotherapy for advanced pancreatic 

cancer should be explored in future clinical trials. 
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RESUMEN / SUMMARY:  - BACKGROUND: Life expectancy of pancreatic ductal 

adenocarcinoma (PDAC) patients is usually short and selection of the most appropriate 

treatment is crucial. The  aim of this study was to investigate the usefulness of serum 

CA 19-9 as a surrogate marker under no impress excluding other factors affecting CA 

19-9 level other than tumor itself. METHODS: We recruited 1,446 patients with PDACs 

and patients with Lewis antigen both negative or obstructive jaundice were excluded to 

eliminate the false effects on CA 19-9 level. The clinicopathologic factors were 

reviewed including initial and post-treatment CA 19-9, and statistical analysis was done 

to evaluate the association of clinicopathologic factors with overall survival (OS). 

RESULTS: The total of 944 patients was enrolled, and205 patients (22%) underwent 

operation with curative intention and 541 patients (57%) received chemotherapy and/or 

radiotherapy. The median CA 19-9 levels of initial and post-treatment were 670 IU/ml 

and 147 IU/ml respectively. The prognostic factors affecting OS were performance 

status, AJCC stage and post-treatment CA 19-9 level in multivariate analysis. 

Subgroup analysis was done for the patients  who underwent R0 and R1 resection, and 

patients with normalized post-operative CA 19-9 (</=37 IU/mL) had significantly longer 

OS and DFS regardless of initial CA 19-9 level; 32 vs. 18 months, P<0.001, 16 vs. 9 

months, P = 0.004 respectively. CONCLUSIONS: Post-treatment CA 19-9 and 

normalized post-operative CA 19-9 (R0 and R1 resected tumors) were independent 

factors associated with OS and DFS, however, initial CA 19-9 level was not statistically 

significant in multivariate analysis. 
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RESUMEN / SUMMARY:  - Pancreatic ductal adenocarcinoma (PDAC) is characterized 

by early recurrence following pancreatectomy, rapid progression, and 

chemoresistance. Novel prognostic and predictive biomarkers are urgently needed to 

both stratify patients for clinical trials and select patients for adjuvant therapy regimens. 

This study sought to determine the biological significance of RABL6A (RAB, member 

RAS oncogene family-like protein 6 isoform A), a novel pancreatic protein, in PDAC. 

Analyses of RABL6A protein expression in PDAC specimens from 73 patients who 

underwent pancreatic resection showed that RABL6A levels are altered in 74% of 

tumors relative to adjacent benign ductal epithelium. Undetectable RABL6A 

expression, found in 7% (5/73) of patients, correlated with improved overall survival 
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(range 41 to 118 months with 3/5 patients still living), while patients  with RABL6A 

expression had a worse outcome (range 3.3 to 100 months, median survival 20.3 

months) (P = 0.0134). In agreement with those findings, RABL6A expression was 

increased in pancreatic cancer cell lines compared to normal pancreatic epithelial cells, 

and its knockdown inhibited pancreatic cancer cell proliferation and induced apoptosis. 

Moreover, RABL6A depletion selectively sensitized cells to oxaliplatin-induced arrest 

and death. This work reveals that  RABL6A promotes the proliferation, survival, and 

oxaliplatin resistance of PDAC cells, whereas its loss is associated with extended 

survival in patients with resected PDAC. Such data suggest RABL6A is a novel 

biomarker of PDAC and potential target for anticancer therapy. 
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RESUMEN / SUMMARY:  - Abstract Background: Pancreatic adenocarcinoma has few 

effective treatment options and poor survival. The objective of this study was to 

characterize treatment patterns and estimate the costs and resource use associated 

with its treatment in a commercially-insured US population. Methods: In this 

retrospective claims-based analysis, individuals >/=18 years old with evidence of 

pancreatic adenocarcinoma between January 1, 2001 and December 31, 2010 were 

selected from a managed care database. Treatment phase (either initial non-metastatic 

or metastatic) was determined using a claims-based algorithm. Patients in the 

pancreatic cancer population were matched 1:3 to a control population. Resource use 

(events/person-years), treatment patterns, and healthcare costs (per-patient  per-

month, PPPM) were determined during a variable length follow-up period (from  first 

pancreatic cancer diagnosis to earliest of death, disenrollment, or study end). Results: 

In this study, 5262 pancreatic cancer patients were matched to 15,786 controls. Rates 

of office visits, inpatient visits, ER visits, and inpatient stays, and mean total all-cause 

healthcare costs PPPM ($15,480 vs $1001) were significantly higher among cancer 

patients than controls (all p < 0.001). Mean inpatient costs were the single largest cost 

driver ($9917 PPPM). Also, mean total all-cause healthcare costs were significantly 
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higher during the  metastatic treatment phase vs the initial treatment phase of non-

metastatic disease ($21,637 vs $10,358, p < 0.001). Conclusions: These results 

indicate that pancreatic cancer imposes a substantial burden on the US healthcare 

system, and that treatment of more advanced disease is significantly more costly than 

initial treatment of non-metastatic disease. Limitations: Additional research is needed to 

validate the accuracy of the claims-based algorithms used to identify the treatment 

phase. 
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RESUMEN / SUMMARY:  - Background: Perineural invasion (PNI) has been reported as 

one of the sources of  locoregional recurrence in resected pancreatic cancer (PC). 

However the impact of PNI in resected pancreatic cancer remains controversial. The 

purpose of this study was to determine the association between PNI status and clinical 

outcomes.  Methods: Publications were identified which assessed prognostic 

significance of PNI status in resected pancreatic cancer up to February 2013. A meta-

analysis was performed to clarify the association between PNI status and clinical 

outcomes. Results: A total of 21 studies met the inclusion criteria, covering 4,459 

cases.  Analysis of these data showed that intrapancreatic PNI was correlated with 

reduced overall survival only in resected pancreatic ductal adenocarcinoma (PDAC) 

patients (HR=1.982, 95%CI: 1.526-2.574, p=0.000). Extrapancreatic PNI was 

correlated with reduced overall survival in all resected pancreatic cancer patients 

(HR=1.748, 95%CI: 1.372- 2.228, p=0.000). Moreover, intrapancreatic PNI  status may 

be associated with tumor recurrence in all resected pancreatic cancer  patients 

(HR=2.714, 95%CI: 1.885-3.906, p=0.000). Conclusion: PNI was an independent and 

poor prognostic factor in resected PDAC patients. Moreover, intrapancreatic PNI status 

may be associated with tumor recurrence. 
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RESUMEN / SUMMARY:  - PURPOSE: We evaluated the prognostic value of (18)F-2-

fluoro-2-deoxyglucose positron emission tomography (FDG PET) in patients with 

resectable pancreatic cancer. MATERIALS AND METHODS: We retrospectively 

reviewed the medical records of pancreatic cancer patients who underwent curative 

resection, which included 64 consecutive patients who had preoperative FDG PET 

scans. For statistical analysis, the maximal standardized uptake value (SUVmax) of 

primary pancreatic cancer was measured. Survival time was estimated by the Kaplan-

Meier method, and  Cox’s proportional hazard model was used to determine whether 

SUVmax added new predictive information concerning survival together with known 

prognostic factors. p<0.05 indicated statistical significance. RESULTS: Overall survival 

(OS) and disease- free survival (DFS) were respectively 42.9 months (27.6-58.2; 95% 

CI) and 14.9 months (10.1-19.7; 95% CI). When subjects were divided into two  groups 

according to SUVmax with a cutoff value of 3.5, the high SUVmax group (n=32; 

SUVmax >3.5) showed significantly shorter OS and DFS than the low SUVmax group. 

Multivariate analysis of OS and DFS showed that both high SUVmax and poor  tumor 

differentiation were independent poor prognostic factors. CONCLUSION: Our study 

showed that degree of FDG uptake was an independent prognostic factor in pancreatic 

cancer patients who underwent curative resection. 
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RESUMEN / SUMMARY:  - BACKGROUND: Pancreatic cancer is a devastating disease 

with dismal prognosis. Large population-based evidence on its survival rate and 

influence factors is lacking in China. OBJECTIVE: This study aimed to depict the 

demographic factors,  tumor characteristics, incidence rate and survival rate of 

pancreatic cancer cases in urban China. METHODS: The demographic factors, tumor 

characteristics were collected for all the pancreatic cancer cases identified during 2004 

to 2009 from the Shanghai Cancer Registry. The survival time was ascertained through 

linkage of the Shanghai Cancer Registry and the Shanghai Vital Statistics Registry. 

The deadline of death certificates was the end of December 2012. Kaplan-Meier 

method and Cox proportional-hazards regression model were used to explore the 

survival rate and influence factors. RESULTS: 11,672 new pancreatic cancer cases 

were identified among Shanghai residency during 2004 to 2009. The crude incidence 

rate of pancreatic cancer was increasing from 12.80/100,000 in 2004 to 15.66/100,000 

in 2009, while the standardized incidence rate was about 6.70/100,000 and didn’t 

change a lot. The overall 5-year survival rate was 4.1% and the median survival time 

was 3.9 (95% Confidence Interval (CI) 3.8-4.0) months. Subjects had received surgical 

resection had improved survival (HR = 0.742, 95% CI: 0.634-0.868) than its 

counterparts. In adjusted multivariable Cox  proportional-hazard models, factors 
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associated with poor survival included older  age at diagnosis (age > = 70 years: 

hazard ratio (HR) = 1.827, 95% CI: 1.614-2.067), male sex (HR = 1.155, 95% CI: 

1.041-1.281), distant disease at diagnosis (HR = 1.257, 95% CI: 1.061-1.488), positive 

lymph node (HR = 1.236, 95% CI: 1.085-1.408), tumor stage (Stage IV HR = 2.817, 

95% CI: 2.029-3.909). CONCLUSION: The age-adjusted incidence rate was stable and 

overall survival rate  was low among pancreatic cancer patients of Shanghai residency. 

Early detection and improved treatment strategies are needed to improve prognosis for 

this deadly disease. 
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RESUMEN / SUMMARY:  - The impact of [(18)F]fluorodeoxyglucose-positron emission 

tomography (PET)/computed tomography (CT) restaging on management decisions 

and outcomes in  patients with locally advanced pancreatic carcinoma (LAPC) 

scheduled for concurrent chemoradiotherapy (CRT) is examined. Seventy-one 

consecutive patients  with conventionally staged LAPC were restaged with PET/CT 

before CRT, and were categorized into non-metastatic (M0) and metastatic (M1) 

groups. M0 patients received 50.4 Gy CRT with 5-fluorouracil followed by maintenance 

gemcitabine, whereas M1 patients received chemotherapy immediately or after 

palliative radiotherapy. In 19 patients (26.8%), PET/CT restaging showed distant 

metastases  not detected by conventional staging. PET/CT restaging of M0 patients 

showed additional regional lymph nodes in 3 patients and tumors larger than CT-

defined borders in 4. PET/CT therefore altered or revised initial management decisions 

in 26 (36.6%) patients. At median follow-up times of 11.3, 14.5, and 6.2 months for  the 

entire cohort and the M0 and M1 cohorts, respectively, median overall survival was 

16.1, 11.4, and 6.2 months, respectively; median locoregional progression-free survival 

was 9.9, 7.8, and 3.4 months, respectively; and median  progression-free survival was 

7.4, 5.1, and 2.5 months, respectively (P < 0.05 each). These findings suggest that 

PET/CT-based restaging may help select patients suitable for CRT, sparing those with 

metastases from futile radical protocols, and increasing the accuracy of estimated 

survival. 
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RESUMEN / SUMMARY:  - BACKGROUND: Treatment of pancreatic adenocarcinoma in 

the elderly is often complicated by comorbidities that preclude surgery, chemotherapy 

and/or conventional external beam radiation therapy (EBRT). Stereotactic body 

radiotherapy (SBRT) has thus garnered interest in this setting. METHODS: A 

retrospective review of 26 patients of age [greater than or equal to] 80 with pancreatic 

adenocarcinoma treated with definitive SBRT+/-chemotherapy from 2007--2011 was 

performed. Twenty-seven percent of patients were stage I, 38% were stage II, 27% 

were stage III and 8% were stage IV. Patients most commonly received 24Gy/1 fraction 

or 30-36Gy/3 fractions. Kaplan-Meier was used to estimate overall survival (OS), local 

control (LC), cause specific survival (CSS) and freedom-from-metastatic disease 

(FFMD). RESULTS: The median age was 86 (range 80--91), and median follow-up was 

11.6 months (3.5-24.6). The median planning target volume was 21.48 cm3 (6.1-

85.09). Median OS was 7.6 months with 6/12 month OS rates of 65.4%/34.6%, 

respectively. Median LC was 11.5 months, 6-month and 12-month actuarial LC rates 

were 60.1% and 41.2%, respectively. There were no independent predictors for LC, but 

there was a trend for improved LC with prescription dose greater than 20Gy (p = 

0.063). Median CSS was 6.3 months, and 6-month and 12-month actuarial CSS were 

53.8% and 23.1%, respectively. Median FFMD was 8.4 months, and 6-month and 12-

month actuarial rates were 62.0 and 41.4%, respectively. Nine patients (47%) had local 

failures, 11 (58%) had distant metastasis, and 7 (37%) had both. There were no acute 

or late grade 3+ toxicities. CONCLUSIONS: Definitive SBRT is feasible, safe and 

effective in elderly patients who have unresectable disease, have comorbidities 

precluding surgery or decline surgery. 
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RESUMEN / SUMMARY:  - Circulating tumor cells (CTCs) from peripheral blood hold 

important information for cancer diagnosis and disease monitoring. Analysis of this 

“liquid biopsy” holds the promise to usher in a new era of personalized therapeutic 

treatments and real-time monitoring for cancer patients. But the extreme rarity of CTCs 

in blood makes their isolation and characterization technologically challenging. This 

paper reports the development of a geometrically enhanced mixing (GEM) chip  for 

high-efficiency and high-purity tumor cell capture. We also successfully demonstrated 

the release and culture of the captured tumor cells, as well as the  isolation of CTCs 

from cancer patients. The high-performance microchip is based on geometrically 

optimized micromixer structures, which enhance the transverse flow and flow folding, 
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maximizing the interaction between CTCs and antibody-coated surfaces. With the 

optimized channel geometry and flow rate, the  capture efficiency reached >90% with a 

purity of >84% when capturing spiked tumor cells in buffer. The system was further 

validated by isolating a wide range of spiked tumor cells (50-50 000) in 1 mL of lysed 

blood and whole blood. With the combination of trypsinization and high flow rate 

washing, captured tumor cells were efficiently released. The released cells were viable 

and able to proliferate, and showed no difference compared with intact cells that were 

not subjected to the capture and release process. Furthermore, we applied the device  

for detecting CTCs from metastatic pancreatic cancer patients’ blood; and CTCs were 

found from 17 out of 18 samples (>94%). We also tested the potential utility of the 

device in monitoring the response to anti-cancer drug treatment in pancreatic cancer 

patients, and the CTC numbers correlated with the clinical computed tomograms (CT 

scans) of tumors. The presented technology shows great promise for accurate CTC 

enumeration, biological studies of CTCs and cancer metastasis, as well as for cancer 

diagnosis and treatment monitoring. 
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RESUMEN / SUMMARY:  - Pancreatic ductal adenocarcinoma is highly resistant to 

systemic chemotherapy. Although there are many reports using pancreatic cancer cells 

derived from patients who did not receive chemotherapy, characteristics of pancreatic 

cancer cells from chemotherapy-resistant patients remain unclear. In this study, we set  

out to establish a cancer cell line in disseminated cancer cells derived from 

gemcitabine-resistant pancreatic ductal adenocarcinoma patients. By use of in vitro co-

culture system with stromal cells, we established a novel pancreatic tumor-initiating cell 

line. The cell line required its direct interaction with stromal cells for its in vitro 

clonogenic growth and passaging. Their direct interaction induced basal lamina-like 

extracellular matrix formation that maintained colony formation. The cell line expressed 

CD133 protein, which expression level changed autonomously and by culture 

conditions. These results demonstrated that there were novel pancreatic tumor-

initiating cells that required direct interactions with stromal cells for their in vitro 

cultivation in gemcitabine-resistant pancreatic ductal adenocarcinoma. This cell line 

would help to develop novel therapies that enhance effects of gemcitabine or novel 

anti-cancer drugs. 
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RESUMEN / SUMMARY:  - BACKGROUND: Pancreatic ductal adenocarcinoma (PDAC) 

is an aggressive malignancy characterized by abundant granulocytic myeloid-derived 

suppressor cells (G-MDSC = CD45+/Lin-/CD33+/CD11b+/CD15+), which infiltrate 

tumors and suppress anti-tumor immunity. We have previously demonstrated in a 

murine model of PDAC that zoledronic acid (ZA) depletes G-MDSC resulting in 

decreased tumor growth and improved survival. We report here the results of a phase 

1 clinical trial (NCT00892242) using ZA as neo-adjuvant, perioperative therapy in 

patients with non-metastatic, resectable pancreatic adenocarcinoma. METHODS: 

Eligible PDAC patients received ZA (4mg) IV 2 weeks prior to surgery. Patients then 

received 2  additional doses of ZA 4 weeks apart. Blood and bone marrow were 

obtained from patients prior to treatment with ZA and 3 months after surgery for 

analysis of G-MDSC by flow cytometry. RESULTS: Twenty-three patients received pre-

operative ZA with at least 6 months of follow-up Only 15 PDAC patients had non-

metastatic PDAC, which was amenable to resection. ZA was well tolerated, and all 

adverse events were grade 1 or 2. The most common adverse events were fatigue, 

abdominal  pain/discomfort, anorexia, and arthralgia. Of resected PDAC patients 

treated with ZA, 1- and 2-year overall survival (OS) was 85.7% and 33.3%, 

respectively, with a median OS of 18 months. This group had a 1- and 2-year 

progression-free survival  (PFS) of 26.9% and 8.9%, respectively, with a median PFS 

of 12 months. The prevalence of G-MDSC was unchanged in the blood and bone 

marrow of PDAC patients  pre- and post-treatment with ZA. CONCLUSION: ZA is safe 

and well tolerated as neo-adjuvant, peri-operative therapy in PDAC patients. In this 

small study, we did not observe a difference in OS or PFS compared to historical 

controls. Also,  there was no difference in the prevalence of G-MDSC in the blood and 

bone marrow  of PDAC patients pre- and post-treatment with ZA. 
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RESUMEN / SUMMARY:  - BACKGROUND: With growing evidence on the role of 

inflammation in cancer biology,  the presence of a systemic inflammatory response has 

been postulated as having prognostic significance in a wide range of cancer types. The 

derived neutrophil to lymphocyte ratio (dNLR), which represents an easily determinable 

potential prognostic marker in daily practise and clinical trials, has never been 

externally validated in pancreatic cancer (PC) patients. METHODS: Data from 474 

consecutive PC patients, treated between 2004 and 2012 at a single centre, were 

evaluated retrospectively. Cancer-specific survival (CSS) was assessed using the  

Kaplan-Meier method. To evaluate the prognostic relevance of dNLR, univariate and 

multivariate Cox regression models were applied. RESULTS: We calculated by ROC 

analysis a cut-off value of 2.3 for the dNLR to be ideal to discriminate between  

patients’ survival in the whole cohort. Kaplan-Meier curve reveals a dNLR>/=2.3 as a 

factor for decreased CSS in PC patients (p<0.001, log-rank test). An independent 

significant association between high dNLR>/=2.3 and poor clinical outcome in 

multivariate analysis (HR = 1.24, CI95% = 1.01-1.51, p = 0.041) was identified. 

CONCLUSION: In the present study we confirmed elevated pre-treatment  dNLR as an 

independent prognostic factor for clinical outcome in PC patients. Our data encourage 

independent replication in other series and settings of this easily available parameter 

as well as stratified analysis according to tumor resectability. 
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RESUMEN / SUMMARY:  - Pancreatic cancer has one of the poorest prognoses among 

all cancers partly because of its persistent resistance to chemotherapy. The currently 

limited treatment options for pancreatic cancer underscore the need for more efficient 

agents. Because activating Kras mutations initiate and maintain pancreatic cancer, 

inhibition of this pathway should have a major therapeutic impact. We synthesized 

phospho-farnesylthiosalicylic acid (PFTS; MDC-1016) and evaluated its efficacy, 

safety, and metabolism in preclinical models of pancreatic cancer. PFTS inhibited the 

growth of human pancreatic cancer cells in culture in a concentration- and time-

dependent manner. In an MIA PaCa-2 xenograft mouse model, PFTS at a dose of 50 

and 100 mg/kg significantly reduced tumor growth by 62% and  65% (P < .05 vs 

vehicle control). Furthermore, PFTS prevented pancreatitis-accelerated acinar-to-

ductal metaplasia in mice with activated Kras. PFTS appeared to be safe, with the 

animals showing no signs of toxicity during treatment. Following oral administration, 
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PFTS was rapidly absorbed, metabolized  to FTS and FTS glucuronide, and distributed 

through the blood to body organs. Mechanistically, PFTS inhibited Ras-GTP, the active 

form of Ras, both in vitro and in vivo, leading to the inhibition of downstream effector 

pathways c-RAF/mitogen-activated protein-extracellular signal-regulated kinase (ERK) 

kinase (MEK)/ERK1/2 kinase and phosphatidylinositol 3-kinase/AKT. In addition, PFTS 

proved to be a strong combination partner with phospho-valproic acid, a novel signal 

transducer and activator of transcription 3 (STAT3) inhibitor, displaying synergy in the 

inhibition of pancreatic cancer growth. In conclusion,  PFTS, a direct Ras inhibitor, is an 

efficacious agent for the treatment of pancreatic cancer in preclinical models, deserving 

further evaluation. 
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RESUMEN / SUMMARY:  - BACKGROUND: Pancreatic cancer (PC) is an aggressive 

disease with an urgent need for biomarkers. Hallmarks of PC include increased 

collagen deposition (desmoplasia) and increased matrix metalloproteinase (MMP) 

activity. The aim of this study was to investigate whether protein fingerprints of specific 

MMP-generated collagen fragments differentiate PC patients from healthy controls  

when measured in serum. METHODS: The levels of biomarkers reflecting MMP-

mediated degradation of type I (C1M), type III (C3M) and type IV (C4M, C4M12a1) 

collagen were assessed in serum samples from PC patients (n = 15) and healthy 

controls (n  = 33) using well-characterized and validated competitive ELISAs. 

RESULTS: The MMP-generated collagen fragments were significantly elevated in 

serum from PC patients as compared to controls. The diagnostic power of C1M, C3M, 

C4M and C4M12 were >/=83% (p < 0.001) and when combining all biomarkers 99% (p 

< 0.0001). CONCLUSIONS: A panel of serum biomarkers reflecting altered MMP-

mediated collagen turnover is able to differentiate PC patients from healthy controls. 

These markers may increase the understanding of mode of action of the disease and, if 

validated in larger clinical studies, provide an improved and additional tool in  the PC 

setting. 
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RESUMEN / SUMMARY:  - Pancreatic neuroendocrine tumors (pNETs) differ in their 

clinical behavior, presentation and prognosis based on their initial histological features 

and disease stage. While small resectable tumors can be treated surgically, metastatic 

and locally advanced disease carries a significant mortality and treatment options have 

been limited in terms of their efficacy. Streptozocin-based regimens were the only 

agents available before but recent advances have improved the armamentarium to 

treat pNETs. Newer chemotherapeutic agents such as temozolomide, somatostatin 

analogs and targeted therapies including everolimus and sunitinib are now available to 

treat these tumors. Several combination regimens with targeted therapies and newer 

agents such as pazopanib are being developed and tested in ongoing trials. 
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RESUMEN / SUMMARY:  - BACKGROUND: miR-26a plays a critical role in 

tumorigenesis, either as a tumor suppressor or as an oncogenic miRNA, depending on 

different tumor types. However, the function of miR-26a in pancreatic cancer has not 

been clearly elucidated. The present study was designed to determine the roles of miR-

26a in pancreatic cancer and its association with the survival of patients with pancreatic 

cancer. METHODS: The expression of miR-26a was examined in 15 pairs of 

pancreatic duct adenocarcinoma (PDAC) and their adjacent benign pancreatic tissues 

(ABPT), by qRT-PCR. The results were confirmed by in situ hybridization using two 

panels of  106 PDACs and their ABPT microarray. The association of miR-26a 

expression with overall survival was determined. The proliferation and cell cycle 

distribution of Capan-2, SW-1990, and Panc-1 cells, transfected with miR-26a mimics 

or a miR-26a  inhibitor, were assessed using the Cell Counting Kit-8 assay and flow 

cytometry,  respectively. The cell tumorigenicity was evaluated via murine xenograft 

experiments. Cyclin D2, E2, EZH2, and PCNA levels were analyzed by Western blot 

and immunohistochemistry. RESULTS: miR-26a was expressed in the cytoplasm of 

pancreatic ductal epithelial cells, whereas its expression was significantly 

downregulated in PDAC tissues compared with that of ABPT. Patients with low miR-

26a expression had a significantly shorter survival than those with high miR-26a 

expression. The in vitro and in vivo assays showed that overexpression of miR-26a 

resulted in cell cycle arrest, inhibited cell proliferation, and decreased tumor growth, 

which was associated with cyclin E2 downregulation. CONCLUSIONS: miR-26a is an 

important suppressor of pancreatic ductal carcinoma, and can prove to be a novel 

prognostic factor and therapeutic target for pancreatic cancer treatment. 
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RESUMEN / SUMMARY:  - INTRODUCTION: Mucinous cystic neoplasms (MCN) are 

uncommon tumors of the pancreatic corpus/tail occurring mostly in middle-aged 

women, with a variable clinico-biological behavior. On histology, MCNs concurrently 

show an epithelial mucosecreting component with ovarian-type stromal cells. 

PRESENTATION OF CASE: This report describes the first case of a pancreatic MCN 

with no ovarian-type stroma in a patient with Turner syndrome (TS). DISCUSSION: 

The mesenchymal component of MCN presumably results from the intra-pancreatic 

entrapment of ovarian stroma during embryogenesis. In our case, the absence of such 

stromal component may relate to the “dysgenetic” changes in the ovary involved in TS. 

CONCLUSION: The present case of primary pancreatic MCN arising in a TS-patient 

triggers some original speculation on the morphogenesis of pancreatic MCN, also 

expanding the current clinico-pathological knowledge of this extremely rare entity. 
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RESUMEN / SUMMARY:  - Tumor necrosis factor-alpha (TNFalpha) activates both cell 

death and cell survival pathways. The activation of survival pathway renders most 
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cancer cells resistant to TNF-induced cytotoxicity. We found that pretreatment with 

digitoflavone, a plant flavonoid, greatly sensitized TNFalpha-induced apoptotic cell 

death in several human pancreatic cancer cells. In search of the molecular basis of the 

sensitization effect of digitoflavone, digitoflavone was found to inhibit TNFalpha-

induced activation of nuclear transcription factor-kappa B (NF-kappaB) which is the 

main survival factor in TNFalpha signaling. NF-kappaB suppression occurred through 

inhibition of IkappaBalpha kinase activation, IkappaBalpha phosphorylation, 

IkappaBalpha degradation, and NF-kappaB nuclear translocation. This inhibition 

correlated with suppression of NF-kappaB-dependent genes involved in antiapoptosis 

(mcl-1, bcl-2, bcl-xl, c-iap1, c-iap2, flip, and  survivin), proliferation (c-myc, cyclin d1), 

and angiogenesis (vegf, cox-2, and mmp-9). In addition, digitoflavone can activate JNK 

through inhibition of NF-kappaB signaling, provide a continuous blockade of the feed-

back inhibitory mechanism by JNK-induced NF-kappaB activation. This study found a 

novel function  of digitoflavone and enhanced the value of digitoflavone as an 

anticancer agent. 
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RESUMEN / SUMMARY:  - Pancreatic tumors are rare in children and adolescents. 

Here, we report the case  of a 15-year-old boy who presented with a mixed acinar cell 

carcinoma/ductal adenocarcinoma with blastomatous components. He received 

multimodal treatment including various chemotherapy regimens and multistep surgery 

including liver transplantation. Introduction of FOLFIRINOX after relapse repeatedly 

achieved a durable metabolic and clinical response with good quality of life. 
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RESUMEN / SUMMARY:  - PURPOSE: The purpose of this study was to retrospectively 

assess the features of  computed tomography (CT) images and clinical characteristics 

of male patients with solid pseudopapillary tumours (SPTs) and compare them with 
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those of female patients. MATERIALS AND METHODS: Computed tomography 

images and clinical data of  102 patients with pathologically proven SPTs were 

reviewed. Details of the location, diameter, shape, encapsulation, calcification, internal 

composition, CT attenuation, and enhancement pattern of tumours were noted. 

Statistical analysis  was performed using the chi 2 and t tests. RESULTS: Data from 16 

males and 86 females were collected. Males were significantly older than females (38.5 

years vs. 28.7 years; P = 0.004). Except for mean age, no significant statistical 

difference was observed between the clinical factors of SPTs in males and females. 

The mean tumour size in males was significantly smaller than that in females (5.3 vs. 

7.6 cm; P = 0.037). Solid tumours were more common in males (8/16; 50 %) than in 

females (5/86; 5.8 %; P < 0.001). CONCLUSION: The imaging features of SPTs of 

males are different from those of females. In males, the finding of small, prominently 

solid tumours showing enhancement patterns typical  of SPTs may suggest a diagnosis 

of SPT. 
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RESUMEN / SUMMARY:  - Excessive oxidative stress in pancreatic beta cells, caused 

by glucose and fatty  acids, is associated with the pathogenesis of type 2 diabetes. 

Mogrosides have shown antioxidant and antidiabetic activities in animal models of 

diabetes, but the underlying mechanisms remain unclear. This study evaluated the 

antioxidant effect of mogrosides on insulinoma cells under oxidative stress caused by 

palmitic acid, and investigated the underlying molecular mechanisms. Mouse 

insulinoma NIT-1 cells were cultured in medium containing 0.75 mM palmitic acid,  

mimicking oxidative stress. The effects of 1 mM mogrosides were determined with the 

dichlorodihydrofluorescein diacetate assay for intracellular reactive oxygen  species 

(ROS) and FITC-Annexin V/PI assay for cell apoptosis. Expression of glucose 

transporter-2 (GLUT2) and pyruvate kinase was determined by semi-quantitative 

reverse-transcription polymerase chain reaction. Palmitic acid  significantly increased 

intracellular ROS concentration 2-fold (P<0.05), and decreased expression of GLUT2 

(by 60%, P<0.05) and pyruvate kinase (by 80%, P<0.05) mRNAs in NIT-1 cells. 

Compared with palmitic acid, co-treatment with 1 mM mogrosides for 48 h significantly 

reduced intracellular ROS concentration and restored mRNA expression levels of 

GLUT2 and pyruvate kinase. However, mogrosides did not reverse palmitic acid-

induced apoptosis in NIT-1 cells. Our results indicate that mogrosides might exert their 

antioxidant effect by reducing intracellular ROS and regulating expression of genes 

involved in glucose metabolism. Further research is needed to achieve a better 

understanding of the signaling pathway involved in the antioxidant effect of 

mogrosides. 
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RESUMEN / SUMMARY:  - Over the past decade, minimally invasive surgery has been 

introduced as a means to allow manipulation of delicate tissues with outstanding 

visualization of the surgical field. The purpose of this article is to review the available 

literature regarding early postoperative outcomes and the technical challenges of 

minimally  invasive pancreaticoduodenectomy, including robotic techniques. Herein, we 

provide a retrospective review of all published studies in the English literature in which 

a minimally invasive pancreaticoduodenectomy was performed. The reported 

advantages of minimally invasive pancreaticoduodenectomy include better 

visualization, faster recovery time, and decreased length of hospital stay. In cases of 

robotic approaches, some of the proposed advantages include increased dexterity and 

a superior ergonomic position for the operating surgeon. To our knowledge, few studies 

have reported results comparable to open techniques in oncologic outcomes with 

regard to the number of lymph nodes resected and clear margins obtained. An 

increasing number of pancreatic resections are being performed using minimally 

invasive approaches. It remains to be determined if the benefits of this technique 

outweigh its longer operative times and higher costs. 
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RESUMEN / SUMMARY:  - Cholecystectomy is contraindicated in patients with 

comorbidities or unresectable cancer. Percutaneous transhepatic gallbladder drainage 

(PTGBD) is typically offered with response rates ranging from 56% to 100%, but has 

several risks such  as bleeding, pneumothorax, pneumoperitoneum, bile leak, and/or 

catheter migration. Endoscopic transpapillary gallbladder drainage (ETGD) and 

endoscopic ultrasound-guided transmural gallbladder drainage (EUS-GBD) are 

alternative endoscopic modalities that have a technical feasibility, efficacy and safety 

profile comparable with PTGBD. In this report, we present the first case series of 

transgastric EUS-GBD with placement of a fully covered self-expandable metal stent 

with anti-migratory fins. In three pancreatic cancercases with acute cholecystitis when 

ETGD was unsuccessful, there were no bile leaks or procedurally related 

complications. There were no acute cholecystitis recurrences. In conclusion, EUS-GBD 

is a promising, minimally invasive treatment  for acute cholecystitis. Additional 

comparative studies are needed to validate the benefit of this technique. 
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RESUMEN / SUMMARY:  - Objective: CXCL12 exerts a wide variety of chemotactic 

effects on cells. Evidence indicates that CXCL12, in conjunction with its receptor, 

CXCR4, promotes invasion and metastasis of tumor cells. Our objective was to explore 

whether the CXCL12-CXCR4 biological axis might influence biological behavior of 

pancreatic cancer cells. Methods: Miapaca-2 human pancreatic cancer cells were 

cultured under three different conditions: normal medium (control), medium + 

recombinant CXCL12 (CXCL12 group), or medium + CXCR4-inhibitor AMD3100 

(AMD3100 group). RT-PCR was applied to detect mRNA expression levels of CXCL12, 

CXCR4, matrix metalloproteinase 2 (MMP-2), MMP-9, and human urokinase 

plasminogen activator (uPA). Additionally, cell proliferation and invasion were 

performed using CCK-8 colorimetry and transwell invasion assays, respectively. 

Results: CXCL12 was not  expressed in Miapaca-2 cells, but CXCR4 was detected, 

indicating that these cells are capable of receiving signals from CXCL12. Expression of 

extracellular matrix-degrading enzymes MMP-2, MMP- 9, and uPA was upregulated in 

cells exposed  to exogenous CXCL12 (P<0.05). Additionally, both proliferation and 

invasion of pancreatic cancer cells were enhanced in the presence of exogenous 

CXCL12, but AMD3100 intervention effectively inhibited these processes (P<0.05). 

Conclusions: The CXCL12-CXCR4 biological axis plays an important role in promoting 

proliferation and invasion of pancreatic cancer cells. 
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TÍTULO / TITLE:  - Consistent Surgeon Evaluations of Three-Dimensional Rendering of 

PET/CT Scans of  the Abdomen of a Patient with a Ductal Pancreatic Mass. 
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REVISTA / JOURNAL:  - PLoS One. 2013 Sep 24;8(9):e75237. doi: 
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RESUMEN / SUMMARY:  - Two-dimensional (2D) positron emission tomography (PET) 

and computed tomography (CT) are used for diagnosis and evaluation of cancer 

patients, requiring surgeons to look through multiple planar images to comprehend the 

tumor and surrounding tissues. We hypothesized that experienced surgeons would 

consistently evaluate three-dimensional (3D) presentation of CT images overlaid with 

PET images when preparing for a procedure. We recruited six Jefferson surgeons to 

evaluate the accuracy, usefulness, and applicability of 3D renderings of the organs 

surrounding a malignant pancreas prior to surgery. PET/CT and contrast-enhanced CT 

abdominal scans of a patient with a ductal pancreatic mass were segmented into 3D 

surface renderings, followed by co-registration. Version A used only the PET/CT 

image, while version B used the contrast-enhanced CT scans co-registered with the 

PET images. The six surgeons answered 15 questions covering a) the ease  of use 

and accuracy of models, b) how these models, with/without PET, changed their 

understanding of the tumor, and c) what are the best applications of the 3D 

visualization, on a scale of 1 to 5. The six evaluations revealed a statistically significant 

improvement from version A (score 3.6+/-0.5) to version B (score 4.4+/-0.4). A paired-

samples t-test yielded t(14) = -8.964, p<0.001. Across the surgeon cohort, contrast-

enhanced CT fused with PET provided a more lifelike presentation than standard CT, 

increasing the usefulness of the presentation. The experienced surgeons consistently 

reported positive reactions to 3D surface renderings of fused PET and contrast-

enhanced CT scans of a pancreatic cancer and surrounding organs. Thus, the 3D 

presentation could be a useful preparative tool  for surgeons prior to making the first 

incision. This result supports proceeding  to a larger surgeon cohort, viewing 

prospective 3D images from multiple types of  cancer. 
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RESUMEN / SUMMARY:  - CONTEXT: There have been many cases of medication-

induced tremors. We report a patient who developed significant chin tremors after the 

administration of paroxetine. CASE REPORT: A 68-year-old Vietnamese female with a 

past medical history including GIST and pancreatic cancer status post Whipple 

procedure and six months of adjuvant chemotherapy with gemcitabine presented with 
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symptoms of anxiety for which she was treated with paroxetine. Within 2 weeks she 

developed chin tremors which resolved after paroxetine was discontinued. 

CONCLUSIONS: To our knowledge, this is the first case report of a temporary chin 

tremor associated with paroxetine. The exact mechanism of this phenomenon is 

unclear. However, it has been suggested that movement disorders such as chin 

tremors may be related to elevated serotonin levels causing an inhibition of central 

dopamine. 
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RESUMEN / SUMMARY:  - CONTEXT: Oxaliplatin, a third-generation platinum derivative 

is commonly used for the treatment of colorectal cancer, pancreatic cancer, upper 

gastrointestinal cancer, hepatobiliary cancer, and ovarian cancer. Neurotoxicity is the 

dose limiting toxicity and ototoxicity is very rare, less than 1% of patients. CASE 

REPORT: We present a case of a female patient with locally advanced unresectable  

pancreatic cancer who developed hearing loss after receiving oxaliplatin and 

gemcitabine. The dose of oxaliplatin was reduced but continued due to clinical benefit 

and radiological response. DISCUSSION: To the best of our knowledge, this is the third 

case report of oxaliplatin-induced ototoxicity. Ototoxicity seems to be a rare 

complication of oxaliplatin therapy. Regardless of its rare occurrence, clinicians should 

be aware of this severe complication and be diligent in monitoring patients’s clinical 

symptoms. 
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RESUMEN / SUMMARY:  - Background: Triptolide, extracted from the herb Tripteryglum 

wilfordii Hook.f that has long been used as a natural medicine in China, has attracted 

much interest for its anti-cancer effects against some kinds of tumours in recent years. 

Artesunate, extracted from the Chinese herb Artemisia annua, has proven to be 

effective and safe as an anti-malarial drug that possesses anticancer potential. The 

present study attempted to clarify if triptolide enhances artesunate-induced cytotoxicity 

in pancreatic cancer cell lines in vitro and in vivo. Methods: In vitro, to test synergic 

actions, cell viability and apoptosis were analyzed after treatment of pancreatic cancer 

cell lines with the two agents singly or in combination. The molecular mechanisms of 

apoptotic effects were also explored using qRT-PCR and Western blotting. In vivo, a 

tumor xenograft model was established in nude mice, for assessment of inhibitory 

effects of triptolide and  artesunate. Results: We could show that the combination of 

triptolide and artesunate could inhibit pancreatic cancer cell line growth, and induce 

apoptosis, accompanied by expression of HSP 20 and HSP 27, indicating important 

roles in the synergic effects. Moreover, tumor growth was decreased with triptolide and 

artesunate synergy. Conclusion: Our result indicated that triptolide and artesunate in 

combination at low concentrations can exert synergistic anti-tumor effects in pancreatic 

cancer cells with potential clinical applications. 

 

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

[320] 

TÍTULO / TITLE:  - Reversing the Intractable Nature of Pancreatic Cancer by Selectively 

Targeting ALDH-High, Therapy-Resistant Cancer Cells. 

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

REVISTA / JOURNAL:  - PLoS One. 2013 Oct 23;8(10):e78130. doi: 

10.1371/journal.pone.0078130. 

 ●● Enlace al texto completo (gratuito o de pago)  1371/journal.pone.0078130 

AUTORES / AUTHORS:  - Kim SK; Kim H; Lee DH; Kim TS; Kim T; Chung C; Koh GY; 

Kim H; Lim DS 

INSTITUCIÓN / INSTITUTION:  - Graduate School of Medical Science and Engineering, 

South Korea Advanced Institute of Science and Technology (KAIST), Daejeon, South 

Korea. 

RESUMEN / SUMMARY:  - Human pancreatic ductal adenocarcinoma (PDAC) is a 

cancer with a dismal prognosis. The efficacy of PDAC anticancer therapies is often 

short-lived; however, there is little information on how this disease entity so frequently 

gains resistance to treatment. We adopted the concept of cancer stem cells (CSCs) to 

explain the mechanism of resistance and evaluated the efficacy of a candidate  

anticancer drug to target these therapy-resistant CSCs. We identified a subpopulation 

of cells in PDAC with CSC features that were enriched for aldehyde  dehydrogenase 

(ALDH), a marker expressed in certain stem/progenitor cells. These  cells were also 

highly resistant to, and were further enriched by, treatment with gemcitabine. Similarly, 

surgical specimens from PDAC patients showed that those who had undergone 

preoperative chemo-radiation therapy more frequently displayed  cancers with ALDH 

strongly positive subpopulations compared with untreated patients. Importantly, these 

ALDH-high cancer cells were sensitive to disulfiram, an ALDH inhibitor, when tested in 
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vitro. Furthermore, in vivo xenograft studies showed that the effect of disulfiram was 

additive to that of low-dose gemcitabine when applied in combination. In conclusion, 

human PDAC-derived cells that express high levels of ALDH show CSC features and 

have a key role in the development of resistance to anticancer therapies. Disulfiram 

can be used to suppress this therapy-resistant subpopulation. 
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RESUMEN / SUMMARY:  - BACKGROUND: Pancreatic ductal adenocarcinoma (PDAC) 

can be divided into head, body and tail cancers according to the anatomy. Distinctions 

in tissue composition, vascularization and innervations have been clearly identified 

between the head and body/tail of the pancreas both in embryological development  

and in histopathology. To understand the postulated genotype difference, we present 

comprehensive information on two PDAC cell lines as typical representatives 

originating from pancreatic head and body/tail cancers, respectively. DATA SOURCE: 

In the present review, we compare the difference between pancreatic head and 

body/tail cancers regarding clinical parameters and introducing an in vitro model. 

RESULTS: Increasing evidence has shown that tumors at different locations (head vs 

body/tail) display different clinical presentation (e.g. incidence, symptom), treatment 

efficiency (e.g. surgery, chemotherapy) and thus patient prognosis. However, the 

genetic or molecular diversity (e.g. mutations, microRNA) between the two subtypes of 

PDAC has not been elucidated so far. They present different chemo- and/or radio-

resistance, extracellular matrix adhesion and invasiveness, as well as genetic profiles. 

CONCLUSION: Genetic and tumor biological diversity exists in PDAC according to the 

tumor localization. 
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RESUMEN / SUMMARY:  - BACKGROUND: Pancreatic cancer is a rare tumor with an 

extremely low survival rate. Its known risk factors include the chronic use of tobacco 

and excessive alcohol consumption and the presence of chronic inflammatory 

diseases, such as pancreatitis and type 2 diabetes. Angiogenesis and 
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lymphangiogenesis, which have  been the focus of recent research, are considered 

prognostic factors for cancer development. Knowing the angiogenic and 

lymphangiogenic profiles of a tumor may provide new insights for designing treatments 

according to the different properties of the tumor. The aim of this study was to evaluate 

the density of blood and lymphatic vessels, and the expression of VEGF-A, in 

pancreatic adenocarcinomas, as well as the relationship between blood and lymphatic 

vascular density and the prognostically important clinical-pathological features of 

pancreatic tumors. METHODS: Paraffin blocks containing tumor samples from 100 

patients who were diagnosed with pancreatic cancer between 1990 and 2010 were 

used to construct a tissue microarray. VEGF expression was assessed in these 

samples by immunohistochemistry. To assess the lymphatic and vascular properties  of 

the tumors, 63 cases that contained sufficient material were sectioned routinely. The 

sections were then stained with the D2-40 antibody to identify the lymphatic vessels 

and with a CD34 antibody to identify the blood vessels. The vessels were counted 

individually with the Leica Application Suite v4 program. All statistical analyses were 

performed using SPSS 18.0 (Chicago, IL, USA) software, and p values <= 0.05 were 

considered significant. RESULTS: In the Cox regression analysis, advanced age 

(p=0.03) and a history of type 2 diabetes (p=0.014) or chronic pancreatitis (p=0.02) 

were shown to be prognostic factors for pancreatic cancer. Blood vessel density (BVD) 

had no relationship with clinical-pathological features or death. Lymphatic vessel 

density (LVD) was inversely correlated with death (p=0.002), and by Kaplan-Meyer 

survival analysis, we found a significant association between low LVD (p=0.021), 

VEGF expression (p=0.023) and low patient survival. CONCLUSIONS: Pancreatic 

carcinogenesis is related to a history of chronic inflammatory processes, such as type 2 

diabetes and chronic pancreatitis. In pancreatic cancer development, 

lymphangiogenesis can be considered an early event that enables the dissemination of 

metastases. VEGF expression and low LVD can be considered as poor prognostic 

factors as tumors with this profile are fast growing and highly aggressive.Virtual slides: 

The virtual slide(s) for this article can be found here: 

http://www.diagnosticpathology.diagnomx.eu/vs/5113892881028514. 
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RESUMEN / SUMMARY:  - To study the effects of [6]-gingerol, a ginger phytochemical, 

on tight junction (TJ) molecules, we investigated TJ tightening and signal transduction 

pathways in human pancreatic duct cell-derived cancer cell line PANC-1. The following 

methods were utilized: MTT assay to determine cytotoxicity; zymography to examine 

matrix  metalloproteinase (MMP) activities; transepithelial electrical resistance (TER) 
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and paracellular flux for TJ measurement; RT-PCR and immunoblotting for proteins  

related to TJ and invasion; and EMSA for NF- kappa B activity in PANC-1 cells. Results 

revealed that TER significantly increased and claudin 4 and MMP-9 decreased 

compared to those of the control. TJ protein levels, including zonula occludens (ZO-) 1, 

occludin, and E-cadherin, increased in [6]-gingerol-treated cells, which correlated with 

a decrease in paracellular flux and MMP activity. Furthermore, NF- kappa B/Snail 

nuclear translocation was suppressed via downregulation of the extracellular signal-

regulated kinase (ERK) pathway in response to [6]-gingerol treatment. Moreover, 

treatment with U0126, an ERK inhibitor, completely blocked NF- kappa B activity. In 

conclusion, these findings demonstrate that [6]-gingerol regulates TJ-related proteins 

and suppresses invasion and metastasis through NF- kappa B/Snail inhibition via 

inhibition of the ERK pathway. Therefore, [6]-gingerol may suppress the invasive 

activity of PANC-1 cells. 
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RESUMEN / SUMMARY:  - BACKGROUND: Nerve invasion is a specific type of tumor 

expansion and characteristic manifestation of pancreatic cancer (PC), with an 

incidence rate ranging from 50% to 100%. It is an important prognostic factor for 

pancreatic cancer, and its early detection is helpful in the management of the disease. 

This study was undertaken to analyze retrospectively the relationship between neural 

invasion and multiple clinicopathological features and to provide evidences for 

clinicians in the management of neural invasion in patients with PC. METHODS: 

Formalin-fixed paraffin-embeded specimens of PC taken from 215 patients were 

examined for the presence of neural invasion under a light microscope. Analyzed was 

the relationship between neural invasion and multiple clinicopathological feature 

including preoperative fasting blood glucose level, amylase level, serum  CA19-9 level, 

abdominal pain, lumbar and back pain, and the expressions of p53 and Ki67 in tumor 

tissues. RESULTS: Preoperative fasting blood glucose level, serum CA19-9 level and 

p53 positive cells in cancer tissue were increased with the rise of pathological grade 

(P<0.05). These indices were significantly higher  in patients with neural invasion than 

in those without (P<0.05). Further analysis revealed a positive correlation between p53 

and Ki67 overexpression and lymphatic metastasis (P<0.05). Referred pain was 

positively correlated with neural invasion (P<0.05). Patients with PC perineural invasion 

were more likely to have a higher  pathological grade (P<0.05). CONCLUSIONS: Our 

data indicated that the preoperative fasting blood glucose level, serum CA19-9 level, 

and referred pain are novel predictive markers for neural invasion in patients with PC. 

p53 and Ki67 play important roles in neural invasion of PC. Management of 

hyperglycemia may serve as an auxiliary treatment to curb neural invasion in PC. 
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RESUMEN / SUMMARY:  - Pancreatic cancer (PC) remains one of the most lethal 

human malignancies with poor prognosis. Despite all advances in preclinical research, 

there have not been significant translation of novel therapies into the clinics. The 

development of genetically engineered mouse (GEM) models that produce 

spontaneous pancreatic adenocarcinoma (PDAC) have increased our understanding of 

the pathogenesis of the disease. Although these PDAC mouse models are ideal for 

studying potential therapies and specific genetic mutations, there is a need for 

developing syngeneic cell lines from these models. In this study, we describe the 

successful establishment and characterization of three cell lines derived from two 

(PDAC) mouse models. The cell line UN-KC-6141 was derived from a pancreatic tumor 

of a Kras(G12D);Pdx1-Cre (KC) mouse at 50 weeks of age, whereas UN-KPC-960 and 

UN-KPC-961 cell lines were derived from pancreatic tumors of 

Kras(G12D);Trp53(R172H);Pdx1-Cre (KPC) mice at 17 weeks of age. The cancer 

mutations of these parent mice carried over to the daughter cell lines (i.e. Kras(G12D) 

mutation was observed in all three cell lines while Trp53 mutation was observed only in 

KPC cell lines). The cell lines showed typical cobblestone epithelial morphology in 

culture, and unlike the previously established mouse PDAC cell line Panc02, 

expressed the ductal marker CK19. Furthermore, these cell  lines expressed the 

epithelial-mesenchymal markers E-cadherin and N-cadherin, and also, Muc1 and Muc4 

mucins. In addition, these cell lines were resistant to the chemotherapeutic drug 

Gemcitabine. Their implantation in vivo produced subcutaneous as well as tumors in 

the pancreas (orthotopic). The genetic mutations in these cell lines mimic the genetic 

compendium of human PDAC, which make them valuable models with a high potential 

of translational relevance for examining diagnostic markers and therapeutic drugs. 
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RESUMEN / SUMMARY:  - The present study aimed to ascertain whether suppression of 

midkine (MK) expression in pancreatic cancer cells inhibits metastasis to the liver. 

Human pancreatic cancer AsPC-1 cells were transfected with small interfering RNA 
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(siRNA) targeting MK. siRNA against MK was observed to reduce the expression of 

MK mRNA and protein in a concentration- and time-dependent manner, and to 

decrease the number of migrating and tissue-penetrating cells in a concentration-

dependent manner (P<0.005). Extracellular vascular endothelial growth factor (VEGF) 

concentrations were markedly reduced for the siRNA-transfected cells compared with 

those that were non-siRNA-transfected. The  liver transmission rate and tumor nodule 

number in the animals harboring the siRNA-transfected cells were lower compared with 

those in the animals harboring the non-siRNA-transfected cells (P<0.005). These data 

indicate that metastasis of pancreatic cancer cells to the liver requires the expression 

of MK. The downregulation of VEGF expression is essential to the mechanism whereby 

suppression of MK expression constrains the metastasis of pancreatic cancer cells to 

the liver. 
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RESUMEN / SUMMARY:  - Pancreatic cancer is a devastating disease with the worst 

prognosis among all the major human malignancies. The propensity to rapidly 

metastasize contributes significantly to the highly aggressive feature of pancreatic 

cancer. The molecular mechanisms underlying this remain elusive, and proteins 

involved in the control of pancreatic cancer cell motility are not fully characterized. In 

this study, we find that histone deacetylase 6 (HDAC6), a member of the class II HDAC  

family, is highly expressed at both protein and mRNA levels in human pancreatic 

cancer tissues. HDAC6 does not obviously affect pancreatic cancer cell proliferation or 

cell cycle progression. Instead, it significantly promotes the motility of pancreatic 

cancer cells. Further studies reveal that HDAC6 interacts  with cytoplasmic linker 

protein 170 (CLIP-170) and that these two proteins function together to stimulate the 

migration of pancreatic cancer cells. These findings provide mechanistic insight into the 

progression of pancreatic cancer and suggest HDAC6 as a potential target for the 

management of this malignancy. 
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RESUMEN / SUMMARY:  - In this study, the role of RON (receptor originated from 

nantes) in tumor progression was further investigated in context with MET expression 
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and activity. RON and MET expressions were not detected in an immortalized normal 

human pancreas cell line (HPNE), but were co-expressed in five of seven pancreatic 

ductal adenocarcinoma (PDAC) cell lines (PANC-1, BxPC-3, Capan-2, CFPAC-1 and 

AsPC-1). RON expression was knocked down by an shRNA approach in two PDAC 

cell lines (BxPC-3 and CFPAC-1) that co-express MET. Knockdown of RON 

significantly inhibited cell growth, clonogenicity and macrophage stimulating protein 

(MSP), RON ligand induced invasion by in vitro assays and significantly inhibited tumor  

growth (P<0.001) and metastasis (P<0.009) in an orthotopic pancreatic cancer mouse 

model at week 7. However, by week 9, the mice implanted with RON knockdown  cells 

had developed similar size primary tumors and metastases compared with that seen in 

the control group at week 7. Western blotting and immunohistochemistry analyses 

showed that MET remains highly expressed in cells and tumor tissues where RON was 

knocked down. Moreover, knockdown of RON did not prevent hepatocyte growth factor 

(HGF) stimulated invasion in in vitro Matrigel assays. Treating cells with MSP induced 

the transphosphorylation of MET, suggesting that signaling may be modulated by 

relative levels of RON and MET receptors and their corresponding ligands. To this 

point, HGF treatment of RON knockdown cells caused an increase in intensity and 

duration of MET signaling, suggesting that MET signaling may compensate for loss of 

RON signaling. Treatment of cells with an MET inhibitor, PHA-665752, had minimal 

effects on inhibiting cell growth but significantly inhibited cell invasion induce by ligands 

for either MET or RON. These results suggest that HGF/MET signaling may have a 

more important role in tumor cell invasion and metastasis rather than in tumor cell 

proliferation. This  study indicates that specific inhibition of RON delays but does not 

prevent progression of PDAC. Moreover, specific signaling may be modulated by the 

interaction of RON and MET receptors. This dynamic interaction of RON and MET in  

pancreatic cancer cells suggests that dual targeting of both RON and MET will be  

preferable to inhibition of either target alone. 
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RESUMEN / SUMMARY:  - BACKGROUND: Relevant preclinical models that 

recapitulate the key features of human pancreatic ductal adenocarcinoma (PDAC) are 

needed in order to provide biologically tractable models to probe disease progression 

and therapeutic responses and ultimately improve patient outcomes for this disease. 

Here, we describe the establishment and clinical, pathological, molecular and genetic 

validation of a murine, orthotopic xenograft model of PDAC. METHODS: Human 

PDACs  were resected and orthotopically implanted and propagated in 

immunocompromised mice. Patient survival was correlated with xenograft growth and 

metastatic rate in mice. Human and mouse tumor pathology were compared. Tumors 
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were analyzed for  genetic mutations, gene expression, receptor tyrosine kinase 

activation, and cytokine expression. RESULTS: Fifteen human PDACs were 

propagated orthotopically  in mice. Xenograft-bearing mice developed peritoneal and 

liver metastases. Time to tumor growth and metastatic efficiency in mice each 

correlated with patient survival. Tumor architecture, nuclear grade and stromal content 

were similar in patient and xenografted tumors. Propagated tumors closely exhibited 

the genetic and molecular features known to characterize pancreatic cancer (e.g. high 

rate of KRAS, P53, SMAD4 mutation and EGFR activation). The correlation coefficient 

of gene expression between patient tumors and xenografts propagated through 

multiple generations was 93 to 99%. Analysis of gene expression demonstrated distinct 

differences between xenografts from fresh patient tumors versus commercially 

available PDAC cell lines. CONCLUSIONS: The orthotopic xenograft model derived 

from fresh human PDACs closely recapitulates the clinical, pathologic, genetic and 

molecular aspects of human disease. This model has resulted in the identification of 

rational therapeutic strategies to be tested in clinical trials and will permit additional 

therapeutic approaches and identification of biomarkers of response to therapy. 
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RESUMEN / SUMMARY:  - Pancreatic carcinoma (PC) is an aggressive malignancy with 

one of the poorest mortality rates. It is the sixth leading cause of mortality from 

malignant disease in China and the fourth leading cause of cancer-related mortality in 

the  United States. The poor outcome reflects the requirement for an improved 

understanding of the transcriptional control of oncogenic signaling pathways. 3-

phosphoinositide-dependent protein kinase-1 (PDK1) is a potent oncogenic driver of 

PC. The present study aimed to elucidate the transcriptional regulation of microRNA 

(miR)-375-targeted PDK1. miR-375 is a putative target and, in the present study, was 

observed to be significantly downregulated in the tumor compared with non-tumor 

tissues from patients with PC (n=44). As determined by a  luciferase reporter assay, 

the ectopic expression of miR-375 was identified to diminish the transcriptional activity 

of PDK1. Furthermore, immunoblotting revealed that miR-375 suppressed endogenous 

PDK1 protein levels. Functional assays showed that miR-375 was able to inhibit 

proliferation and promote apoptosis of the PC cells. miR-375 is a significant regulator of 

the PDK1 oncogene, suggesting that it may have a potential therapeutic role in the 

treatment of PC. 
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RESUMEN / SUMMARY:  - BACKGROUND: The prognosis for patients with ductal 

adenocarcinoma of the pancreas (PDAC) remains poor even after curative resection. 

Carbohydrate antigen 19-9 (CA  19-9) and the carcinoembryonic antigen (CEA) are the 

most widely used serum-based tumor markers for the diagnosis and follow up of 

pancreatic cancer. In our analysis we aim to assess the prognostic value of a 

combination of both tumor markers in patients with pancreatic ductal adenocarcinoma 

(PDAC). PATIENTS AND METHODS: Between 01/1995 and 08/2012 we performed a 

total of 264 pancreatic resections due to PDAC. Patients were stratified into 3 groups in 

regard to their preoperative tumor marker levels. Survival was compared between the 

groups using  Kaplan Meier analysis and log rank test. Univariate subgroup analysis 

and multivariate analysis were performed. RESULTS: For 259 cases complete follow 

up could be obtained. In patients with low preoperative CEA and CA 19-9 levels (group 

1 n = 91) the mean survival was 33.3 month (CI 95% 25.1-41.5). If one of the analyzed 

tumor markers (CEA/CA19-9) was preoperatively elevated above the cut-off level 

(group 2 n = 106) mean survival was 28.5 month (CI 95% 22.1-35.1).  62 patients 

showed preoperative elevation of both, CEA and CA 19-9 (group 3); mean survival in 

this group was 23.9 month (CI 95% 13.9-33.9), p > 0.01. Multivariate analysis 

confirmed preoperative CEA/CA 19-9 level as independent prognostic factor (HR 

1.299). CONCLUSION: Preoperative CEA and CA 19-9 levels correlate with patient 

prognosis after curative pancreatic resection due to PDAC. This is especially true for 

the most frequently pT ¾ stages of PDAC. Even if CEA and CA 19-9 might not be 

appropriate for screening, its serum levels should therefore be determined prior to 

operation and taken into account when resectability or operability is doubtful. 
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RESUMEN / SUMMARY:  - Pancreatic cancer is the fourth leading cause of cancer 

related death in the US and exhibits aggressive features with short survival rate and 

high mortality. Therefore, it is important to understand the molecular mechanism(s) 

involved in the aggressive growth of pancreatic cancers, and further design novel 

targeted therapies for its treatment with better treatment outcome. In the present study,  

we found that the expression of miR-221 was significantly up-regulated in pancreatic 

cancer cell lines and tumor tissues compared to normal pancreatic duct epithelial cells 

and normal pancreas tissues. Moreover, we found that the pancreatic cancer patients 
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with high miR-221 expression had a relatively shorter  survival compared to those with 

lower expression, suggesting that miR-221 could be an oncogenic miRNA and a 

prognostic factor for poor survival of patients. Interestingly, transfection of miR-221 

inhibitor suppressed the proliferative capacity of pancreatic cancer cells with 

concomitant up-regulation of PTEN, p27(kip1), p57(kip2), and PUMA, which are the 

tumor suppressors and the predicted targets of miR-221. Most importantly, we found 

that the treatment of pancreatic cancer cells with isoflavone mixture (G2535), 

formulated 3,3’-diindolylmethane (BR-DIM), or synthetic curcumin analogue (CDF) 

could down-regulate the expression of miR-221 and consequently up-regulate the 

expression of PTEN, p27(kip1), p57(kip2), and PUMA, leading to the inhibition of cell 

proliferation and migration of MiaPaCa-2 and Panc-1 cells. These results provide 

experimental evidence in support of the oncogenic role of miR-221 and also 

demonstrate the role of isoflavone, BR-DIM, and CDF as potential non-toxic agents 

that are capable of down-regulation of miR-221. Therefore, these agents combined 

with conventional chemotherapeutics could be useful in designing novel targeted 

therapeutic strategy for the treatment of pancreatic cancer for which there is no 

curative therapy. 
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RESUMEN / SUMMARY:  - OBJECTIVES: This study investigated the impact of 

neoadjuvant radiation therapy (XRT) on postoperative outcomes following 

pancreaticoduodenectomy for pancreatic  cancer. METHODS: The American College 

of Surgeons National Quality Improvement Program database was queried for the 

period 2005-2010 to assess complication rates following pancreaticoduodenectomy for 

pancreatic cancer. Two groups of patients were identified, comprising those who 

received neoadjuvant XRT and those who did not (control group). RESULTS: A total of 

4416 patients were identified, including 200 in the XRT group and 4216 in the control 

group. There were differences in patient characteristics between the groups, including 

in age, hypertension and bilirubin level. Despite the fact that weight loss was more 

common, median operative time was longer (423 min versus 368 min; P < 0.001), and 

vascular reconstruction was more commonly required (20.5% versus 8.4%; P < 0.001) 

in the XRT group. In addition, the XRT group had a shorter median hospital stay than 

the control group (9 days versus 10 days; P = 0.005). Mortality (3.0% versus 2.7%; P = 

0.818) and morbidity (40.5% versus 37.6%; P = 0.404) rates were not influenced by 

neoadjuvant XRT. Blood transfusion rates were increased in the XRT  group (13.0% 

versus 7.4%; P = 0.003). Severe complications were influenced by age >70 years, 

American Society of Anesthesiologists (ASA) class >2, preoperative sepsis, dyspnoea, 

weight loss, impaired functional status, peripheral vascular disease and operative time 
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of >8 h. CONCLUSIONS: Neoadjuvant XRT is not associated with an increase in 

complications after pancreaticoduodenectomy. 
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RESUMEN / SUMMARY:  - Pancreatic carcinoma is one of the most lethal cancers in 

humans. The poor prognosis of this malignancy depends on several factors, such as: 

lack of early symptoms, advanced stage at detection, early metastatic spread and no 

effective systemic treatment. To date, only few risk factors for this malignancy are 

known; therefore, considerable efforts are required to identify additional causative 

agents involved in the process of pancreatic carcinogenesis. In the last years, a large 

series of epidemiological investigations have suggested that both bacteria  and viruses 

may play a important role in the initiation and progression of several animal and human 

cancers. In particular, some studies have showed that hepatitis B (HBV) and hepatitis 

C (HCV) viruses, two hepatotropic pathogens with  well-known oncogenic properties for 

liver, may be detected also in extra-hepatic  tissues, such as pancreas. The aim of this 

paper is to briefly report the results of available studies, assessing the possible 

association between HBV/HCV and pancreatic cancer development as well as to 

discuss the limiting factors of these researches. 
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RESUMEN / SUMMARY:  - Solid-pseudopapillary neoplasm is a rare pancreatic tumor 

typically observed in young adults. A new case of the tumor was diagnosed in a 22-

year-old woman. An abnormal mass connected with the pancreatic body was found on 

ultrasound and computed tomography. Magnetic resonance revealed weak 

homogeneous contrast enhancement and a low ADC value (0.824 mm/s2; b1000). 

Primary radiological diagnosis suggested a solid pancreatic neoplasm, which was 

confirmed during histopathological assessment after resection of the pancreatic body 

with preservation of the spleen and normal drainage through the main pancreatic duct.  

Histological appearance of the solid-pseudopapillary neoplasm corresponded with its 

radiological morphology. 
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RESUMEN / SUMMARY:  - Pancreatic tumors contain cancer stem cells highly resistant 

to chemotherapy. The identification of therapies that can eliminate this population of 

cells might provide with more effective treatments. In the current work we evaluated the 

potential of oncolytic adenoviruses to act against pancreatic cancer stem cells (PCSC). 

PCSC from two patient-derived xenograft models were isolated from orthotopic 

pancreatic tumors treated with saline, or with the chemotherapeutic agent gemcitabine. 

An enrichment in the number of PCSC expressing the cell surface marker CD133 and 

a marked enhancement on tumorsphere formation was observed in gemcitabine 

treated tumors. No significant increase in the CD44, CD24, and epithelial-specific 

antigen (ESA) positive cells was observed. Neoplastic sphere-forming cells were 

susceptible to adenoviral infection and exposure to oncolytic adenoviruses resulted in 

elevated cytotoxicity with both Adwt and the tumor specific AduPARE1A adenovirus. In 

vivo, intravenous administration of a single dose of AduPARE1A in human-derived 

pancreatic xenografts led to a remarkable anti-tumor effect. In contrast to gemcitabine 

AduPARE1A treatment did not result in PCSC enrichment. No enrichment on 

tumorspheres neither on the CD133+ population was detected. Therefore our data 

provide evidences of the relevance of uPAR-controlled oncolytic adenoviruses for  the 

elimination of pancreatic cancer stem cells. 
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RESUMEN / SUMMARY:  - Pancreatic cancer is third most common cancer of the 

gastrointestinal tract in Bulgaria, accouting for 11, 6% in 2008. The leading symptom in 

patients with pancreatic cancer is the pain. The pain can be related with neoplasms 

and their metastasis. We should use all kind of resourses for pain relief: conventional 

drugs (according to the three steps strategy of WHO), interventional or surgical  

procedures. AIM: To present the interventional and surgical techniques in our practice 

and to share our experience for pain control in patients with nonresectable pancreatic 

cancer to improve their quality of life. MATERIAL: In a  seven year period (2004-2011) 

we performed 59 thoracoscopic splanhnicectomies/30--bilateral/ 4 intraoperative 

resections of celiac ganglion,  25 CT—control celiac plexus neurolysis and 90 cases 

pain relief with epidural analgesia. Concerning the quality of life we applied a 

questionnaire of a spannish medical center “ City of Hope” adapted for patients with 

cancer and the  level of pain with visual analogue scale VAS. RESULTS: The long-term 

duration of  the pain relief technique depends on applied technic, of cancer invasion 

and of the technic itself. The technique with the longest effect are the intraoperative  

celiac ganglion removal and the bilateral thoracoscopic splanhnicectomy. On the other 

hand the shortest effect we report the celiac plexus neurolysis, and the epudural 

analgesia. These data are in correlation with the reduction of the pain  shown using 

VAS thus improving the quality of life. CONCLUSIONS: The surgical and interventional 

methods for control of cancer pain have their own collocation improving the quality of 

life of these patients. New strategies for the pain control are need in the future. 
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RESUMEN / SUMMARY:  - Resection and reimplantation of the superior mesenteric 

artery (SMA) as part of a pancreaticoduodenal resection for cancer is rarely performed 

even in high-volume  centers because of the risks inherent in this procedure and the 

perceived lack of oncological benefit associated with arterial resection during 

pancreaticoduodenectomy. The role of arterial resection during 

pancreaticoduodenectomy has recently been reevaluated, and this procedure may be  

of greater benefit than previously believed in selected patients. It also has a definite 

role when necessary to resect low-grade pancreatic and peripancreatic malignancies or 

to salvage intraoperative injury to the SMA. This small case series presents the authors 

experience with this procedure. 
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TÍTULO / TITLE:  - Escin Chemosensitizes Human Pancreatic Cancer Cells and Inhibits 

the Nuclear Factor-kappaB Signaling Pathway. 

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

REVISTA / JOURNAL:  - Biochem Res Int. 2013;2013:251752. Epub 2013 Oct 27. 
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Institute of Oncology, Tel Aviv Sourasky Medical Center, 6 Weizmann Street, 64239 

Tel Aviv, Israel ; Sackler Faculty of Medicine, Tel Aviv University, Tel Aviv, Israel. 

RESUMEN / SUMMARY:  - Background. There is an urgent need to develop new 

treatment strategies and drugs for pancreatic cancer that is highly resistant to radio-

chemotherapy. Aesculus hippocastanum (the horse chestnut) known in Chinese 

medicine as a plant with anti-inflammatory, antiedema, antianalgesic, and antipyretic 

activities. The main active compound of this plant is Escin (C54H84O23). Objective. To 

evaluate the effect of Escin alone and combined with chemotherapy on pancreatic 

cancer cell survival and to unravel mechanism(s) of Escin anticancer activity. Methods. 

Cell  survival was measured by XTT colorimetric assay. Synergistic effect of combined 

therapy was determined by CalcuSyn software. Cell cycle and induction of apoptosis 

were evaluated by FACS analysis. Expression of NF- kappa B-related proteins (p65, I 

kappa Balpha, and p-I kappa Balpha) and cyclin D was evaluated by western blot 

analysis. Results. Escin decreased the survival of pancreatic cancer cells with IC50 = 

10-20 M. Escin combined with gemcitabine showed only additive effect, while its 

combination with cisplatin resulted in a significant synergistic cytotoxic effect in Panc-1 

cells. High concentrations of Escin induced apoptosis and decreased NF- kappa B-

related proteins and cyclin D expression. Conclusions. Escin decreased pancreatic 

cancer cell survival, induced apoptosis, and downregulated NF- kappa B signaling 

pathway. Moreover, Escin sensitized pancreatic cancer cells to chemotherapy. Further 

translational research is required. 
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TÍTULO / TITLE:  - Diagnostic and therapeutic implications of a novel 

immunohistochemical panel detecting duodenal mucosal invasion by pancreatic ductal 

adenocarcinoma. 

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

REVISTA / JOURNAL:  - Int J Clin Exp Pathol. 2013 Oct 15;6(11):2476-86. 

AUTORES / AUTHORS:  - Sopha SC; Gopal P; Merchant NB; Revetta FL; Gold DV; 

Washington K; Shi C 

INSTITUCIÓN / INSTITUTION:  - Department of Pathology, Microbiology and 

Immunology, Vanderbilt University Medical Center Nashville, TN, USA. 

RESUMEN / SUMMARY:  - BACKGROUND: We investigated a series of 

pancreaticoduodenectomy and duodenal biopsies with a panel of immunohistochemical 

markers to identify duodenal mucosal invasion by pancreatic ductal adenocarcinoma 

(PDAC), including markers of poor prognosis and targets of promising novel 

immunotherapies. MATERIALS AND METHODS:  Eighteen consecutive 

pancreaticoduodenectomy specimens with duodenal mucosal invasion by PDAC were 

examined for expression of MUC1, MUC4, MUC5AC, MUC6, mesothelin, MUC2, 

CDX2, and DPC4 on formalin-fixed, paraffin-embedded sections of duodenal-

ampullary-pancreatic junctions. Expression of all but MUC6 was also assessed in 
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duodenal biopsies from 12 patients with duodenal mucosal invasion by  PDAC. 

RESULTS: The duodenal mucosa expressed MUC1 (crypts), MUC2 (goblet cells),  

MUC6 (Brunner glands), CDX2, and DPC4. PDACs in the duodenal mucosa from the 

resection (n=16-18) and biopsy (n=12) specimens were marked as follows: MUC1 

100% (30/30), MUC4 83% (24/29), MUC5AC 83% (25/30), mesothelin 82% (23/28), 

MUC2 7% (2/30), and CDX2 36% (10/28). Loss of DPC4 expression was seen in 16 of 

29 (55%)  cases. Reactive mucosa adjacent to PDAC expressed MUC4, MUC5AC and 

mesothelin in  65% (17/26), 19% (5/27), and 19% (5/26) of cases, respectively. While 

MUC5AC and  mesothelin had high diagnostic accuracy for detection of PDAC, MUC2, 

CDX2 and DPC4 expression demonstrated negative correlation with PDAC, with 

absent expression being highly specific for PDAC. CONCLUSION: 

Immunohistochemical labeling for PDAC biomarkers may aid the diagnosis of PDAC in 

duodenal biopsy, especially in situations where diagnosis of a pancreatic mass is 

challenging. 
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TÍTULO / TITLE:  - Pancreatic cancer in Saudi Arabia. 

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

REVISTA / JOURNAL:  - Saudi Med J. 2013 Nov;34(11):1199-200. 
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TÍTULO / TITLE:  - Metformin targets the metabolic achilles heel of human pancreatic 

cancer stem cells. 

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

REVISTA / JOURNAL:  - PLoS One. 2013 Oct 18;8(10):e76518. doi: 

10.1371/journal.pone.0076518. 

 ●● Enlace al texto completo (gratuito o de pago)  1371/journal.pone.0076518 
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SM; Dorado J; Balic A; Hidalgo M; Heeschen C 

INSTITUCIÓN / INSTITUTION:  - Stem Cells & Cancer Group, Molecular Pathology 

Programme, Spanish National Cancer Research Centre (CNIO), Madrid, España. 

RESUMEN / SUMMARY:  - Pancreatic ductal adenocarcinomas contain a subset of 

exclusively tumorigenic cancer stem cells (CSCs), which are capable of repopulating 

the entire heterogeneous cancer cell populations and are highly resistant to standard 

chemotherapy. Here we demonstrate that metformin selectively ablated pancreatic 

CSCs as evidenced by diminished expression of pluripotency-associated genes and 

CSC-associated surface markers. Subsequently, the ability of metformin-treated CSCs 

to clonally expand in vitro was irreversibly abrogated by inducing apoptosis. In contrast, 

non-CSCs preferentially responded by cell cycle arrest, but were not eliminated by 

metformin treatment. Mechanistically, metformin increased reactive oxygen species 

production in CSC and reduced their mitochondrial transmembrane potential. The 

subsequent induction of lethal energy  crisis in CSCs was independent of 

AMPK/mTOR. Finally, in primary cancer tissue xenograft models metformin effectively 

reduced tumor burden and prevented disease progression; if combined with a stroma-

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24252903&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24204632&dopt=Abstract
http://dx.doi.org/10.1371/journal.pone.0076518


targeting smoothened inhibitor for enhanced tissue penetration, while gemcitabine 

actually appeared dispensable. 
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RESUMEN / SUMMARY:  - Integrated resection of the pancreatic head is the most 

difficult step in radical pancreaticoduodenectomy (RPD) in patients with the portal vein 

(PV) and superior  mesenteric vein (SMV) invasion or oppression by the tumor. This 

study introduced  a new idea and skill named the “total arterial devascularization first” 

(TADF) technique and its applications in RPD. Three arterial blood supplies of 

pancreatic head were obstructed before dissection of veins. The critical steps included 

exposure of the anterior surface of the abdominal aorta (AA) by completely transecting 

neural and connective tissue between superior mesenteric artery (SMA) and pancreatic 

mesounsinate, and transection of the mesounsinate from the origin of SMA to the root 

of the celiac trunk. From January 2012 through May 2013, a total of 58 patients with 

PV/SMV invasion or oppression underwent RPD using this technique. The median 

operative time was 5.1 h (ranging 4.5-8.1 h). The median intraoperative blood loss was 

450 mL (ranging 200-900 mL). No intraoperative and postoperative bleeding of 

pancreatic head region occurred. Among the 58 patients, 21 were subjected to vessel 

lateral wall angiectomy or angiorrhaphy, and 10 to angiectomy and end-to-end 

anastomosis. The incidence of postoperative bleeding, postoperative pancreatic fistula 

and biliary fistula was  5.2%, 6.8%, and 1.7%, respectively. No patients died 3 months 

after operation. The TADF technique is a new method for intricate RPD and could 

improve the security of surgery and reduce intraoperative bleeding, which is expected 

to become standardized surgical approach for RPD. 
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INSTITUCIÓN / INSTITUTION:  - Infection and Cancer Program, Tumor Virology Division 

(F010), German Cancer Research Center (DKFZ), Heidelberg, Germany. 

RESUMEN / SUMMARY:  - The rat parvovirus H-1PV has oncolytic and tumour-

suppressive properties potentially exploitable in cancer therapy. This possibility is being 

explored and results are encouraging, but it is necessary to improve the oncotoxicity of 

the virus. Here we show that this can be achieved by co-treating cancer cells with H-

1PV and histone deacetylase inhibitors (HDACIs) such as valproic acid (VPA). We 

demonstrate that these agents act synergistically to kill a range of human cervical 

carcinoma and pancreatic carcinoma cell lines by inducing oxidative stress, DNA 

damage and apoptosis. Strikingly, in rat and mouse xenograft models,  H-1PV/VPA co-

treatment strongly inhibits tumour growth promoting complete tumour  remission in all 

co-treated animals. At the molecular level, we found acetylation of the parvovirus 

nonstructural protein NS1 at residues K85 and K257 to modulate  NS1-mediated 

transcription and cytotoxicity, both of which are enhanced by VPA treatment. These 

results warrant clinical evaluation of H-1PV/VPA co-treatment against cervical and 

pancreatic ductal carcinomas. 
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INSTITUCIÓN / INSTITUTION:  - Pathological Anatomy Service, Hospital Universitario 
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RESUMEN / SUMMARY:  - BACKGROUND: The collagen11A1 (COL11A1) gene is 

overexpressed in pancreatic cancer. The expression of COL11A1 protein could be 

involved in desmoplastic events in pancreatic cancer, but an antibody that specifically 

stains the COL11A1 protein is not currently available. METHODS AND FINDINGS: A 

total of 54 pancreatic ductal adenocarcinomas (PDAC), 23 chronic pancreatitis (CP) 

samples, and cultured peritumoral stromal cells of PDAC (passages 3-6) were studied. 

Normal human pancreas tissue samples were obtained through a cadaveric organ 

donation program. 1) Validation of COL11A1 gene overexpression by q-RT-PCR. 

FINDINGS: the expression of COL11A1 gene is significantly increased in PDAC 

samples vs. normal and CP samples. 2) Analysis of COL11A1 by 

immunohistochemistry using highly specific anti-proCOL11A1 antibodies. FINDINGS: 

anti-proCOL11A1 stains stromal cells/cancer-associated fibroblasts (CAFs) of PDAC 

but it does not stain chronic benign condition (chronic pancreatitis) stromal cells, 

epithelial cells, or normal fibroblasts. 3) Evaluation of the discrimination ability of the  

antibody. FINDINGS: anti-proCOL11A1 immunostaining accurately discriminates 

between PDAC and CP (AUC 0.936, 95% CI 0.851, 0.981). 4) Phenotypic 

characterization of proCOL11A1+ stromal cells co-staining with mesenchymal, 

epithelial and stellate cell markers on pancreatic tissue samples and cultured 
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peritumoral pancreatic cancer stromal cells. FINDINGS: ProCOL11A1+ cells present  

co-staining with mesenchymal, stellate and epithelial markers (EMT phenotype) in  

different proportions. CONCLUSIONS/SIGNIFICANCE: Detection of proCOL11A1 

through  immunostaining with this newly-developed antibody allows for a highly 

accurate distinction between PDAC and CP. Unlike other available antibodies 

commonly used  to detect CAFs, anti-proCOL11A1 is negative in stromal cells of the 

normal pancreas and almost absent in benign inflammation. These results strongly 

suggest that proCOL11A1 is a specific marker for CAFs, and thus, anti-proCOL11A1 is 

a powerful new tool for cancer research and clinical diagnostics. 
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TÍTULO / TITLE:  - Overexpression of IQGAP1 in human pancreatic cancer. 

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

REVISTA / JOURNAL:  - Hepatobiliary Pancreat Dis Int. 2013 Oct;12(5):540-5. 

AUTORES / AUTHORS:  - Wang XX; Li XZ; Zhai LQ; Liu ZR; Chen XJ; Pei Y 

INSTITUCIÓN / INSTITUTION:  - Department of Biochemistry and Molecular Biology, 
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RESUMEN / SUMMARY:  - BACKGROUND: Pancreatic cancer is a highly aggressive 

malignant tumor with the lowest survival rate. A better understanding of the molecular 

mechanisms which contribute to pancreatic cancer occurrence and progression will aid 

in the development of new approaches to the early diagnosis, prevention, and 

treatment of this deadly disease. The scaffold protein IQGAP1 shows elevated levels in 

a variety of cancer types. Currently, we investigated whether or not IQGAP1 is also 

overexpressed in pancreatic cancer. METHODS: IQGAP1 expression was examined in 

pancreatic cancer and normal tissues adjacent to cancerous tissues (adjacent tissues) 

by Western blotting and real-time RT-PCR as well as in paraffin sections of tissue 

microarray by immunohistochemistry. The correlations between IQGAP1 expression 

and various clinicopathological characteristics were analyzed. RESULTS: Western 

blotting and real-time RT-PCR revealed that the levels of IQGAP1 protein and mRNA 

expression in pancreatic cancer tissues were significantly increased compared with 

adjacent tissues. Immunohistochemistry analysis on tissue microarray showed that 

IQGAP1 protein expression was significantly higher in pancreatic cancer (80.0%, 

48/60) compared with adjacent tissues (18.3%, 11/60) (P<0.001). Moreover, 

overexpression of IQGAP1 was shown to be associated with the grades of tumor 

differentiation (P<0.05). CONCLUSION: The overexpression of IQGAP1 may play an 

important role in pancreatic cancer occurrence and progression, and IQGAP1 may 

serve as a novel molecular target for the diagnosis and treatment of pancreatic cancer. 
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RESUMEN / SUMMARY:  - Caveolin-1 is a scaffold protein on the cell membrane. As the 

main component of caveolae, caveolin-1 is involved in many biological processes that 

include substance uptake and transmembrane signaling. Many of these processes and 

thus caveolin-1 contribute to cell transformation, tumorigenesis, and metastasis. Of 

particular interest are the dual rolesof tumor suppressor and oncogene that caveolin-1 

appear to play in different malignancies, including pancreatic cancer. Therefore, 

analyzing caveolin-1 regulators and understanding their mechanisms of  actionis key to 

identifying novel diagnostic and therapeutic tools for pancreatic cancer. This review 

details the mechanisms of action of caveolin-1 regulators and the potential significance 

for pancreatic cancer treatment. 
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RESUMEN / SUMMARY:  - To the Editor, Eosinophilic gastroenteritis (EGE) is a rare 

condition, first described in 1937 by Kaijser et al.It is defined as a disorder primarily 

affecting the gastrointestinal tract with eosinophil-rich inflammation, in the absence of 

known causes of eosinophilia (e.g. drug reactions, parasitic infections, or malignancy) 

(1). Three different forms of EGE can be distinguished: mucosal disease, muscle layer 

disease, and subserosal disease. The symptoms of EGE are related to the layer 

involved. Mucosal disease is the most common form and presents with nonspecific 

symptoms such as abdominal pain, nausea, vomiting, diarrhea, or malabsorption. The 

second form, muscle layer disease, is a more serious form that presents with 

symptoms due to intestinal obstruction. The third form, subserosal disease, is 

uncommon and presents with ascites. The incidence of EGE in the USA is 

approximately 2,5 per 100.000 adults  (2,3). A 56-year-old man was admitted with a 

history of abdominal pain, nausea, and vomiting for 3 months. He had experienced 

postprandial fullness for the past  month and lost 6 kg in weight. He had no prior history 

of drug use. He had no history of food allergies. His clinical examination was 

remarkable for abdominal  distension and mild upper abdominal tenderness with 

palpation. Laboratory tests on admission revealed a WBC count of 21780/mm3 with an 

eosinophil count of 0.8% (normal 0.5%-6%). Serum amylase was 757 U/L (normal 28-

100 U/L) and serum lipase  was 386 U/L (normal 22-51 U/L). Serum IgE level was 650 

U/L (normal < 140 U/L). Other laboratory tests including liver function tests, routine 

stool studies, serum lipid profile, and serum immunoglobulins, were normal. An 

ultrasound and CT scan of the abdomen revealed a dilated stomach with retained food 

and mild thickening of the duodenal folds. The pancreas was normal, and there were 

no gallstones. The patient was treated conservatively with rehydration and nasogastric 

suction. EGD showed ulcers and thickened duodenal folds with duodenal narrowing. 

Multiple 2-6 mm ulcerated nodules were noted in the duodenum, with thickening of the 

duodenal folds extending into the second part of the duodenum (Figure 1 A, B). 

Biopsies of the duodenum showed chronic duodenitis with intense  eosinophilic 

infiltration of the lamina propria and muscularis mucosa (Figure 2 A, B). The patient 
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was treated with steroids, and his symptoms of duodenal obstruction resolved. In EGE, 

eosinophilia is present in 80% of cases. Further investigations should include 

endoscopy for mucosal biopsy. To confirm the diagnosis of EGE, other causes leading 

to eosinophilic infiltration of the bowel  must be ruled out, such as food allergy, drug 

idiosyncrasies, parasitic / helminthic infestation, connective tissue disorders, vasculitis 

malignancy, Crohn’s disease, and non-tropical sprue. Another important differential 

diagnosis is the hypereosinophilic syndrome. The syndrome presents with longer than 

6 months of persistent eosinophilia and may also be present in extraintestinal organs 

(skin, lymph nodes, heart, lungs, liver, spleen, central nervous system, etc.) (4,5). We 

underline the importance of recognising EGE, since proper treatment can prevent 

further mucosal damage and progression to severe malabsorption and malnutrition. In 

our case, eosinophilic infiltration in the duodenum, resulting in luminal obstruction of 

the second part of duodenum, was encountered as a complication of acute 

pancreatitis. This is a rare condition. In conclusion, the diagnosis of eosinophilic 

gastroenteritis should be considered in the patients with a duodenal mass. 
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RESUMEN / SUMMARY:  - Pancreatic cancer is characterized by near-universal 

mutations in KRAS. The mammalian target of rapamycin (mTOR), which functions 

downstream of RAS, has divergent effects on stem cells. In the present study, we 

investigated the significance of the mTOR pathway in maintaining the properties of 

pancreatic cancer stem cells. The mTOR inhibitor, rapamycin, reduced the viability of 

CD133(+) pancreatic cancer cells and sphere formation which is an index of self-

renewal of stem-like cells, indicating that the mTOR pathway functions to maintain 

cancer stem-like cells. Further, rapamycin had different effects on CD133(+) cells 

compared to cyclopamine which is an inhibitor of the Hedgehog pathway. Thus, the 

mTOR pathway has a distinct role although both pathways maintain pancreatic cancer 

stem cells. Therefore, mTOR might be a promising target to eliminate pancreatic 

cancer stem cells. 
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RESUMEN / SUMMARY:  - OBJECTIVE: Early metastasis is a major biological feature of 

pancreatic cancer. The current study examined whether silencing Slc38a1, a gene 

involved in energy metabolism, using short hairpin RNA (shRNA) could inhibit the 

growth, migration,  and invasiveness of pancreatic cancer cells. METHODS: A series of 

Slc38a1 shRNAs  were designed and cloned into the pGPU6/GFP/Neo vectors. An 

shRNA with the most efficacious inhibitory action on SCL38A1 expression (65% 

inhibition) upon screening in DH5alpha bacteria was used to transfect SW1990 human 

pancreatic cancer cells. Cell growth, migration, and invasiveness were examined using 

cell counting kit-8, Boyden chamber without and with Matrigel, respectively. RESULTS:  

Transfection of SW1990 cells with the SLCs38A1 shRNA significantly decreased the  

proliferation (P<0.0001) and migratory potential (by 46.7%, P=0.0399) of the cancer 

cells. Invasiveness, however, was not affected. CONCLUSIONS: Inhibiting Slc38a1 

using shRNA technology could decrease the growth and migration of representative 

pancreatic cancer cells. However, the fact that invasiveness was not affected 

suggested that SLC38A1 is unlikely to be responsible for early metastasis. 
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RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - BMC Cancer. 2013 Oct 25;13(1):496. 

 ●● Enlace al texto completo (gratuito o de pago)  1186/1471-2407-13-496 

AUTORES / AUTHORS:  - Bo H; Zhang S; Gao L; Chen Y; Zhang J; Chang X; Zhu M 

RESUMEN / SUMMARY:  - BACKGROUND: Pancreatic cancer is one of the most lethal 

cancers worldwide. The aim of this study was to determine the expression pattern, 

clinical significance, and biological functions of Wnt5a in pancreatic cancer. 

METHODS: Immunohistochemistry was performed to examine Wnt5a expression in 

134 surgically  resected pancreatic adenocarcinoma and adjacent normal pancreatic 

tissues. Associations of Wnt5a expression with clinicopathological factors and cancer-

specific survival were analyzed. The effects of Wnt5a overexpression or silencing on 

the invasiveness and epithelial-to-mesenchymal transition (EMT) of pancreatic cancer 

cells were studied. Silencing of beta-catenin by small interfering RNA was done to 

determine its role in the Wnt5a-mediated tumor phenotype. RESULTS: The percentage 

of Wnt5a positive expression showed a bell-shaped pattern in pancreatic cancer 

tissues, peaking in well-differentiated  carcinomas. The median cancer-specific survival 

was comparable between patients with positive versus negative expression of Wnt5a. 

Overexpression of Wnt5a promoted the migration and invasion of pancreatic cancer 

cells, whereas Wnt5a depletion had an inhibitory effect. In an orthotopic pancreatic 

cancer mouse model, Wnt5a overexpression resulted in increased invasiveness and 

metastasis, coupled with induction of EMT in tumor cells. Treatment with recombinant 

Wnt5a elevated the nuclear beta-catenin level in pancreatic cancer cells, without 

altering the Ror2 expression. Targeted reduction of beta-catenin antagonized 

exogenous Wnt5a-induced EMT and invasiveness in pancreatic cancer cells. 

CONCLUSION: Upregulation of Wnt5a promotes EMT and metastasis in pancreatic 

cancer models, which involves activation of beta-catenin-dependent canonical Wnt  
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signaling. These findings warrant further investigation of the clinical relevance of Wnt5 

upregulation in pancreatic cancer. 
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TÍTULO / TITLE:  - Role of F-Fluorodeoxyglucose Positron Emission 

Tomography/Computed Tomography in  diagnosis and management of pancreatic 

cancer; comparison with Multidetector Row  Computed Tomography, Magnetic 

Resonance Imaging and Endoscopic Ultrasonography. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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M; Cermik TF 

INSTITUCIÓN / INSTITUTION:  - Department of Nuclear Medicine, Bezmialem Vakif 

University School of Medicine, Istanbul, Turkey. Electronic address: 

ngozubuyukoglu@gmail.com. 

RESUMEN / SUMMARY:  - OBJECTIVES: We aimed to analyze the contribution of 18F-

fluorodeoxyglucose positron emission tomography/computed tomography (FDG 

PET/CT) imaging to the diagnosis and management of pancreatic cancer compared 

with multidetector row computed tomography (MDCT), magnetic resonance imaging 

(MRI) and endoscopic ultrasonography (EUS). MATERIAL AND METHODS: We 

retrospectively scanned the data  of 52 patients who were referred for FDG PET/CT 

imaging for evaluation of pancreatic lesions greater than 10mm. The diagnostic 

performances of 4 imaging methods and the impact of PET/CT on the management of 

pancreatic cancer were defined. RESULTS: Pancreatic adenocarcinoma was 

diagnosed in 33 of 52 patients (63%), 15 patients had benign diseases of pancreas 

(29%), and 4 patients were normal (8%). Sensitivity and NPV of EUS and PET/CT 

were equal (100%) and higher than MDCT and MRI. Specificity, PPV and NPV of 

PET/CT were significantly higher than MDCT. However, sensitivities of two imaging 

methods were not significantly different. There was no significant difference between 

PET/CT and MRI and EUS for these values. When the cut-off value of SUVmax was 

3.2, the most effective sensitivity and specificity values were obtained. PET/CT 

contributed to the management of pancreatic cancer in 30% of patients. 

CONCLUSION: FDG PET/CT is a valuable imaging method for the diagnosis and 

management of pancreatic cancer, especially when applied along with EUS as first line 

diagnostic tools. 
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TÍTULO / TITLE:  - Association between ultraviolet radiation, skin sun sensitivity and risk 

of pancreatic cancer. 

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

REVISTA / JOURNAL:  - Cancer Epidemiol. 2013 Dec;37(6):886-92. doi: 

10.1016/j.canep.2013.08.013. Epub 2013 Sep 26. 
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AUTORES / AUTHORS:  - Tran B; Whiteman DC; Webb PM; Fritschi L; Fawcett J; Risch 

HA; Lucas R; Pandeya N; Schulte A; Neale RE 

INSTITUCIÓN / INSTITUTION:  - Population Health Division, QIMR Berghofer Medical 

Research Institute, Australia; Centre for Research Excellence in Sun and Health, 

Australia. Electronic address:  b.tran@uws.edu.au. 

RESUMEN / SUMMARY:  - Background: Ecological studies showing an inverse 

association between pancreatic  cancer incidence and mortality and levels of ultraviolet 

radiation (UVR), suggest that higher levels of sun exposure may reduce risks of 

pancreatic cancer but there has been only one individual-level study that examined this 

issue. We aimed to examine the association between pancreatic cancer and markers 

of exposure to solar UVR, namely skin type, treatment of skin lesions, ambient UVR 

and time outdoors on work days. Methods: We used data from an Australian case-

control study. Location at birth, residential location during adulthood, outdoors work, 

history of skin lesion treatment and sensitivity of the skin to the sun were obtained by 

questionnaire. We limited the analyses to Caucasians who answered the questionnaire 

about UVR (controls=589/711 recruited; cases=496/705 recruited). We used NASA’s 

Total Ozone Mapping Spectrometer to estimate ambient UVR. Results: Being born in 

or living in areas of higher ambient UVR (compared to lower ambient UVR) was 

associated with about 30-40% lower risk of pancreatic cancer. People with fair skin 

colour had 47% lower risk of pancreatic cancer than those with dark skin colour (95% 

CI 0.37-0.75). There was some suggestion of increased risk  with increased average 

number of hours spent outside at work. Conclusions: This study suggests that people 

with light skin colour or those born or living in areas of high ambient UVR have lower 

risk of pancreatic cancer. Our analysis supports an association between UVR and 

pancreatic cancer, possibly mediated through production of vitamin D. 
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TÍTULO / TITLE:  - Successful retreatment with chemoradiotherapy for local recurrence 

of pancreatic  adenocarcinoma after neoadjuvant therapy and 

pancreaticoduodenectomy. 

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

REVISTA / JOURNAL:  - Gastrointest Cancer Res. 2013 Jul;6(4):118-9. 

AUTORES / AUTHORS:  - Gowarty MA; Zaki BI; Tsapakos MJ; Gordon SR; Suriawinata 
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TÍTULO / TITLE:  - Risk factors of postoperative pancreatic fistula in curative gastric 

cancer surgery. 

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

REVISTA / JOURNAL:  - J Gastric Cancer. 2013 Sep;13(3):179-84. doi: 
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RESUMEN / SUMMARY:  - PURPOSE: Postoperative pancreatic fistula is a dreadful 

complication after gastric cancer surgery. The purpose of this study is to evaluate the 

actual incidence and risk factors of postoperative pancreatic fistula after curative 

gastrectomy for gastric cancer. MATERIALS AND METHODS: A total of 900 patients 

who underwent gastrectomy for gastric cancer (laparoscopic gastrectomy, 594 

patients; open gastrectomy 306 patients) were enrolled between January 2009 and 

December 2010. Clinical outcomes, including postoperative pancreatic fistula grade 

based on the International Study Group on Pancreatic Fistula, were investigated. 

RESULTS: Overall, the postoperative pancreatic fistula rate was 3.3% (30/900) (1.5% 

in laparoscopic gastrectomy versus 6.9% in open gastrectomy,  P<0.001). Patients 

who underwent D2 lymphadenectomy, total gastrectomy, splenectomy or distal 

pancreatectomy showed higher postoperative pancreatic fistula rates (4.7%, 13.8%, 

13.6%, or 57.1%, respectively, P<0.001). Patients with postoperative pancreatic fistula 

had higher morbidity (46.7% versus 13.1%, P<0.001), delayed gas out (4.9 days 

versus 3.8 days, P<0.001), belated diet start (5.8 days versus 3.5 days, P<0.001) and 

longer postoperative hospital stay (13.7  days versus 6.8 days, P<0.001). On the 

multivariate analysis, total gastrectomy (odds ratio 9.751, 95% confidence interval: 

3.348 to 28.397, P<0.001), distal pancreatectomy (odds ratio 7.637, 95% confidence 

interval: 1.668 to 34.961, P=0.009) and open gastrectomy (odds ratio 2.934, 95% 

confidence interval: 1.100 to 7.826, P=0.032) were the independent risk factors of 

postoperative pancreatic  fistula. CONCLUSIONS: Laparoscopic gastrectomy had an 

advantage over open gastrectomy in terms of the lower postoperative pancreatic fistula 

rate. Total gastrectomy and combined resection, such as distal pancreatectomy, should 

be performed carefully to minimize postoperative pancreatic fistula in gastric cancer 

surgery. 
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TÍTULO / TITLE:  - Clinical necessity of the immunohistochemical reassessment of para-

aortic lymph nodes in resected pancreatic ductal adenocarcinoma. 

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

REVISTA / JOURNAL:  - Oncol Lett. 2013 Nov;6(5):1189-1194. Epub 2013 Aug 21. 

 ●● Enlace al texto completo (gratuito o de pago)  3892/ol.2013.1539 

AUTORES / AUTHORS:  - Choi SH; Kim SH; Choi JJ; Kang CM; Hwang HK; Lee WJ 

INSTITUCIÓN / INSTITUTION:  - Department of Surgery, Yonsei University College of 

Medicine, Seoul 120-752, South Korea ; Pancreaticobiliary Cancer Clinic, Institute of 

Gastroenterology, Severance Hospital, Seoul 120-752, South Korea. 

RESUMEN / SUMMARY:  - Para-aortic lymph node (PALN) metastasis is widely 

regarded as a systemic disease in cancer. Undetected PALN micrometastases during 

routine hematoxylin and eosin (HE) staining may be a cause of poor prognosis 

following a potentially curative pancreatectomy for pancreatic cancer. In the present 

study, paraffin-embedded PALN tissue blocks from 99 patients who underwent a 

pancreatectomy were re-evaluated by immunohistochemical staining using cytokeratin 

(CK)-19. Patients  with PALN metastasis were summarized according to the 

clinicopathological data. A total of 484 PALNs (median, 4.9 nodes per patient; range, 1-

19) were evaluated. PALN metastases were revealed in eight patients (8.1%) by 

routine HE staining of  frozen section biopsies and in one patient (1.0%) by HE staining 

of a permanent section. Only one patient (1.0%) demonstrated micrometastasis by 

IHC; this patient did not display any adverse pathological characteristics and had a 
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relatively favorable survival period of 41 months. The present study concluded that an 

additional reassessment for micrometastasis in PALNs using CK-19 

immunohistochemistry (IHC) is not a viable method for determining the survival 

outcome. A careful examination of a frozen section biopsy is sufficient for attempting 

curative surgery. 
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TÍTULO / TITLE:  - Clinical predictors of resectability of pancreatic adenocarcinoma. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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INSTITUCIÓN / INSTITUTION:  - Division of Gastroenterology; Division of 

Gastroenterology and the Section of HPB, King Khalid University Hospital, King Saud 

University, Riyadh, Saudi Arabia. 

RESUMEN / SUMMARY:  - Background/Aims: Identifying patient-related factors as well 

as symptoms and signs that can predict pancreatic cancer at a resectable stage, which 

could be used in an attempt to identify patients at an early stage of pancreatic cancer 

that would be appropriate for surgical resection and those at an unresectable stage be 

sparred unnecessary surgery. Materials and Methods: A retrospective chart review was 

conducted at a major tertiary care, university hospital in Riyadh, Saudi Arabia. The 

study population included individuals who underwent a computed tomography and a 

pancreatic mass was reported as well as the endoscopic  reporting database of 

endoscopic procedures where the indication was a pancreatic mass, between April 

1996 and April 2012. Any patient with a histologically confirmed diagnosis of 

adenocarcinoma of the pancreas was included in the analysis. We included patients’ 

demographic information (age, gender), height, weight, body mass index, historical 

data (smoking, comorbidities), symptoms (abdominal pain and its duration, anorexia 

and its duration, weight loss and its  amount, and over what duration, vomiting, 

abdominal distention, itching and its duration, change in bowel movements, change in 

urine color), jaundice and its duration. Other variables were also collected including 

laboratory values, location of the mass, the investigation undertaken, and the stage of 

the tumor. Results: A total of 61 patients were included, the mean age was 61.2 +/- 

1.51 years, 25 (41%) were females. The tumors were located in the head (83.6%), 

body (10.9%), tail (1.8%), and in multiple locations (3.6%) of the pancreas. Half of the 

patients (50%) had Stage IV, 16.7% stages IIB and III, and only 8.3% were stages IB 

and IIA. On univariable analysis a lower hemoglobin level predicted resectability odds 

ratio 0.65 (95% confidence interval, 0.42-0.98), whereas on multivariable regression 

none of the variables included in the model could predict resectability of pancreatic 

cancer. A CA 19-9 cutoff level of 166 ng/mL had a sensitivity of 89%, specificity of 

75%, positive likelihood ratio of 3.6, and a negative likelihood ratio of 0.15 for 

resectability of pancreatic adenocarcinoma. Conclusion: This study describes the 

clinical characteristics of  patients with pancreatic adenocarcinoma in Saudi Arabia. 

None of the clinical or  laboratory variables that were included in our study could 

independently predict  resectability of pancreatic adenocarcinoma. Further studies are 

warranted to validate these results. 
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TÍTULO / TITLE:  - Analysis of risk factors for recurrence after curative resection of well-

differentiated pancreatic neuroendocrine tumors based on the new grading 

classification. 
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of Medical Sciences, Kyushu University, 3-1-1 Maidashi, Fukuoka, 812-8582, Japan. 

ABABABA  - BACKGROUND: It is difficult to predict the malignant potential of 

pancreatic neuroendocrine tumors (PNETs) precisely. This study investigated the 

validity of  a new grading system adopted by the World Health Organization 2010 

classification to determine risk factors for recurrence of PNETs. METHODS: Data of 70 

patients with PNETs who underwent curative resection were retrospectively examined 

by uni- and multivariate analyses. Histopathological findings were re-reviewed by 

experienced pathologists. NET G1 was defined as mitotic count <2 per 10 high power 

fields (HPF) and/or </=2% Ki67 index, and NET G2 as 2-20 mitosis per 10 HPF and/or 

3-20% Ki67 index. RESULTS: There were 58 patients with NET G1 and 12 with  NET 

G2. Incidence of recurrence was 11.4%. Univariate analysis demonstrated significant 

risk factors for recurrence including NET G2 of histological grade (P = 0.0089), male 

gender (P = 0.0333), tumor size >/= 20 mm (P = 0.0117), lymph node metastasis (P = 

0.0004), liver metastasis (P < 0.0001), lymphatic invasion (P = 0.046), and neural 

invasion (P = 0.0002). By multivariate analysis, histological grade (hazard ratio; 59.76, 

P = 0.0022) and neural invasion (hazard  ratio; 147.49, P = 0.0016) were significantly 

associated with recurrence of PNETs. CONCLUSIONS: This study confirmed the 

prognostic relevance of the new grading classification and that evaluation of perineural 

invasion and histological grade should be considered as prognostic predictors in well-

differentiated PNETs (NET G1 and G2). 
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City. The authors have indicated no relationships to disclose relating to the content of 

this article. 

ABABABA  - Pancreatic cancer often is diagnosed too late for effective treatment. 

Knowing the risk factors, best diagnostic tests, and management options may help 

clinicians recognize pancreatic adenocarcinoma earlier, improving patient outcomes. 
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TÍTULO / TITLE:  - microRNA and gene networks in human pancreatic cancer. 

ABABABA  - Enlace al Resumen / Link to its Summary 
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ABABABA  - To date, scientists have obtained a substantial amount of knowledge with 

regard to genes and microRNAs (miRNAs) in pancreatic cancer (PC). However, 

deciphering the regulatory mechanism of these genes and miRNAs remains difficult. In 

the present study, three regulatory networks consisting of a differentially-expressed 

network, a related network and a global network, were constructed in order to identify 

the mechanisms and certain key miRNA and gene pathways in PC. The interactions 

between transcription factors (TFs) and miRNAs, miRNAs and target genes and an 

miRNA and its host gene were investigated. The present study compared and analyzed 

the similarities and differences between the three networks in order to distinguish the 

key pathways. Certain pathways involving the differentially-expressed genes and 

miRNAs demonstrated specific features. TP53 and hsa-miR-125b were observed to 

form a self-adaptation association. A further 16 significant differentially-expressed 

miRNAs were obtained and it was observed  that an miRNA and its host gene exhibit 

specific features in PC, for example, hsa-miR-196a-1 and its host gene, HOXB7, form 

a self-adaptation association. The  differentially-expressed network partially illuminated 

the mechanism of PC. The present study provides comprehensive data that is 

associated with PC and may aid  future studies in obtaining pertinent data results with 

regards to PC. In the future, an improved understanding of PC may be obtained 

through an increased knowledge of the occurrence, mechanism, improvement, 

metastasis and treatment of  the disease. 
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ABABABA  - Trypsin or Tumor associated trypsin (TAT) activation of Protease-

activated receptor 2 (PAR-2) promotes tumor cell proliferation in gastrointestinal 

cancers. The role of the trypsin/PAR-2 network in esophageal adenocarcinoma (EA) 

development has not yet been investigated. The aim of this study is to investigate the 

role of trypsin/PAR-2 activation in EA tumorogenesis and therapy. We found that 

esophageal adenocarcinoma cells (EACs) and Barrett’s Metaplasia (BART) expressed 

high levels of type 3 extra-pancreatic trypsinogen (PRSS3), a novel type of TAT. 

Activity of secreted trypsin was detected in cultured media from EA OE19 and OE33 

cultures but not from BART culture. Surface PAR-2 expression in BART and EACs was 

confirmed by both flow cytometry and immunofluorescence. Trypsin induced cell 

proliferation ( approximately 2 fold; P<0.01) in all tested cell lines at a concentration of 

10 nM. Inhibition of PAR-2 activity in EACs via the PAR-2 antagonist ENMD (500 

microM), anti-PAR2 antibody SAM-11 (2 microg/ml), or siRNA PAR-2 knockdown, 

reduced cell proliferation and increased apoptosis by up to 4 fold (P<0.01). Trypsin 

stimulation led to phosphorylation of ERK1/2, suggesting involvement of MAPK 

pathway in PAR-2 signal transduction. Inhibition of PAR-2 activation or siRNA PAR-2 

knockdown in EACs prior to treatment with 5 FU reduced cell viability of EACs by an 

additional 30%  (P<0.01) compared to chemotherapy alone. Our data suggest that 

extra-pancreatic trypsinogen 3 is produced by EACs and activates PAR-2 in an 

autocrine manner. PAR-2 activation increases cancer cell proliferation, and promotes 

cancer cell survival. Targeting the trypsin activated PAR-2 pathway in conjunction with 

current chemotherapeutic agents may be a viable therapeutic strategy in EA. 
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ABABABA  - BACKGROUND: Several lines of evidence indicate that Sirt1, a class III 

histone deacetylase (HDAC) is implicated in the initiation and progression of 

malignancies and thus gained attraction as druggable target. Since data on the role of 

Sirt1 in pancreatic ductal adenocarcinoma (PDAC) are sparse, we investigated the 

expression profile and prognostic significance of Sirt1 in vivo  as well as cellular effects 

of Sirt1 inhibition in vitro. METHODS: Sirt1 expression was analyzed by 

immunohistochemistry in a large cohort of PDACs and correlated with 

clinicopathological and survival data. Furthermore, we investigated the impact of 

overexpression and small molecule inhibition on Sirt1  in pancreatic cancer cell culture 

models including combinatorial treatment with chemotherapy and EGFR-inhibition. 

Cellular events were measured quantitatively in real time and corroborated by 

conventional readouts including FACS analysis and MTT assays. RESULTS: We 
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detected nuclear Sirt1 expression in 36 (27.9%) of 129 PDACs. SIRT1 expression was 

significantly higher in poorly differentiated carcinomas. Strong SIRT1 expression was a 

significant predictor of poor survival  both in univariate (p = 0.002) and multivariate (HR 

1.65, p = 0.045) analysis. Accordingly, overexpression of Sirt1 led to increased cell 

viability, while small molecule inhibition led to a growth arrest in pancreatic cancer cells 

and impaired cell survival. This effect was even more pronounced in combinatorial 

regimens with gefitinib, but not in combination with gemcitabine. CONCLUSIONS: Sirt1 

is an independent prognosticator in PDACs and plays an important role in pancreatic 

cancer cell growth, which can be levered out by small molecule inhibition. Our data 

warrant further studies on SIRT1 as a novel chemotherapeutic target in PDAC. 
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TÍTULO / TITLE:  - Utility of Serum CA19-9 Levels in the Diagnosis of Pancreatic Ductal 

Adenocarcinoma in an Endoscopic Ultrasound Referral Population. 

ABABABA  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - J Gastrointest Cancer. 2013 Nov 24. 

 ●● Enlace al texto completo (gratuito o de pago)  1007/s12029-013-9563-x 

AUTORES / AUTHORS:  - Parikh DA; Durbin-Johnson B; Urayama S 

INSTITUCIÓN / INSTITUTION:  - Division of Gastroenterology and Hepatology, 

Department of Internal Medicine, University of California, Davis Medical Center, 4150 V 

St. PSSB 3500, Sacramento, CA, 95817-1460, USA. 

ABABABA  - PURPOSE: Recent data suggest the use of carbohydrate antigen (CA) 

19-9 as a potential marker in the early detection of pancreatic ductal adenocarcinoma 

(PDAC) when used in the appropriate clinical setting. Here, we assess the utility of 

CA19-9 in PDAC detection in a select population of pancreatic endoscopic ultrasound 

(EUS) referrals. METHODS: Retrospective review of an institutional EUS Pancreas 

Registry containing cases referred from November 2002 to November 2011 was 

completed for categorical analyses with CA19-9 level. A separate case-control study 

for the subset of non-elevated CA19-9 PDAC population was also performed to 

characterize the clinical features in this unique group of patients. RESULTS: Two 

hundred eighty-three patients had available CA19-9 data in the registry and were  

included in the study. Compared to the typical PDAC distribution, the proportion  of 

patients with stage I disease was significantly higher in our registry population (P < 

0.0001). Elevated CA19-9 levels most often reflected a diagnosis  of PDAC relative to 

other pancreaticobiliary diagnoses. However, we observed that 15 % of patients with 

PDAC had normal CA19-9 levels. Clinical characteristics for this false-negative PDAC 

group compared to the true-positive group demonstrated a predilection for detection of 

cancer in the body/tail of the pancreas (P = 0.03), increased likelihood of lymph node 

metastases (P = 0.03), and initial presentation with vague abdominal pain or pancreatic 

mass as an incidental finding on imaging studies (P = 0.01). CONCLUSIONS: Elevated 

CA19-9 demonstrated  a greater likelihood of PDAC diagnosis relative to benign 

pancreatic pathology, and higher levels of CA19-9 were in line with worse PDAC stage. 

Patients with normal CA19-9 PDAC may represent a unique subclass of patients, 

presenting with atypical clinical features, and possibly more advanced stage disease at 

the time  of diagnosis. These patients may benefit from more diligent EUS examination 

or perhaps closer follow-up management. 
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TÍTULO / TITLE:  - Reduction of Decoy Receptor 3 Enhances TRAIL-Mediated 

Apoptosis in Pancreatic Cancer. 

ABABABA  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - PLoS One. 2013 Oct 25;8(10):e74272. doi: 

10.1371/journal.pone.0074272. 

 ●● Enlace al texto completo (gratuito o de pago)  1371/journal.pone.0074272 

AUTORES / AUTHORS:  - Wang W; Zhang M; Sun W; Yang S; Su Y; Zhang H; Liu C; Li 

X; Lin L; Kim S; Okunieff P; Zhang Z; Zhang L 

INSTITUCIÓN / INSTITUTION:  - Department of General Surgery, Second Affiliated 

Hospital of Fujian Medical University, Quanzhou, Fujian, China. 

ABABABA  - Most human pancreatic cancer cells are resistant to tumor necrosis factor 

(TNF)-related apoptosis-inducing ligand (TRAIL)-mediated apoptosis. However, the  

mechanisms by which pancreatic cancer cells utilize their extracellular molecules to 

counteract the proapoptotic signaling mediated by the TNF family are largely unknown. 

In this study, we demonstrate for the first time that DcR3, a secreted decoy receptor 

that malignant pancreatic cancer cells express at a high level, acts as an extracellular 

antiapoptotic molecule by binding to TRAIL and counteracting its death-promoting 

function. The reduction of DcR3 with siRNA unmasked TRAIL and greatly enhanced 

TRAIL-induced apoptosis. Gemcitabine, a first-line drug for pancreatic cancer, also 

reduced the level of DcR3. The addition of DcR3 siRNA further enhanced gemcitabine-

induced apoptosis. Notably, our in vivo study demonstrated that the therapeutic effect 

of gemcitabine could be enhanced via further reduction of DcR3, suggesting that 

downregulation of DcR3 in tumor cells could tip the balance of pancreatic cells towards 

apoptosis and potentially serve as a new strategy for pancreatic cancer therapy. 
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TÍTULO / TITLE:  - Solid pseudopapillary neoplasm of the pancreas: a case report with 

review of the  diagnostic dilemmas and tumor behavior. 

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

REVISTA / JOURNAL:  - Oman Med J. 2013 Nov;28(6):441-4. doi: 

10.5001/omj.2013.122. 

 ●● Enlace al texto completo (gratuito o de pago)  5001/omj.2013.122 

AUTORES / AUTHORS:  - Lakhtakia R; Al-Wahaibi K; Zahid KF; Malik KA; Burney IA 

INSTITUCIÓN / INSTITUTION:  - Head of Department, Department of Pathology, College 

of Medicine & Health Sciences, Sultan Qaboos University, Al Khoud, PO Box 35 P.C 

123, Sultanate of Oman. 

RESUMEN / SUMMARY:  - Solid pseudopapillary neoplasm of the pancreas is a rare 

tumor of the pancreas often detected initially on imaging. Of uncertain histogenesis, it 

has a low-grade malignant potential with excellent post-surgical curative rates and rare 

metastasis. Despite advances in imaging, pseudocysts and other cystic neoplasms 

feature in the differential diagnosis. Pathological and/or cytological  evaluation remains 

the gold standard in reaching a definitive diagnosis. On morphology alone, other 

primary pancreatic tumors and metastatic tumors pose a diagnostic challenge. Recent 

advances in immunohistochemical characterization have made the histopathologic 

diagnosis more specific and, in turn, shed light on the likely histogenesis of this rare 

tumor. We report a case of solid pseudopapillary neoplasm of the pancreas that was 

suspected on radiology and diagnosed intraoperatively on imprint cytology guiding 

definitive surgery. The diagnostic dilemmas are reviewed. 
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TÍTULO / TITLE:  - Case report of pancreatic dermoid cyst: can fine needle aspiration 

make the diagnosis? 

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

REVISTA / JOURNAL:  - JOP. 2013 Nov 10;14(6):653-6. doi: 10.6092/1590-8577/1787. 

AUTORES / AUTHORS:  - Lyons DA; Coberly EA; Hammoud GM; Nicholl MB 

INSTITUCIÓN / INSTITUTION:  - Division of Surgical Oncology, Department of Surgery, 

University of Missouri-Columbia. Columbia, MO, USA. dlyons9715@gmail.com. 

RESUMEN / SUMMARY:  - CONTEXT: Pancreatic dermoid cysts are rare, benign, germ 

cell tumors and part of  the differential diagnosis for cystic neoplasms of the pancreas. 

CASE REPORT: A 35-year-old man presented with an incidentally discovered, 2 cm 

cystic pancreatic neoplasm of the pancreatic tail identified on CT scan. Endoscopic 

ultrasound (EUS) revealed a complex, honeycomb lesion. Fine needle aspiration (FNA) 

yielded  a sample of whitish, necrotic material containing histiocytes, benign epithelial  

cells, and lymphocytes. After distal pancreatectomy and splenectomy was performed, 

histology revealed a cyst lined by stratified squamous epithelium with benign 

sebaceous units consistent with a pancreatic dermoid cysts. DISCUSSION: Although 

axial imaging reliably detects cystic neoplasms of the pancreas, diagnostic criteria for 

rare lesions are lacking; therefore alternative modalities such as EUS/FNA can be 

utilized. This case report highlights the EUS and FNA findings associated with 

pancreatic dermoid cysts. 
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TÍTULO / TITLE:  - Association between Helicobacter pylori Infection and Pancreatic 

Cancer Development: A Meta-Analysis. 

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

REVISTA / JOURNAL:  - PLoS One. 2013 Sep 26;8(9):e75559. doi: 

10.1371/journal.pone.0075559. 

 ●● Enlace al texto completo (gratuito o de pago)  1371/journal.pone.0075559 

AUTORES / AUTHORS:  - Xiao M; Wang Y; Gao Y 

INSTITUCIÓN / INSTITUTION:  - Department of Hepatobiliary Surgery, Wuxi People’s 

Hospital of Nanjing Medical University, Wuxi, Jiangsu Province, China ; Second 

Department of Hepatobiliary Surgery, Zhujiang Hospital of Southern Medical University, 

Guangzhou, Guangdong Province, China. 

RESUMEN / SUMMARY:  - BACKGROUND: Pancreatic cancer is one of the most 

troublesome malignancies with dismal prognosis. H. pylori has been recognized as a 

type I carcinogen. Several studies have evaluated the association between H. pylori 

infection and pancreatic cancer development, however, the conclusions are 

inconsistent. METHODS: Literature search was carried out in PubMed, EMBASE, 

Cochrane Library and CNKI databases to identify eligible researches. We performed 

overall meta-analysis of  all studies included and subgroup analysis based on regional 

distribution. Quality of the studies (assessed by Newcastle-Ottawa quality assessment 

scale for case-control studies) and CagA+ strains of H. pylori were taken into 

consideration, and we conducted additional analyses including high-quality researches 

and those concerning CagA+ H. pylori respectively. RESULTS: 9 studies  involving 

3033 subjects (1083 pancreatic cancer cases, 1950 controls) were included. Summary 

OR and 95%CI of the overall meta-analysis of all included studies were 1.47 and 1.22-
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1.77, pooled data of the 4 high-quality studies were OR 1.28, 95%CI 1.01-1.63. OR of 

the 5 studies examined CagA+ strains was 1.42, corresponding 95%CI was 0.79 to 

2.57. Summary estimates of subgroup analysis based on regional distribution are as 

follows, Europe group: OR 1.56, 95%CI 1.15-2.10; East Asia group: OR 2.01, 95%CI 

1.33-3.02; North America group: OR 1.17, 95%CI 0.87-1.58. There was not obvious 

heterogeneity across the 9 studies.  No publication bias was detected. CONCLUSION: 

H. pylori infection is significantly, albeit weakly, associated with pancreatic cancer 

development. The  association is prominent in Europe and East Asia, but not in North 

America. CagA+ H. pylori strains appear not to be associated with pancreatic cancer. 

However, more studies, especially prospective studies, are needed to validate our 

results. 
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TÍTULO / TITLE:  - Provincial rates and time trends in pancreatic cancer outcomes. 

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

REVISTA / JOURNAL:  - Curr Oncol. 2013 Oct;20(5):279-81. doi: 10.3747/co.20.1672. 

 ●● Enlace al texto completo (gratuito o de pago)  3747/co.20.1672 
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INSTITUCIÓN / INSTITUTION:  - Canadian Partnership Against Cancer, Toronto, ON. 
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TÍTULO / TITLE:  - Pathologic response with neoadjuvant chemotherapy and 

stereotactic body radiotherapy for borderline resectable and locally-advanced 

pancreatic cancer. 

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

REVISTA / JOURNAL:  - Radiat Oncol. 2013 Oct 31;8(1):254. 

 ●● Enlace al texto completo (gratuito o de pago)  1186/1748-717X-8-254 

AUTORES / AUTHORS:  - Rajagopalan MS; Heron DE; Wegner RE; Zeh HJ; Bahary N; 

Krasinskas AM; Lembersky B; Brand R; Moser AJ; Quinn AE; Burton SA 

RESUMEN / SUMMARY:  - BACKGROUND: Neoadjuvant stereotactic body radiotherapy 

(SBRT) has potential applicability in the management of borderline resectable and 

locally-advanced pancreatic adenocarcinoma. In this series, we report the pathologic 

outcomes in the subset of patients who underwent surgery after neoadjuvant SBRT. 

METHODS: Patients with borderline resectable or locally-advanced pancreatic 

adenocarcinoma who were treated with SBRT followed by resection were included. 

Chemotherapy was  to the discretion of the medical oncologist and preceded SBRT for 

most patients.  RESULTS: Twelve patients met inclusion criteria. Most (92%) received 

neoadjuvant  chemotherapy, and gemcitabine/capecitabine was most frequently 

utilized (n = 7).  Most were treated with fractionated SBRT to 36 Gy/3 fractions (n = 7) 

and the remainder with single fraction to 24 Gy (n = 5). No grade 3+ acute toxicities 

attributable to SBRT were found. Two patients developed post-surgical vascular 

complications and one died secondary to this. The mean time to surgery after SBRT 

was 3.3 months. An R0 resection was performed in 92% of patients (n = 11/12). In  

25% (n = 3/12) of patients, a complete pathologic response was achieved, and an 

additional 16.7% (n = 2/12) demonstrated <10% viable tumor cells. Kaplan-Meier 

estimated median progression free survival is 22.4 months. Overall survival is 92%, 

64% and 51% at 1-, 2-, and 3-years. CONCLUSIONS: This study reports the 

pathologic response in patients treated with neoadjuvant chemotherapy and SBRT for 
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borderline resectable and locally-advanced pancreatic cancer. In our experience, 92% 

achieved an R0 resection and 41.7% of patients demonstrated either complete or 

extensive pathologic response to treatment. The results of a phase II study of this novel 

approach will be forthcoming. 
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TÍTULO / TITLE:  - CETN1 is a cancer testis antigen with expression in prostate and 

pancreatic cancers. 

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

REVISTA / JOURNAL:  - Biomark Res. 2013 Jun 13;1(1):22. 

 ●● Enlace al texto completo (gratuito o de pago)  1186/2050-7771-1-22 
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Mooney SM 

INSTITUCIÓN / INSTITUTION:  - Department of Urology, James Buchanan Brady 

Urological Institute, The Johns Hopkins University, School of Medicine, Baltimore, MD, 

21287, USA. smooney4@jhmi.edu. 

RESUMEN / SUMMARY:  - BACKGROUND: The Cancer Testis Antigens (CTAs) are a 

group of genes that are highly expressed in the normal testis and several types of 

cancer. Due to their restricted expression in normal adult tissues, CTAs have been 

attractive targets  for immunotherapy and biomarker development. In this work, we 

discovered that Centrin 1 (CETN1) which is found in the centrosome of all eukaryotes, 

may be a member of this group and is highly expressed in prostate and pancreatic 

cancer. Three members of the centrin family of calcium binding proteins (CETN) are 

localized to the centrosome in all eukaryotes with CDC31 being the sole yeast 

homolog. CETN1 is a retrogene that probably arose from a retrotransposition of 

CETN2, an X-linked gene. A previous mouse study shows that CETN1 is expressed 

solely in the testis, while CETN2 is expressed in all organs. RESULTS: In this work, we 

show that CETN1 is a new member of the growing group of CTAs. Through the mining 

of publicly available microarray data, we discovered that human CETN1  expression 

but not CETN2 or CETN3 is restricted to the testis. In fact, CETN1 is  actually down-

regulated in testicular malignancies compared to normal testis. Using q-PCR, CETN1 

expression is shown to be highly up-regulated in cancer of the prostate and in 

pancreatic xenografts. Unexpectedly however, CETN1 expression was virtually absent 

in various cell lines until they were treated with the DNA demethylation agent 5’AZA-

2’Deoxycytidine (AZA) but showed no increased expression upon incubation with 

Histone deacetylase inhibitor Trichostatin-A (TSA) alone. Additionally, like most CTAs, 

CETN1 appears to be an intrinsically disordered protein which implies that it may 

occupy a hub position in key protein interaction networks in cancer. Neither CETN1 nor 

CETN2 could compensate for loss of CDC31 expression in yeast which is analogous to 

published data for CETN3. CONCLUSIONS: This work suggests that CETN1 is a novel 

CTA with expression in cancer of the prostate and pancreas. In cell lines, the 

expression is probably regulated by promoter methylation, while the method of 

regulation in normal adult tissues remains unknown. 
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TÍTULO / TITLE:  - Long-term effect of gemcitabine-combined endoscopic 

ultrasonography-guided brachytherapy in pancreatic cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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REVISTA / JOURNAL:  - J Interv Gastroenterol. 2013 Jan;3(1):18-24. 

 ●● Enlace al texto completo (gratuito o de pago)  7178/jig.102 
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INSTITUCIÓN / INSTITUTION:  - Department of Gastroenterology, Changhai Hospital, 

the Second Military Medical University, Shanghai, China. 

RESUMEN / SUMMARY:  - BACKGROUND AND STUDY AIMS: Iodine 125 radioactive 

seeds implanted by endoscopic ultrasonography (EUS) represent a novel strategy for 

the treatment of pancreatic  cancer. However, its long-term effects still remain 

unknown. The aim was to provide reliable data of long-term effects. Moreover, whether 

chemotherapy affects the result of EUS-guided implantation was also determined. 

PATIENTS AND METHODS: The present study prospectively observed 100 cases of 

unresectable pancreatic cancer underwent EUS-guided interstitial implantation of 

125(I) radioactive seeds. Mean age was 60.9 years and 75% patients were staged III 

or IV. Eighty-five patients received routine gemcitabine-based chemotherapy one week 

after brachytherapy. The overall survival (OS) and progress-free survival (PFS) rates 

were evaluated for long-term effects. RESULTS: The mean follow-up time was  7.80+/-

6.10 months (0.3-36 months), and the estimated median PFS and OS were 4.5  

months (95% CI 3.1-5.9) and 7.0 months (95% CI 5.3-8.8), respectively. The estimated 

one-year and two-year survival rates were 21.0% and 4.0%. VAS scores dropped 

dramatically after one-week post implantation, and maintained significantly lower until 

the third month. Noticeably, there was no statistically difference on median survival 

time between cases with early and advanced cancer (8.6 vs. 6.0 months, p>0.05), nor 

between cases with or without previous chemotherapy (7.2 vs. 7.0 months, p>0.05). 

However, cases with post-implantation  chemotherapy had a longer median survival as 

7.8 months, compared with those untreated (4.0 months, p=0.003). CONCLUSIONS: 

Our data suggested EUS-guided radioactive seeds implantation an effective method to 

relieve pain in pancreatic  cancer. However, no affirmative prolonged survival was 

observed and following chemotherapy was still necessary. 
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TÍTULO / TITLE:  - Nesidioblastosis and Pancreatic Non-functioning Islet Cell Tumor in 

an Adult with Type 2 Diabetes Mellitus. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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TÍTULO / TITLE:  - Solid and cystic papillary neoplasm of the pancreas in a 18-year-old 

female: a case report. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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INSTITUCIÓN / INSTITUTION:  - Department of Surgical Oncology, South Egypt Cancer 

Institute, Assiut University. Assiut, Egypt. hussein_hozayen@yahoo.com. 

RESUMEN / SUMMARY:  - CONTEXT: Solid and cystic papillary neoplasm of the 

pancreas is an extremely rare neoplasm that mostly affects young females in the mean 

age of 25 years and accounts for about 0.2-2.7% of all pancreatic tumors. CASE 

REPORT: A 18-year-old  female presented with progressively increasing mass in the 

left hypochondrium and epigastric regions and vague abdominal pain. There was no 

history of jaundice and vomiting. The mean diameter of the tumors was 17x24 cm. 

Preoperative core needle  revealed solid and cystic papillary neoplasm. Distal 

pancreatectomy and splenectomy were performed. The patient did not receive adjuvant 

therapy and no tumor recurrence was detected in follow up. CONCLUSION: Solid and 

cystic papillary neoplasm may reach large dimensions with a benign behavior and is 

curable by surgical excision. Differential diagnosis from other tumors with aggressive 

behavior is therefore important. 
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TÍTULO / TITLE:  - MUC1 Regulates Expression of Multiple microRNAs Involved in 

Pancreatic Tumor Progression, Including the miR-200c/141 Cluster. 

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

REVISTA / JOURNAL:  - PLoS One. 2013 Oct 15;8(10):e73306. doi: 
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RESUMEN / SUMMARY:  - MUC1 is a transmembrane glycoprotein that modulates 

transcription via its cytoplasmic domain. We evaluated the capacity of MUC1 to 

regulate the global transcription of microRNAs in pancreatic cancer cells expressing 

MUC1. Results indicated that MUC1 regulated expression of at least 103 microRNAs. 

We evaluated  further regulation of the microRNA transcript cluster miR-200c/141, 

which was among the most highly regulated microRNAs. We found that MUC1 directly 

interacted with ZEB1, a known transcriptional repressor of the miR-200c/141 cluster, at 

the  promoter of miR-200c/141, and further reduced transcript production. These data 

indicate that signaling through MUC1 influences cancer progression by regulating  

transcription of microRNAs that are associated with the process of metastasis. 
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TÍTULO / TITLE:  - MicroRNA-200c Modulates the Expression of MUC4 and MUC16 by 

Directly Targeting Their Coding Sequences in Human Pancreatic Cancer. 
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INSTITUCIÓN / INSTITUTION:  - Eppley Institute for Research in Cancer and Allied 

Diseases, University of Nebraska Medical Center, Omaha, Nebraska, United States of 

America. 

RESUMEN / SUMMARY:  - Transmembrane mucins, MUC4 and MUC16 are associated 

with tumor progression and metastatic potential in human pancreatic adenocarcinoma. 

We discovered that miR-200c interacts with specific sequences within the coding 

sequence of MUC4 and MUC16 mRNAs, and evaluated the regulatory nature of this 

association. Pancreatic  cancer cell lines S2.028 and T3M-4 transfected with miR-200c 

showed a 4.18 and 8.50 fold down regulation of MUC4 mRNA, and 4.68 and 4.82 fold 

down regulation of MUC16 mRNA compared to mock-transfected cells, respectively. A 

significant reduction of glycoprotein expression was also observed. These results 

indicate that miR-200c overexpression regulates MUC4 and MUC16 mucins in 

pancreatic cancer cells by directly targeting the mRNA coding sequence of each, 

resulting in reduced levels of MUC4 and MUC16 mRNA and protein. These data 

suggest that, in addition to regulating proteins that modulate EMT, miR-200c influences 

expression of cell surface mucins in pancreatic cancer. 
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TÍTULO / TITLE:  - Expression of aldo-keto reductase family 1 member C3 (AKR1C3) in 

neuroendocrine tumors & adenocarcinomas of pancreas, gastrointestinal tract, and 

lung. 
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RESUMEN / SUMMARY:  - Human aldo-keto reductase family 1 member C3 (AKR1C3) 

was initially identified as an enzyme in reducing 5alpha-dihydrotestosterone (5alpha-

DHT) to 5alpha-androstane-3alpha, 17beta-diol (3alpha-diol) and oxidizing 3alpha-diol 

to  androsterone. It was subsequently demonstrated to possess ketosteroid reductase 

activity in metabolizing other steroids including estrogen and progesterone, 11-

ketoprostaglandin reductase activity in metabolizing prostaglandins, and dihydrodiol 

dehydrogenase x (DDx) activity in metabolizing xenobiotics. AKR1C3 was 

demonstrated in sex hormone-dependent tissues including testis, breast, endometrium, 

and prostate; in sex hormone-independent tissues including kidney and urothelium. 

Our previous study described the expression of AKR1C3 in squamous cell carcinoma 

and adenocarcinoma but not in small cell carcinoma. In this report, we studied the 

expression of AKR1C3 in normal tissue, adenocarcinomas (43 cases) and 

neuroendocrine (NE) tumors (40 cases) arising from the aerodigestive tract and 

pancreas. We demonstrated wide expression of AKR1C3 in superficially located 

mucosal cells, but not in NE cells. AKR1C3-positive immunoreactivity was  detected in 

38 cases (88.4%) of adenocarcinoma, but only in 7 cases (17.5%) of NE tumors in all 

cases. All NE tumors arising from the pancreas and appendix and most tumors from 

the colon and lung were negative. The highest ratio of positive  AKR1C3 in NE tumors 

was found in tumors arising from the small intestine (50%). These results raise the 

question of AKR1C3’s role in the biology of normal mucosal epithelia and tumors. In 
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addition, AKR1C3 may be a useful adjunct marker  for the exclusion of the NE 

phenotype in diagnostic pathology. 

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

[378] 

TÍTULO / TITLE:  - Cytoplasmic expression of LGR5 in pancreatic adenocarcinoma. 

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

REVISTA / JOURNAL:  - Front Physiol. 2013 Sep 26;4:269. doi: 

10.3389/fphys.2013.00269. 

 ●● Enlace al texto completo (gratuito o de pago)  3389/fphys.2013.00269 

AUTORES / AUTHORS:  - Mizuno N; Yatabe Y; Hara K; Hijioka S; Imaoka H; Shimizu Y; 

Ko SB; Yamao K 

INSTITUCIÓN / INSTITUTION:  - Department of Gastroenterology, Aichi Cancer Center 

Hospital Nagoya, Japan. 

RESUMEN / SUMMARY:  - Background: CD133 has been identified as a cancer stem 

cell marker for pancreatic ductal adenocarcinoma. Although leucine-rich-repeat-

containing G-protein-coupled  receptor 5 (LGR5), a marker of intestinal stem cells, has 

been shown to be on a higher level of the stem cell hierarchy than CD133, the 

expression and function of LGR5 in pancreatic cancer tissue remains unclear. This 

study investigated tissue expression of LGR5 and CD133 in resected pancreatic 

cancer tissue. Methods: LGR5 and CD133 expression was immunohistochemically 

examined in 9 patients with pancreatic ductal adenocarcinoma who underwent 

resection. Results:  LGR5 was expressed in the cytoplasm of pancreatic cancer cells in 

4 of 9 cases. CD133 was not detected in cancerous tissue. In non-neoplastic tissue, 

LGR5 was expressed in the basolateral membrane of a subset of endocrine cells. 

Conversely, CD133 was expressed in the apical membrane of small duct cells. Co-

localization of LGR5 and CD133 was not found in either neoplastic or non-neoplastic 

tissue. LGR5 expression in pancreatic cancer cells showed no statistically significant 

correlation with survival after surgery. Conclusion: We have demonstrated that LGR5 is 

expressed in the cytoplasm of pancreatic adenocarcinoma cells, and the basolateral 

membrane of a subset of endocrine cells of the human pancreas. Further investigation 

is required to clarify any prognostic significance of LGR5  expression. 
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RESUMEN / SUMMARY:  - Pancreatic ductal adenocarcinoma (PDAC) elicits a dense 

stromal response that blocks vascular access because of pericyte coverage of vascular 

fenestrations. In this way, the PDAC stroma contributes to chemotherapy resistance in 
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addition to causing other problems. In order to improve the delivery of gemcitabine, a 

first-line chemotherapeutic agent, a PEGylated drug-carrying liposome was developed, 

using a transmembrane ammonium sulfate gradient to encapsulate the protonated drug 

up to 20% w/w. However, because the liposome was precluded from entering the 

xenograft site due to the stromal interference, we developed a first-wave nanocarrier 

that decreases pericyte coverage of the vasculature through interference in the pericyte 

recruiting TGF-beta signaling pathway. This  was accomplished using a 

polyethyleneimine (PEI)/polyethylene glycol (PEG)-coated mesoporous silica 

nanoparticle (MSNP) for molecular complexation to a small molecule TGF-beta 

inhibitor, LY364947. LY364947 contains a nitrogen atom that attaches, through H-

bonding, to PEI amines with a high rate of efficiency. The copolymer coating also 

facilitates systemic biodistribution and retention at the  tumor site. Because of the high 

loading capacity and pH-dependent LY364947 release from the MSNPs, we achieved 

rapid entry of IV-injected liposomes and MSNPs at the PDAC tumor site. This two-

wave approach provided effective shrinkage of the tumor xenografts beyond 25 days, 

compared to the treatment with free drug  or gemcitabine-loaded liposomes only. Not 

only does this approach overcome stromal resistance to drug delivery in PDAC, but it 

also introduces the concept of using a stepwise engineered approach to address a 

range of biological impediments that interfere in nanocancer therapy in a spectrum of 

cancers. 
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RESUMEN / SUMMARY:  - Translationally-controlled tumor protein (TCTP/TPT1) was 

identified from a yeast  two-hybrid screen and shown to interact with Pim-3, a member 

of the proto-oncogene Pim family with serine/threonine kinase activity. TCTP was 

aberrantly expressed in human pancreatic cancer cells and malignant ductal epithelial 

cells, but not in normal pancreatic duct epithelial cells adjacent to  tumor foci of human 

pancreatic cancer tissue. Moreover, TCTP co-localized with Pim-3 both in human 

pancreatic cancer cells and clinical tissues. Mapping studies revealed that the 

interaction between Pim-3 and TCTP occurred through the C-terminal region of Pim-3 

and N-terminal region of TCTP. Although Pim-3 had no effect on TCTP expression or 

phosphorylation, overexpression of TCTP increased the amount of Pim-3 in a dose-

dependent manner. Interestingly, RNAi-mediated ablation of TCTP expression reduced 

Pim-3 protein but not mRNA, through a mechanism involving the ubiquitin-proteasome 

degradation system. As a consequence of Pim-3 instability and subsequent 

degradation, tumor growth in vitro and in vivo was inhibited by arresting cell cycle 

progression and enhancing apoptosis. Furthermore, TCTP and Pim-3 expression were 

significantly correlated in pancreatic adenocarcinoma specimens, and patients with 

highly expressed TCTP and  Pim-3 presented with a more advanced tumor stage. 
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These observations indicate that TCTP enhances Pim-3 stability to simultaneously 

promote and prevent cell cycle progression and apoptosis, respectively. Hence, TCTP 

and Pim-3 serve a pivotal role in human pancreatic cancer with important ramifications 

for clinical diagnostic and therapeutic implications. Implications: The present study 

provides a new idea and experimental evidence for recognizing TCTP/Pim-3 pathway 

as a target for therapy in human pancreatic cancer. 
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RESUMEN / SUMMARY:  - Solid pseudo-papillary tumor (SPT) of the pancreas is a rare 

pancreatic tumor, well known for its predilection for young women. As the tumor has 

favorable prognosis, differentiating it from other pancreatic tumors with aggressive 

behavior is necessary. We present a rare case of SPT and review the literature about 

SPT cases published from India. 
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RESUMEN / SUMMARY:  - CONTEXT: Pancreatic adenocarcinoma metastasizing to the 

mandible is extremely rare, with only 4 previous cases reported in the literature. Here, 

we present a patient with a metastatic lesion in the mandible as the initial manifestation 

of  pancreatic adenocarcinoma. We also review the incidence, diagnosis, and 

management of this rare occurrence. CASE REPORT: A 45-year-old man with a 5-

week  history of pain, following a tooth extraction, was referred to our Oral & 

Maxillofacial Department and presented with a nonhealing socket in the mandibular 

premolar region. He was investigated by use of imaging and an urgent biopsy. The  

diagnosis of pancreatic neoplasm was made. At this stage, the disease was fairly  

extensive and management was palliative. CONCLUSION: This case demonstrates the 

importance of a full investigation when a patient presents with a nonhealing socket and 

pain after tooth extraction. Mandibular metastases from distant primaries often have 

poor prognosis, with most patients getting palliative support. A multidisciplinary team 

approach is required for the management of these rare cases. 
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RESUMEN / SUMMARY:  - Merkel cell carcinoma (MCC) is a rare potentially fatal skin 

tumor affecting older and immunosuppressed individuals. It is highly malignant with 

high rates of metastasis and poor survival.We present a case of a 67-year-old woman 

with a palpable mass in the upper abdomen. An abdominal CT revealed a mass in the 

tail of the pancreas. Two weeks before, lumpectomy of a 3.5 cm tumor of the left breast 

had been performed. Histology showed a primary neuroendocrine carcinoma of the 

mammary gland. The patient’s medical history was significant for a 0.7 x 0.9  cm MCC 

removed from her left forearm 2.5 years ago. There was no evidence of vascular 

involvement or peritoneal disease and by all criteria was resectable. A  somatostatin 

receptor scintigraphy showed an enhanced uptake in the pancreatic tail region. The 

tumor was immunohistochemically strong staining for synaptophysin and CD56. The 

diagnosis of a metastatic-MCC in the tail of the pancreas was made. Further 

histological investigation of the prior removed neuroendocrine breast tumor and the 

MCC of the left forearm confirmed neuroendocrine origin and identical histology to the 

previously resected MCC of the left forearm. In this article, we aim to highlight that 

MCC has the potential to spread even in unusual organs, such as pancreas or breast, 

and therefore a diligent follow-up should be applied in patients with MCC. 
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RESUMEN / SUMMARY:  - Here we present the case of a 35-year-old female patient 

with long standing dyspepsia and imaging studies showing the presence of multiple 

cysts in the head  and tail of the pancreas. The patient underwent endosonography that 

confirmed the presence of multiple simple cysts throughout the entirety of the pancreas 

without dilation of the pancreatic duct. The majority of the cysts were less than one 

centimeter in size, and the largest cyst showed a honeycomb appearance. Cytology  of 

aspirates from the two largest cysts was compatible with benign pancreatic cysts. 
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Endosonography also revealed cysts within the left kidney and spleen. Genetic testing 

confirmed Von Hippel-Lindau disease. We highlight this case because it is unusual for 

Von Hippel-Lindau disease, a rare clinical entity, to present solely with cysts in the 

absence of more common manifestations, such as hemangioblastomas in the central 

nervous system and malignancy. 
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RESUMEN / SUMMARY:  - A solid pseudopapillary neoplasm (SPN) of the pancreas has 

distinct histopathological features. A solid pattern of growth with pseudopapillary 

structures that result from degeneration is observed. On rare occasions, the tumor may 

vary from being entirely solid to completely cystic. The present study  describes two 

unique cases of SPN. A 25-year-old male presented with a pancreatic tumor showing a 

predominantly solid pattern with no degenerative change, although the pre-operative 

cytological specimens that were obtained by endoscopic ultrasound-guided fine-needle 

aspiration (EUS-FNA) revealed pseudopapillary structures. The second case was of an 

11-year-old female who presented with a pancreatic tumor with prominent 

degeneration. Nests and cords of the remaining neoplastic cells were located only at 

the periphery, with perineural invasion. An immunohistochemical analysis revealed that 

the tumor cells in the two cases were  positive for CD10 and beta-catenin and negative 

for trypsin. An awareness of the  broad morphological variability of SPN and an 

immunohistochemical panel that includes CD10, beta-catenin and trypsin are useful for 

establishing an accurate diagnosis. 
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RESUMEN / SUMMARY:  - Solid pseudopapillary neoplasm, a rare primary neoplasm of 

the pancreas that typically affects young women, is a relatively indolent entity with 

favorable prognosis. We here report a 20-year-old young girl with solid pseudopapillary 

neoplasm who presented with mild dull abdominal discomfort without any significant 

laboratory findings. On MRI, a heterogenous mass was found at the distal pancreas. 

The patient underwent en-block distal pancreatectomy with splenectomy with the 

presumptive diagnosis of cystic neoplasm of the pancreas. The tumor was well-
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circumscribed, encapsulated, 5.5 cm in the greatest dimension  and showed typical 

papillary and pseudopapillary structures. Capsular invasion was seen on focal areas. 

The patient was not given any adjuvant therapy and shows no sign of disease after six 

months follow-up. It is important to differentiate this tumor from other pancreatic 

neoplasms because this neoplasm is amenable to cure after complete surgical 

resection even in cases with capsular invasion, unlike malignant tumors of the 

pancreas. 
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RESUMEN / SUMMARY:  - A 54-year-old female presented with a large pancreatic tumor 

of the tail during a regular physical examination. The patient underwent surgical 

intervention and the surgeon identified that the tumor originated from the 

retroperitoneal region. Markedly severe hemodynamic fluctuations occurred during the 

manipulation of the  tumor and continued to occur subsequent to the tumor being 

removed. The vital signs were adequately managed and the surgery was successful 

without complications. The patient was discharged without any sequelae days later. 

The pathology report indicated a diagnosis of pheochromocytoma. Unexpected 

pheochromocytoma may lead to a fatal hypertensive crisis with catastrophic sequelae 

during surgery. The peri-operative management of pheochromocytoma remains a 

complicated challenge that requires intensive pre-operative preparation and vigilant 

peri-operative care. For surgeons and anesthesiologists who may encounter an 

unexpected hypertensive crisis during abdominal tumor surgery, undiagnosed 

pheochromocytoma should always be considered. 
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RESUMEN / SUMMARY:  - Solid pseudopapillary tumor of pancreas is a rare pancreatic 

neoplasm affecting young women, has low malignant potential and amenable for 

surgical excision with  good long-term survival. Sickle cell trait is benign condition, 

which involves one normal beta-globin chain and one HbS chain. Although it is a 
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benign condition, individuals are prone to have rare complications that may predispose 

to death under certain circumstances. We report a rare coexistence of solid 

pseudopapillary tumor of pancreas with sickle cell trait in an 18-year-old female who 

underwent distal pancreatectomy with splenectomy. Histopathological examination and 

haemoglobin electrophoresis confirmed the diagnosis. 
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RESUMEN / SUMMARY:  - OBJECTIVES: Pancreatic duct (PD) dilation proximal to a 

solid focal pancreatic lesion on computed tomography (CT) scan is considered highly 

suggestive of pancreatic adenocarcinoma. There is, however, no published data on the 

differential diagnosis of focal non-cystic pancreatic lesions with and without PD dilation. 

We assessed the diagnostic utility of this radiologic finding. METHODS: This is a 

retrospective analysis of a prospectively maintained database of university-based 

clinical practice. A total of 445 non-jaundiced patients who underwent endoscopic 

ultrasound (EUS) (2002-2010) for evaluation of solid pancreatic lesions noted on CT 

scan were included. Final diagnosis was based on surgical pathology or definitive 

cytology with supporting clinical follow-up of >/=12 months. Main outcome 

measurements included (1) differential diagnoses and (2) performance characteristics 

of EUS-fine needle aspiration (FNA) for diagnosing neoplasm in patients with non-

cystic pancreatic lesions with and without PD dilation. RESULTS: A neoplasm was 

finally diagnosed in 152 of 187 patients with and 87 of 258 patients without PD dilation 

on CT scan. Chronic pancreatitis (diffuse and focal) was the predominant non-

malignant diagnosis in patients with PD dilation. In patients without PD dilation, 

malignant lesions included neuroendocrine tumor, adenocarcinoma, metastasis, 

PEComa (perivascular epitheloid cell tumor), and lymphoma; and the non-neoplastic 

diagnosis included chronic pancreatitis, intrapancreatic lymph nodes, and infected 

pancreatic fluid  collection. EUS-FNA had 97.6% accuracy for diagnosing a neoplasm 

in these patients. CONCLUSIONS: Dilation PD proximal to a focal solid pancreatic 

lesion increases the likelihood of malignancy but the performance characteristics of this 

radiologic finding are probably inadequate to guide clinical management. Neoplasms 

without dilated PD often require immunostaining for a definitive diagnosis. 
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TÍTULO / TITLE:  - Peripancreatic cystic lymphangioma diagnosed by endoscopic 

ultrasound/fine-needle aspiration: a rare mesenchymal tumour. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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RESUMEN / SUMMARY:  - A 73-year-old man presented with a 5-month history of 

intermittent nausea, vomiting, central abdominal discomfort and a 17-pound weight loss 

over the past year. Laboratory testing, including a complete blood count with 

differential, liver function testing, amylase and lipase studies were normal. A CT scan 

showed  a bilobed cystic lesion inferior to the body of the pancreas. An endoscopic 

ultrasound revealed a 5.3x3.9 cm, anechoic, bilobed cystic lesion, extrinsic to the body 

of the pancreas with a 1-2 mm septation and a normal pancreas. Fine-needle 

aspiration revealed a milky-white aspirate with negative cytology. Laboratory 

assessment of the cystic aspirant revealed carcinoembryonic antigen 1.7 ng/mL, 

amylase 148 units/L, cholesterol 300 mg/dL, and carbohydrate antigen 19-9 3 units/mL. 

He underwent resection of the mass, with the histopathology confirming a diagnosis of 

peripancreatic lymphangioma. He did well after the surgery with interval resolution of 

his symptoms. 
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TÍTULO / TITLE:  - Recognition of complications after pancreaticoduodenectomy for 

cancer determines  inpatient mortality. 

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

REVISTA / JOURNAL:  - JOP. 2013 Nov 10;14(6):626-31. doi: 10.6092/1590-8577/1883. 
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RESUMEN / SUMMARY:  - CONTEXT: While perioperative mortality after 

pancreaticoduodenectomy is decreasing, key factors remain to be elucidated. 
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OBJECTIVE: The purpose of this study was to investigate inpatient mortality after 

pancreaticoduodenectomy in the Nationwide Inpatient Sample (NIS), a representative 

inpatient database in the USA. METHODS: Patient discharge data (diagnostic and 

procedure codes) and hospital characteristics were investigated for years 2009 and 

2010. The inclusion criteria were a procedure code for pancreaticoduodenectomy, 

elective procedure, and a pancreatic or peripancreatic cancer diagnosis. Chi-square 

test determined statistical significance. A logistic regression model for mortality was 

created from significant variables. RESULTS: Two-thousand and 958 patients were 

identified with an average age of 65+/-12 years; 53% were male. The mean length of 

stay was 15+/-12 days with a mortality of 4% and a complication rate of 57%. Eighty-

six percent of pancreaticoduodenectomy occurred in teaching hospitals. 

Pancreaticoduodenectomy performed in teaching hospitals in the first half of the  

academic year were associated with higher mortality than in the latter half (5.5% vs. 

3.4%, P=0.005). On logistic regression analysis, non-surgical complications are the 

largest predictor of death (P&lt;0.001) while operations in the latter half of the academic 

year are associated with decreased mortality (P&lt;0.01). CONCLUSIONS: The timing 

of pancreaticoduodenectomy for cancer remained more predictive of mortality than age 

or length of stay; only complications were more  predictive of death than time of year. 

This suggests that there remains a clinically and statistically significant learning curve 

for trainees in identifying complications; further study is needed to prove that 

identification of complications leads to a decrease in mortality rate by taking corrective 

actions. 

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

[394] 

TÍTULO / TITLE:  - Ultrasound-aided diagnosis of an insulinoma in a cat. 
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RESUMEN / SUMMARY:  - A 15-year old, neutered female, domestic shorthaired cat 

was presented for evaluation of a 3-month history of paroxysmal falling over and 

trembling. In laboratory work the cat displayed a mild hypoglycemia. Ultrasound 

revealed a nodule in the left pancreatic lobe and surgical excision was performed. The 

histological diagnosis was an insulinoma. To the authors knowledge this is the first 

ultrasound description of an insulinoma in a cat. Up to date the cat has a  survival time 

of 32 months without recurrence of symptoms. 
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ductal adenocarcinoma. 
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INSTITUCIÓN / INSTITUTION:  - Department of Surgery 1, School of Medicine, University 

of Occupational and Environmental Health, Kitakyushu, Japan ; Department of Breast 

Surgery, the Fourth Affiliated Hospital of China Medical University, Shenyang, China. 

RESUMEN / SUMMARY:  - BACKGROUND: Although pancreatic ductal adenocarcinoma 

is characterized by an abundant stroma enriched with hyaluronan (HA), the prognostic 

impact of HA and its regulators remains unknown. METHODS: Using 

immunohistochemistry, expression patterns of HA and its regulators, including a 

synthesizing enzyme (HAS2), and a  degrading enzyme (HYAL1) were investigated in 

patients who received surgical resection. The prognostic significance of these markers 

and other clinicopathological variables was determined using univariate and 

multivariate analyses. The HA levels were determined quantitatively by enzyme-linked 

immunosorbent assay (ELISA). RESULTS: We found that strong expressions of HA 

(P=0.008) and HAS2 (P=0.022) were significantly associated with shorter survival  time 

after surgery. By contrast, weak expression of HYAL1 was significantly associated with 

poor survival (P=0.001). In multivariate analysis, tumor stage (hazard ratio (HR)=2.76, 

95% confidence interval (CI): 1.14-6.66 P=0.024), strong HA expression (HR=6.04, 

95%CI: 1.42-25.69 P=0.015), and weak HYAL1 expression (HR=3.16, 95%CI: 1.19-

8.40 P=0.021) were independent factors predicting poor survival. ELISA revealed 

higher concentration of HA in pancreatic cancer tissues  than in normal pancreatic 

tissues (P=0.001). CONCLUSION: These findings suggest,  for the first time, that HA 

and its regulators may have prognostic impact in patients with pancreatic cancer. 
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TÍTULO / TITLE:  - Prognostic impact of p16 and p21 on gastroenteropancreatic 

neuroendocrine tumors. 
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RESUMEN / SUMMARY:  - Aberrant expression of the cell cycle kinase inhibitors, p16 

and p21, has been associated with poor prognosis in a number of human 

malignancies. These proteins  may also be involved in the development and 

progression of gastroenteropancreatic neuroendocrine tumors (GEP-NETs). The 

present study aimed to investigate protein  levels of p16 and p21 in GEP-NETs and to 

evaluate their clinical significance. p16 and p21 protein expression was tested 

immunohistochemically in the tissue samples of 68 GEP-NETs. The association 

between expression and clinicopathological characteristics and overall survival was 

assessed. Low expression of p16 (no positive nuclear staining) was found in 37 (54%) 

cases and  high p21 expression (>/=5% positive nuclear staining) was detected in 23 

(34%) cases. Low p16 protein levels indicated a poorer prognosis for patients graded 

as G2 subgroup in the univariate analysis (relative risk, 4.4; 95% CI, 1.8-10.6). No 

significant correlation was found between the expression of p21 and any of the 

clinicopathological variables. The present study indicates a prognostic relevance for 
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p16 immunoreactivity. Low levels of p16 protein were associated with a shorter survival 

in the G2 subgroup of GEP-NETs. p21 protein expression was not identified to be 

useful as a predictive indicator in GEP-NETs. 
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Diagnosis among Benign Pancreatic Cysts. 
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RESUMEN / SUMMARY:  - CONTEXT: In the last years, cystic pancreatic lesions are 

often detected when clinically silent, because of the wider use of diagnostic imaging 

techniques. First described by Othman in 2007, “squamoid cyst of pancreatic ducts” 

represents a cystic dilation of ducts, lined by non-keratinized squamous epithelium. We 

report the first case of squamoid cyst of pancreatic ducts in Italy. CASE REPORT: A 

68-year-old woman presented a cystic lesion (4 cm) of the pancreatic tail as incidental 

finding at MRI. It had a thickened wall, no internal septa and no communication with the 

Wirsung duct were detected. A CT scan showed a lamellar calcification on its posterior 

wall. A 18F-FDG-PET was negative. Blood tests were normal, including CEA and CA 

19-9. We performed a spleen-preserving distal pancreatectomy. Histology showed a 

unilocular cyst, with serous fluid and a fibrous wall, with multilayered epithelium without 

cytological atypias. Immunohistochemistry showed CK 7 positive and CK 5 negative. 

The patient is still alive and without disease after 42 months of follow-up. 

CONCLUSIONS: In the English literature only seven cases resected for this cyst type 

have been reported. No preoperative test can achieve a definitive diagnosis, so 

surgical resection remains the treatment of choice in order to exclude malignancy. 

However, after intraoperative frozen section, a limited pancreatic resection can  be 

performed. 
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TÍTULO / TITLE:  - Pancreatic paraganglioma: An extremely rare entity and crucial role 

of immunohistochemistry for diagnosis. 
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INSTITUCIÓN / INSTITUTION:  - Department of Pathology, Assam Medical College and 

Hospital, Dibrugarh, Assam, India. 

RESUMEN / SUMMARY:  - Paragangliomas are rare neuroendocrine neoplasms arising 

in extra-adrenal chromaffin cells of autonomic nervous system and histologically akin to 

chemodectomas. They are rare, affecting about 1 in 2,000,000 population. It is a  

generic term applied to tumors of paraganglia regardless of the location. In rare 

instances, paragangliomas present around and involve the pancreas, thereby 

mimicking any one of the more common primary pancreatic lesions. Pancreatic 

paraganglioma is an extremely rare tumor. It grows slowly, so radical resection is 

recommended to achieve curability with good prognosis. These neoplasms present 

considerable diagnostic difficulty not only for the clinician and radiologist but also for 

the pathologist. Here, we report a case of a 55-year-old woman who presented with a 

left-sided abdominal swelling for 3 months duration, initially having clinical suspicion of 

an ovarian tumor. The radiological imaging revealed  a lesion in the tail of pancreas 

with a differential diagnosis of pancreatic carcinoma and metastatic tumor. Only after 

exploratory laparotomy, the diagnosis  was made as a rare case of pancreatic 

paraganglioma on the basis of histological  examination and immunohistochemistry. 
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RESUMEN / SUMMARY:  - BACKGROUND: Human homeobox genes encode nuclear 

proteins that act as transcription factors involved in the control of differentiation and 

proliferation. Currently, the role of these genes in development and tumor progression 

has been extensively studied. Recently, increased expression of HOXB7 homeobox 

gene (HOXB7) in pancreatic ductal adenocarcinomas (PDAC) was shown to correlate 

with an invasive phenotype, lymph node metastasis and worse survival outcomes, but 

no influence on cell proliferation or viability was detected. In the present study, the 

effects arising from the knockdown of HOXB7 in PDAC cell lines was investigated. 

METHODS: Real time quantitative PCR (qRT-PCR) (Taqman) was employed to assess 

HOXB7 mRNA expression in 29 PDAC, 6 metastatic tissues, 24 peritumoral tissues 

and two PDAC cell lines. siRNA was used to knockdown HOXB7 mRNA in the cell 

lines and its consequences on apoptosis rate and cell proliferation were measured by 

flow cytometry and MTT assay respectively. RESULTS: Overexpression of HOXB7 

mRNA was observed in the tumoral tissues and in  the cell lines MIA PaCa-2 and 

Capan-1. HOXB7 knockdown elicited (1) an increase in the expression of the pro-

apoptotic proteins BAX and BAD in both cell lines; (2) a decrease in the expression of 

the anti-apoptotic protein BCL-2 and in cyclin D1 and an increase in the number of 

apoptotic cells in the MIA PaCa-2 cell line; (3) accumulation of cell in sub-G1 phase in 
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both cell lines; (4) the modulation of several biological processes, especially in MIA 

PaCa-2, such as proteasomal ubiquitin-dependent catabolic process and cell cycle. 

CONCLUSION: The present study confirms the overexpression of HOXB7 mRNA 

expression in PDAC and demonstrates that decreasing its protein level by siRNA could 

significantly increase apoptosis and modulate several biological processes. HOXB7 

might be a promising target for future therapies. 
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RESUMEN / SUMMARY:  - BACKGROUND: Patients are increasingly confronted with 

systems for rating hospitals. However, the correlations between publicized ratings and 

actual outcomes after pancreatectomy are unknown. METHODS: The Massachusetts 

Division of Health Care Finance and Policy Hospital Inpatient Discharge Database was 

queried  to identify pancreatic cancer resections carried out during 2005-2009. 

Hospitals  performing fewer than 10 pancreatic resections in the 5-year period were 

excluded. Primary outcomes included mortality, complications, median length of stay 

(LoS) and a composite outcomes score (COS) combining primary outcomes. Ranks 

were determined and compared for: (i) volume, and (ii) ratings identified from 

consumer-directed hospital ratings including the US News & World Report (USN), 

Consumer Reports, Healthgrades and Hospital Compare. An inter-rater reliability 

analysis was performed and correlation coefficients ® between outcomes and ratings, 

and between rating systems were calculated. RESULTS: Eleven hospitals in which a 

total of 804 pancreatectomies were conducted were identified. Surgical volume 

correlated with overall outcome, but was not the strongest indicator. The  highest 

correlation referred to that between USN rank and overall outcome. Mortality was most 

strongly correlated with Healthgrades ratings (r = 0.50); however, Healthgrades ratings 

demonstrated poorer correlations with all other outcomes. Consumer Reports ratings 

showed inverse correlations. CONCLUSIONS: The  plethora of publicly available 

hospital ratings systems demonstrates heterogeneity. Volume remains a good but 

imperfect indicator of surgical outcomes. Further systematic investigation into which 

measures predict quality outcomes in pancreatic cancer surgery will benefit both 

patients and providers. 
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RESUMEN / SUMMARY:  - Pancreatic ductal adenocarcinoma (PDAC) is a lethal 

disease, and the patient has  an extremely poor overall survival with a less than 5% 5-

year survival rate. Development of potential biomarkers provides a critical foundation 

for the diagnosis of PDAC. In this project, we have adopted an integrative approach to 

simultaneously identify biomarker and generate testable hypothesis from 

multidimensional omics data. We first examine genes for which expression levels are 

correlated with survival data. The gene list was screened with TF regulation, predicted 

miRNA targets information, and KEGG pathways. We identified that 273 candidate 

genes are correlated with patient survival data. 12 TF regulation gene  sets, 11 

miRNAs targets gene sets, and 15 KEGG pathways are enriched with these survival 

genes. Notably, CEBPA/miRNA32/PER2 signaling to the clock rhythm qualifies this 

pathway as a suitable target for therapeutic intervention in PDAC. PER2 expression 

was highly associated with survival data, thus representing a novel biomarker for 

earlier detection of PDAC. 
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RESUMEN / SUMMARY:  - Pancreatic cancer is the fourth most frequent cause of 

cancer-related deaths and  is characterized by early metastasis and pronounced 

resistance to chemotherapy and radiation therapy. Despite extensive esearch efforts, 

there is not any substantial progress regarding the identification of novel drugs against 

pancreatic cancer. Although the introduction of the chemotherapeutic agent 

gemcitabine improved clinical response, the prognosis of these patients remained  

extremely poor with a 5-year survival rate of 3-5%. Thus, the identification of the novel 

molecular pathways involved in pancreatic oncogenesis and the development of new 

and potent therapeutic options are highly desirable. Here, we  describe how 

microRNAs control signaling pathways that are frequently deregulated during 

pancreatic oncogenesis. In addition, we provide evidence that microRNAs could be 

potentially used as novel pancreatic cancer therapeutics through reversal of 

chemotherapy and radiotherapy resistance or regulation of essential molecular 

pathways. Further studies should integrate the deregulated genes and microRNAs into 

molecular networks in order to identify the central regulators of  pancreatic 

oncogenesis. Targeting these central regulators could lead to the development of novel 

targeted therapeutic approaches for pancreatic cancer patients. 
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RESUMEN / SUMMARY:  - Deregulation of mitogen-activated protein kinase (MAPK) 

signaling leads to development of pancreatic cancer. Although Ras-mutation-driven 

pancreatic tumorigenesis is well understood, the underlying mechanism of Ras-

independent MAPK hyperactivation remains elusive. Here, we have identified a distinct 

function of PCNA-associated factor (PAF) in modulating MAPK signaling. PAF is 

overexpressed in pancreatic cancer and required for pancreatic cancer cell 

proliferation. In mouse models, PAF expression induced pancreatic intraepithelial 

neoplasia with expression of pancreatic cancer stem cell markers. PAF-induced ductal 

epithelial cell hyperproliferation was accompanied by extracellular signal-regulated 

kinase (ERK) phosphorylation independently of Ras or Raf mutations. Intriguingly, PAF 

transcriptionally activated the expression of late endosomal/lysosomal adaptor, MAPK 

and mTOR activator 3 (LAMTOR3), which hyperphosphorylates MEK and ERK and is 

necessary for pancreatic cancer cell proliferation. Our results reveal an unsuspected 

mechanism of mitogenic signaling activation via LAMTOR3 and suggest that PAF-

induced MAPK hyperactivation contributes to pancreatic tumorigenesis. 
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REVISTA / JOURNAL:  - Oncotarget. 2013 Oct;4(10):1632-46. 

AUTORES / AUTHORS:  - Kurenova E; Liao J; He DH; Hunt D; Yemma M; Bshara W; 

Seshadri M; Cance WG 

INSTITUCIÓN / INSTITUTION:  - Department of Surgical Oncology, Roswell Park Cancer 

Institute, Buffalo, NY. 

RESUMEN / SUMMARY:  - Even with successful surgical resection and perioperative 

chemotherapy and radiation, pancreatic ductal adenocarcinoma (PDA) has a high 

incidence of recurrence. Tumor cell survival depends on activation of signaling 

pathways that  suppress the apoptotic stimuli of invasion and metastasis. Focal 

adhesion kinase  (FAK) is a critical signaling molecule that has been implicated in 

tumor cell survival, invasion and metastasis. We have previously shown that FAK and 

vascular endothelial growth factor receptor 3 (VEGFR-3) are overexpressed in cancer 

cells  and physically interact to confer a significant survival advantage. We 

subsequently identified a novel small molecule inhibitor C4 that targeted the VEGFR-3-

FAK site of interaction. In this study, we have shown that C4 disrupted the FAK-

VEGFR-3 complexes in PDA cells. C4 treatment caused dose-dependent 
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dephosphorylation and inactivation of the VEGFR-3 and FAK, reduction in cell viability 

and proliferation, cell cycle arrest and apoptosis in PDA cells. C4 increased the 

sensitivity of tumor cells to gemcitabine chemotherapy in vitro that lead to apoptosis at 

nanomolar concentrations of both drugs. C4 reduced tumor growth in vivo in 

subcutaneous and orthotopic murine models of PDA. The drug alone at low dose, 

decreased tumor growth; however, concomitant administration with low dose of 

gemcitabine had significant synergistic effect and led to 70% tumor reduction. 

Combination of C4 with gemcitabine had a prolonged cytostatic effect on tumor growth 

after treatment withdrawal. Finally,  we report an anecdotal case of stage IV pancreatic 

cancer treated with gemcitabine in combination with C4 that showed a significant 

clinical response in primary tumor and complete clinical response in liver metastasis 

over an eight month period. Taken together, these results demonstrate that targeting 

the scaffolding function of FAK with a small-molecule FAK-VEGFR-3 inhibitor can be 

an effective therapeutic strategy against PDA. 
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TÍTULO / TITLE:  - Anesthetists approach in a neonate with nesidioblastoma undergoing 

pancreatectomy. 

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

REVISTA / JOURNAL:  - J Anaesthesiol Clin Pharmacol. 2013 Jul;29(3):384-6. doi: 

10.4103/0970-9185.117108. 

 ●● Enlace al texto completo (gratuito o de pago)  4103/0970-9185.117108 

AUTORES / AUTHORS:  - Patel K; Shikare M; Chavan D; Sawant P 

INSTITUCIÓN / INSTITUTION:  - Department of Pediatric Anesthesiology, B. J. Wadia 

Hospital, Parel, Mumbai, India. 

RESUMEN / SUMMARY:  - Persistent hyperinsulinemic hypoglycemia of infancy (PHHI) 

is rare, but an important cause of hypoglycemia in infants, associated with a number of 

structural abnormalities of the endocrine pancreas is collectively termed as “Islet cell 

dysmaturation syndrome.” We present the anesthetic management in a clinically 

diagnosed case of PHHI in a 22 days old full term child, undergoing Subtotal 

Pancreatectomy. We have discussed the challenges faced in the intra-operative period 

in managing this neonate for pancreatic resection surgery  with focus on intra-operative 

management of blood glucose levels. 
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TÍTULO / TITLE:  - Chromosome instability and carcinogenesis: Insights from murine 

models of human pancreatic cancer associated with BRCA2 inactivation. 

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

REVISTA / JOURNAL:  - Mol Oncol. 2013 Nov 6. pii: S1574-7891(13)00145-2. doi: 

10.1016/j.molonc.2013.10.005. 

 ●● Enlace al texto completo (gratuito o de pago)  1016/j.molonc.2013.10.005 

AUTORES / AUTHORS:  - Cassidy LD; Liau SS; Venkitaraman AR 

INSTITUCIÓN / INSTITUTION:  - University of Cambridge, Medical Research Council 

Cancer Cell Unit, Hutchison/MRC Research Centre, Hills Road, Cambridge CB2 0XZ, 

United Kingdom. 

RESUMEN / SUMMARY:  - Chromosomal instability is a hallmark of human cancer cells, 

but its role in carcinogenesis remains poorly resolved. Insights into this role have 

emerged from studies on the tumour suppressor BRCA2, whose inactivation in human 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24106367&dopt=Abstract
http://dx.doi.org/10.4103/0970-9185.117108
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24268522&dopt=Abstract
http://dx.doi.org/10.1016/j.molonc.2013.10.005


cancers causes chromosomal instability through the loss of essential functions of the 

BRCA2 protein in the normal mechanisms responsible for the replication, repair and 

segregation of DNA during cell division. Humans who carry heterozygous germline 

mutations in the BRCA2 gene are highly predisposed to cancers of the breast, ovary, 

pancreas, prostate and other tissues. Here, we review recent studies that describe 

genetically engineered mouse models (GEMMs) for pancreatic  cancer associated with 

BRCA2 mutations. These studies not only surprisingly show  that BRCA2 does not 

follow the classical Knudson “two hit” paradigm for tumour suppression, but also 

highlight features of the interplay between TP53 inactivation and carcinogenesis in the 

context of BRCA2 deficiency. Thus, the models reveal novel aspects of cancer 

evolution in carriers of germline BRCA2 mutations, provide new insights into the 

tumour suppressive role of BRCA2, and establish valuable new preclinical settings for 

testing approaches to pancreatic  cancer therapy; together, these features emphasize 

the value of GEMMs in cancer research. 
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TÍTULO / TITLE:  - Role of radiotherapy for pancreatobiliary neuroendocrine tumors. 

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

REVISTA / JOURNAL:  - Radiat Oncol J. 2013 Sep;31(3):125-30. doi: 
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INSTITUCIÓN / INSTITUTION:  - Department of Radiation Oncology, Yonsei Cancer 

Center, Yonsei University College of Medicine, Seoul, Korea. 

RESUMEN / SUMMARY:  - PURPOSE: We investigated the role of radiotherapy (RT) for 

pancreatobiliary neuroendocrine tumors (PB-NETs). MATERIALS AND METHODS: 

We identified 9 patients  with PB-NETs who received RT between January 2005 and 

March 2012. Of these 9 patients, 4 were diagnosed with NETs in the pancreas and 5 

were diagnosed with NETs in the gallbladder. All patients received RT to the primary 

tumor or resection bed with a median total irradiation dose of 50.4 Gy, with or without 

chemotherapy. RESULTS: The tumor response rate and tumor control rate in the RT 

field were 60% and 100 %, respectively. All 4 patients who underwent surgery had  no 

evidence of disease in the RT field. Of the 5 patients who received RT to the  primary 

gross tumor, 1 had complete response, 2 had partial response, and 2 had stable 

disease in the RT field. The median time to progression was 11 months. Of  the 9 

patients, four patients had no progression, and 5 patients had progression  of disease 

(locoregional, 2; distant, 2; locoregional/distant, 1). Of the 4 patients without 

progression, 3 were treated with RT in adjuvant or neoadjuvant setting, and one 

received RT to primary tumor. One patient experienced radiation-induced duodenitis at 

3 months after concurrent chemoradiation without  treatment-related mortality. 

CONCLUSION: RT can yield local control for advanced  PB-NETs. RT should be 

considered an essential part of multimodality treatment in  management of advanced 

PB-NETs. 
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TÍTULO / TITLE:  - Differentiation of mucinous cystic neoplasm and cystic changes 

associated with pancreatic adenocarcinoma. 
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REVISTA / JOURNAL:  - British Medical J (BMJ). Acceso gratuito al texto completo. 
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INSTITUCIÓN / INSTITUTION:  - Division of Gastroenterology Department of Internal 

Medicine, Sanggye Paik Hospital, Inje University College of Medicine, Seoul, Republic 
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RESUMEN / SUMMARY:  - A 63-year-old woman presented to the hospital with 

persistent nausea, dyspepsia and weight loss for 6 months. Abdomen CT showed a 

low-attenuation mass, approximately 7.6 cm diameter, in the region of the body and tail 

of the pancreas. Cystic lesions, 5.5x4.9 cm and 4.6x3.7 cm in size, were observed in 

the body and tail of the pancreas, respectively, associated with the low-attenuation  

mass. Endoscopic ultrasound-guided fine needle aspiration (EUS-FNA) revealed fetal 

carcinoembryonic antigen levels of >1000 ng/mL and necrotic cells with no malignant 

cells. On the basis of the imaging and EUS-FNA results, a putative diagnosis of 

mucinous cystadenoma accompanying pancreatic adenocarcinoma was made, and 

distal pancreatectomy and splenectomy were performed. Final biopsy using the 

surgical specimen confirmed pancreatic adenocarcinoma with moderate differentiation 

accompanied by degenerative cystic changes. 

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

[410] 

TÍTULO / TITLE:  - En masse resection of pancreas, spleen, celiac axis, stomach, 
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INSTITUCIÓN / INSTITUTION:  - Inonu University, Malatya, Turkey. 

RESUMEN / SUMMARY:  - Providing a more comfortable life and a longer survival for 

pancreatic corpus/tail tumors without metastasis depends on the complete resection. 

Recently, distal pancreatectomy with celiac axis resection was reported as a feasible 

and favorable method in selected pancreatic corpus/tail tumors which had invaded the 

celiac axis. Additional organ resections to the celiac axis were rarely required, and 

when necessary it was included only a single extra organ resection such as adrenal or 

intestine. Here, we described a distal pancreatic tumor invading most of the 

neighboring organs-stomach, celiac axis, left renal vein, left adrenal gland, and splenic 

flexure were treated by en bloc resection of all these organs. The patient was a 60-

year-old man without any severe medical comorbidities. Postoperative course of the 

patient was uneventful, and he was discharged on postoperative day eight without any 

complication. Histopathology and stage of the tumor were adenocarcinoma and T4 N1 

M0, respectively. Preoperative back pain of the patient was completely relieved in the 

postoperative period. As a result, celiac axis resection for pancreatic cancer is an 

extensive surgery, and a combined en masse resection of the invaded neighboring 

organs is a more extensive surgery than the celiac axis resection alone. This more 

extensive surgery is safe and feasible for selected patients with pancreatic cancer. 
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INSTITUCIÓN / INSTITUTION:  - Institute of Radiology, Campus Virchow-Klinikum, 

Charite - Universitatsmedizin Berlin. 

RESUMEN / SUMMARY:  - Complete tumor resection is still the only potentially curative 

therapy option for patients with ductal adenocarcinoma of the pancreas. Surgical 

exploration is  the gold standard for the determination of tumor resectability. 

Radiological resectability assessment is of great importance because many clearly 

unresectable cases can be identified preoperatively and it became essential for 

surgical planning. The evolving surgical and radiological techniques demand a 

continuous reappraisal of radiological criteria in resectability assessment. In the 

following, the criteria for resection planning are described along with surgical  

management and the role of radiology in some innovative surgical concepts is 

explained.Citation Format: 
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TÍTULO / TITLE:  - Metachronous pancreatic head ductal carcinoma three years after 

resection of gallbladder cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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INSTITUCIÓN / INSTITUTION:  - Department of General Surgery, Sir Run Run Shaw 
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Province, China. 

RESUMEN / SUMMARY:  - We report a rare case of female patient with metachronous 

gallbladder cancer and  pancreatic head ductal carcinoma. At the age of 53 years, the 

patient underwent a cholecystectomy and resection of the liver bed for gallbladder 

cancer. The post-operation diagnosis was a well-differentiated adenocarcinoma with 

serosa involvement(T3N0M0, stage IIA). Three years later, an irregular and enhanced 

2.4  cm mass in the pancreatic head with obviously pancreatic duct dilated was found 

by abdominal imaging. We considered it as pancreatic head cancer and performed 

pancreaticoduodenectomy. The histological diagnosis was a pancreatic ductal 

carcinoma (T2N0M0, stage I). No recurrence was found after thirty-three months follow 

up. 
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INSTITUCIÓN / INSTITUTION:  - Department of Oncology and Diagnostic Sciences, 

University of Maryland Dental School and The University of Maryland Greenebaum 

Cancer Center, Baltimore, Maryland, USA. 

RESUMEN / SUMMARY:  - Pancreatic cancer (adenocarcinoma) remains a deadly 

untreatable cancer with no effective early detection procedure. Little is known 

concerning the factors involved in the development of pancreatic malignancy, which 

impedes advancements  in its treatment and detection. Altered cellular zinc has been 

implicated in several cancers. Recent studies provide evidence that zinc and zinc 

transporters  are important factors in pancreatic cancer. This review discusses the 

current information relating to the status of zinc and zinc transporters in human 

pancreatic adenocarcinoma. Relationships of the physiology and biochemistry of zinc 

in mammalian cells are presented, which should be applied to the conduct, 

interpretation, and translational application of human studies and experimental models. 

Evidence from human pancreatic tissue studies supports a new concept of the role of 

zinc in the development of pancreatic adenocarcinoma. The zinc level  of the normal 

ductal and acinar epithelium is markedly decreased in the development of the 

malignant cells and the premalignant PanIN cells. ZIP3 is identified as the likely zinc 

uptake transporter, which is down regulated concurrently with the loss of zinc. Ras 

responsive binding protein (RREB1) is identified as the possible transcription factor 

involved in the silencing of ZIP3 expression. The evidence supports the current views 

of transdifferentiation of PanIN epithelium to ductal adenocarcinoma, and the possibility 

that acinar epithelial dedifferentiation might be a source of premalignant cells. These 

zinc-associated events occur early in oncogenesis to protect the malignant cells  from 

the cytotoxic effects of zinc levels that exist in the normal cells. Hopefully, this 

presentation will stimulate interest in and support for much needed research into the 

implications of zinc and zinc transporters as important  events in pancreatic 

carcinogenesis. The potential exists for the RREB1-ZIP3-zinc concept and/or other 

implications of zinc as new approaches for the development of effective treatment and 

for diagnostic biomarkers for pancreatic cancer. 
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TÍTULO / TITLE:  - Tumor necrosis factor induces tumor promoting and anti-tumoral 

effects on pancreatic cancer via TNFR1. 

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

REVISTA / JOURNAL:  - PLoS One. 2013 Sep 30;8(9):e75737. doi: 

10.1371/journal.pone.0075737. 
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RESUMEN / SUMMARY:  - Multiple activities are ascribed to the cytokine tumor necrosis 

factor (TNF) in health and disease. In particular, TNF was shown to affect 

carcinogenesis in multiple ways. This cytokine acts via the activation of two cell surface 

receptors, TNFR1, which is associated with inflammation, and TNFR2, which was 

shown to cause anti-inflammatory signaling. We assessed the effects of TNF and its 
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two receptors on the progression of pancreatic cancer by in vivo bioluminescence 

imaging in a syngeneic orthotopic tumor mouse model with Panc02 cells. Mice deficient 

for TNFR1 were unable to spontaneously reject Panc02 tumors and furthermore 

displayed enhanced tumor progression. In contrast, a fraction of  wild type (37.5%), 

TNF deficient (12.5%), and TNFR2 deficient mice (22.2%) were able to fully reject the 

tumor within two weeks. Pancreatic tumors in TNFR1 deficient mice displayed 

increased vascular density, enhanced infiltration of CD4(+) T cells and CD4(+) 

forkhead box P3 (FoxP3)(+) regulatory T cells (Treg) but reduced numbers of CD8(+) T 

cells. These alterations were further accompanied by transcriptional upregulation of 

IL4. Thus, TNF and TNFR1 are required in pancreatic ductal carcinoma to ensure 

optimal CD8(+) T cell-mediated immunosurveillance and tumor rejection. Exogenous 

systemic administration of human TNF, however, which only interacts with murine 

TNFR1, accelerated tumor progression. This suggests that TNFR1 has basically the 

capability in the Panc02  model to trigger pro-and anti-tumoral effects but the 

spatiotemporal availability of TNF seems to determine finally the overall outcome. 
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TÍTULO / TITLE:  - Role of endoscopic ultrasonography in pancreatic cystic neoplasms: 

Where do we stand and where will we go? 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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RESUMEN / SUMMARY:  - We increasingly encounter pancreatic cystic neoplasms 

(PCN) in clinical practice  and the differential diagnoses vary widely from benign to 

malignant. There is no  ‘one and only’ diagnostic procedure for PCN. Multiple 

modalities including computed tomography, magnetic resonance imaging, endoscopic 

retrograde cholangiopancreatography and endoscopic ultrasound (EUS) are widely 

used, but EUS has the advantage of anatomical proximity to the pancreas and upper 

gastrointestinal tract. In addition, EUS-guided fine-needle aspiration (EUS-FNA)  

provides both cytological evaluation and cyst fluid analysis. Although the role of EUS-

FNA for PCN is established, the sensitivity of cytology is low and cyst fluid analysis is 

only useful for differentiation between mucinous and non-mucinous cysts. Recently, 

novel through-the-needle imaging under EUS-FNA, such as confocal 

laserendomicroscopy, is expected to attribute to a better diagnostic yield. Moreover, 

feasibility of cyst ablation has been reported and the role of EUS has expanded from 

diagnosis to treatment. However, clinical impact of cyst ablation in terms of safety, 

efficacy and cost-effectiveness should be validated further. In summary, EUS and 

EUS-guided intervention does and will play a central role in the management of PCN 

from surveillance to treatment, but many clinical questions remain unanswered, which 

warrants well-designed prospective clinical trials. 
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RESUMEN / SUMMARY:  - Only a small number of promising drugs target pancreatic 

cancer, which is the fourth leading cause of cancer deaths with a 5-year survival of less 

than 5%. Our goal is to develop a new biotherapeutic agent in which a lysosomal 

protein (saposin C, SapC) and a phospholipid (dioleoylphosphatidylserine, DOPS) are 

assembled into nanovesicles (SapC-DOPS) for treating pancreatic cancer. A 

distinguishing feature of SapC-DOPS nanovesicles is their high affinity for 

phosphatidylserine (PS) rich microdomains, which are abnormally exposed on the 

membrane surface of human pancreatic tumor cells. To evaluate the role of external 

cell PS, in vitro assays were used to correlate PS exposure and the cytotoxic effect of 

SapC-DOPS in human tumor and nontumorigenic pancreatic cells. Next, pancreatic 

tumor xenografts (orthotopic and subcutaneous models) were used  for tumor targeting 

and therapeutic efficacy studies with systemic SapC-DOPS treatment. We observed 

that the nanovesicles selectively killed human pancreatic  cancer cells in vitro by 

inducing apoptotic death, whereas untransformed cells remained unaffected. This in 

vitro cytotoxic effect correlated to the surface exposure level of PS on the tumor cells. 

Using xenografts, animals treated with SapC-DOPS showed clear survival benefits and 

their tumors shrank or disappeared.  Furthermore, using a double-tracking method in 

live mice, we showed that the nanovesicles were specifically targeted to orthotopically-

implanted, bioluminescent pancreatic tumors. These data suggest that the acidic 

phospholipid PS is a biomarker for pancreatic cancer that can be effectively targeted 

for therapy utilizing cancer-selective SapC-DOPS nanovesicles. This study provides 

convincing evidence in support of developing a new therapeutic approach to pancreatic 

cancer. 
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RESUMEN / SUMMARY:  - BACKGROUND: Peroral pancreatoscopy (POPS) using a 

mother-baby endoscope system is often useful for assessment of intraductal papillary 

mucinous neoplasm (IPMN) of  the pancreas with main pancreatic duct (MPD) 
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involvement, but is not widely used  for several reasons. The aim of this study was to 

evaluate the usefulness of the  SpyGlass Direct Visualization System for assessment 

of IPMN. METHODS: Seventeen patients diagnosed with possible IPMN with MPD 

dilation underwent peroral pancreatoscopy using the SpyGlass system at our 

institution. The quality of visualization and the sensitivities of cytological and 

pathological investigations for diagnosing malignant lesions were evaluated. 

RESULTS: Peroral  pancreatoscopy was performed using the SpyScope in 12 patients 

and an endoscopic  retrograde cholangiopancreatography (ERCP) catheter in five 

patients. Sufficient  visualization was achieved in 92% of cases using the SpyScope 

and 40% of cases using the ERCP catheter. Biopsy under direct visualization was 

successful in seven patients. Biopsy specimens showed adenocarcinoma in one 

patient, benign neoplastic epithelium in five patients, and regenerative changes in one 

patient;  and had 25% sensitivity and 100% specificity for detecting malignancy. 

SpyGlass pancreatoscopy with irrigation cytology had 100% sensitivity and 100% 

specificity for detecting malignancy. SpyGlass pancreatoscopy was useful for 

determining the  operative excision line in three patients. There were no severe 

procedure-related adverse events. CONCLUSIONS: Peroral pancreatoscopy using the 

SpyGlass system seems to be feasible and useful for assessment of IPMN with a 

dilated MPD. 
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RESUMEN / SUMMARY:  - A pseudocyst is a fluid/debris collection that occurs as a 

complication of pancreatitis. It can be symptomatic and cause compression of the 

surrounding structures. Our case report highlights a 29-year-old male who presented 

with secondary varicocele on left side caused by a huge pseudocyst seen to compress 

the left renal and testicular veins. 
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RESUMEN / SUMMARY:  - Deleted in liver cancer-1 (DLC-1) has been isolated from 

primary hepatocellular carcinoma and demonstrated to be a potential tumor suppressor 

gene. The aim of the present study was to observe the effect of the DLC-1 gene on 

pancreatic cancer cell growth and evaluate the feasibility of using the DLC-1 gene in 
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gene therapy for pancreatic cancer. A recombinant plasmid (pcDNA3.1/DLC-1) was 

transfected into PANC-1 cells by liposomes and then the pre-established human 

PANC-1 pancreatic carcinoma cells were injected into athymic nude mice via the tail 

vein. The results showed that the overexpression of DLC-1 in the PANC-1 cells 

inhibited cell proliferation in vitro, while the act of introducing DLC-1 reduced 

tumorigenicity in the nude mice. The findings suggest that DLC-1 may have an effect 

on the pathogenesis of pancreatic cancer. The DLC-1 gene may be a promising target 

in gene therapy for pancreatic cancer. 
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RESUMEN / SUMMARY:  - CONTEXT: Lymphoepithelial cysts with sebaceous glands of 

the pancreas are extremely rare, with only 7 cases, including this case, published in 

English literature. CASE REPORT: We herein present the case of a 67-year-old Asian 

man who underwent a resection of a lymphoepithelial cyst of the pancreas during the 

follow up care for lung cancer. Fourteen years previously he underwent a right lower 

lobectomy at the right segment nine for lung cancer. A 20 mm mass in the body of the 

pancreas was identified by CT scan 4 years ago, and the diagnosis was intraductal 

papillary mucinous neoplasm (IPMN) at that time. Over a 5-year period, this mass grew 

to 42 mm without dilatation of the main pancreatic duct. The preoperative evaluation, 

including endoscopic ultrasound-guided fine-needle aspiration (EUS-FNA), indicated a 

cystic neoplasm with suspicion of malignancy. Intraoperative frozen section revealed a 

squamous-lined cyst accompanied by sebaceous glands without any malignant 

findings. Following this pathological finding, resection of the cyst was performed. 

Consequently, microscopic examination revealed that it was a lymphoepithelial cyst 

with sebaceous glands of the pancreas. CONCLUSIONS: Pancreatic lymphoepithelial 

cysts can be cured by conservative resection, but if they are asymptomatic and are 

diagnosed before surgery, no treatment is necessary. To our knowledge, this is the first 

ever published case of a lymphoepithelial cyst with sebaceous glands of the pancreas,  

which was found during the follow up care for lung cancer. 
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RESUMEN / SUMMARY:  - Patients with pancreatic cancer have dismal prognoses, and 

novel therapies are urgently needed. Mutations of the KRAS oncogene occur 

frequently in pancreatic cancer and represent an attractive target. Direct targeting of 

the predominant KRAS pathways have been challenging and research into therapeutic 

strategies have been now refocused on pathways downstream of KRAS, 

phosphoinositide 3-kinase (PI3K) and mitogen-activated protein kinase (MAPK [MEK]). 

We hypothesized that concurrent inhibition of the PI3K and MEK pathways would result 

in synergistic antitumor activity, as it would circumvent the compensatory feedback 

loop between the two pathways. We investigated the combined effect of the PI3K 

inhibitor, GDC0941, and the MEK inhibitor, AZD6244, on cell viability, apoptosis and 

cell signaling in a panel of pancreatic cancer cell lines. An in vivo analysis was 

conducted on pancreatic cancer xenografts. While BxPC-3 (KRAS wild type) and MIA  

PaCa-2 (KRAS mutated) cell lines were sensitive to GDC0941 and AZD6244 as single  

agents, synergistic inhibition of tumor cell growth and induction of apoptosis were 

observed in both cell lines when the two drugs were combined. Interestingly, 

phosphorylation of the cap-dependent translational components, 4E-binding protein (p-

4E-BP1) and S6 was found to be closely associated with sensitivity to GDC0941  and 

AZD6244. In BxPC-3 cell xenografts, survival differences were observed between the 

control and the AZD6244, GDC0941, and combination groups. Our study provides the 

rationale for concurrent targeting of the PI3K and MEK pathways, regardless of KRAS 

status, and suggests that phosphorylation of 4E-BP1and S6 can  serve as a predictive 

biomarker for response to treatment. 
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RESUMEN / SUMMARY:  - A 49-year-old woman presented with chronic abdominal 

discomfort, significant weight loss, and chronic intermittent diarrhea. She suddenly 

developed massive upper gastrointestinal bleeding and was referred for further 

treatment. Endoscopy indicated a large mass in the upper gastric body with antral and 

duodenal bulb involvement. Endosonography showed a large well-defined isoechoic 

gastric subepithelial mass with multiple intra-abdominal and peripancreatic 

lymphadenopathy, suspected to be malignant on the basis of fine needle aspiration 

cytology. The tumor was surgically removed, and histopathology showed typical 

characteristics of a neuroendocrine tumor. On the basis of immunohistochemical 

staining, somatostatinoma, a rare neuroendocrine tumor, was diagnosed. 
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Gastrointestinal bleeding is a rare presentation and the stomach is an uncommon 

tumor location. 
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RESUMEN / SUMMARY:  - INTRODUCTION: The laparoscopic and endoscopic 

approaches to internal drainage of  pancreatic pseudocysts (PP) are the current 

minimally invasive management options. Indications, and early and late results of 

endoscopic and laparoscopic approaches are being discussed. AIM: To present 

experience in treatment of PP by  laparoscopic pseudocystogastrostomy (LPGS) and 

endoscopic pseudocystogastrostomy  (EPGS) and to compare results, feasibility and 

safety. MATERIAL AND METHODS: THIRTY PATIENTS UNDERWENT SURGICAL 

INTERVENTION: 18 patients - LPGS (group I), 12 - EPGS (group II). Groups were 

compared by age, gender, pancreatic pseudocysts’s  age, diameter and localization, as 

well as intraoperative, early and late postoperative complications. RESULTS: GENDER 

DISTRIBUTION, GROUP I: 14 (77.8%) men and 4 (22.2%) women, group II: 4 (33.3%) 

men and 8 (66.7%) women, p = 0.02. Average cyst diameter: group I - 149.9 +/-52.1 

mm, group II - 119 +/-37.9 mm, p = 0.07. Average time between diagnosis and 

operation performance: group I - 12 (3-60) months, group II - 8 (2-36) months, p = 0.19. 

Neither in group I nor in group II did intraoperative complications occur. Early 

postoperative complications were divided into minor and major. Early minor 

complications: group I - 2 (11.1%), group II - 0, p = 0.5. Early major complications: 

group I - 0, group II - 2 (16.7%), p = 0.15. Late postoperative complications: group I - 0, 

group II - 1 (8.3%), p = 0.4. In group I there was no case, whereas in II group there was 

1 (8.3%) case of recidivation, p = 0.4. CONCLUSIONS: For selected patients both 

minimally invasive methods are equally safe an effective. For comprehensive 

evaluation of methods prospective trials are needed. 
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RESUMEN / SUMMARY:  - Pancreatic adenocarcinoma displays a variety of molecular 

changes that evolve exponentially with time and lead cancer cells not only to survive, 

but also to invade the surrounding tissues and metastasise to distant sites. These 
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changes include: genetic alterations in oncogenes and cancer suppressor genes; 

changes in the cell cycle and pathways leading to apoptosis; and also changes in 

epithelial  to mesenchymal transition. The most common alterations involve the 

epidermal growth factor receptor (EGFR) gene, the HER2 gene, and the K-ras gene. In 

particular, the loss of function of tumor-suppressor genes has been documented in this 

tumor, especially in CDKN2a, p53, DPC4 and BRCA2 genes. However, other 

molecular events involved in pancreatic adenocarcinoma pathogenesis contribute to its 

development and maintenance, specifically epigenetic events. In fact, key tumor 

suppressors that are well established to play a role in pancreatic adenocarcinoma may 

be altered through hypermethylation, and oncogenes can be upregulated secondary to 

permissive histone modifications. Indeed, factors involved in tumor invasiveness can 

be aberrantly expressed through dysregulated microRNAs. This review summarizes 

current knowledge of pancreatic carcinogenesis  from its initiation within a normal cell 

until the time that it has disseminated  to distant organs. In this scenario, highlighting 

these molecular alterations could provide new clinical tools for early diagnosis and new 

effective therapies  for this malignancy. 

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

[425] 

TÍTULO / TITLE:  - CD 99 immunocytochemistry in solid pseudopapillary tumor of 

pancreas: A study on  fine-needle aspiration cytology smears. 

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

REVISTA / JOURNAL:  - J Cytol. 2013 Jul;30(3):151-5. doi: 10.4103/0970-9371.117645. 

 ●● Enlace al texto completo (gratuito o de pago)  4103/0970-9371.117645 

AUTORES / AUTHORS:  - Ghosh R; Mallik SR; Mathur SR; Iyer VK 

INSTITUCIÓN / INSTITUTION:  - Department of Pathology, All India Institute of Medical 

Sciences, New Delhi, India. 

RESUMEN / SUMMARY:  - BACKGROUND: Solid pseudopapillary tumor of pancreas 

(SPTP) is a rare pancreatic tumor of uncertain histogenesis usually affecting young 

women. Though these tumors have characteristic cytomorphology, it is sometimes 

difficult to differentiate them from neuroendocrine tumors of the pancreas. We reviewed 

cases  of SPTP to delineate the diagnostic cytological features and also observed utility 

of CD 99 (MIC 2) immunostaining to aid in the diagnosis of this tumor. AIMS: This 

study was designed to demonstrate the utility of CD 99 immunostaining  along with 

cytological features for making a pre-operative diagnosis and delineating it from the 

neuroendocrine tumor of pancreas which is a close mimic.  MATERIALS AND 

METHODS: Cytomorphological features of 11 cases of solid pseudopapillary neoplasm 

diagnosed by pre-operative fine-needle aspiration cytology (FNAC) at our institute were 

reviewed. Immunocytochemistry for CD 99 was also performed on the smears. 

RESULTS: All the cases had cellular smears with monomorphic cells lying singly, as 

loosely cohesive clusters as well as forming delicate pseudopapillae. Presence of intra 

and extra-cellular basement membrane material, background foamy macrophages and 

nuclear grooves were the other salient features. Immunocytochemistry for CD 99 could 

be performed on eight cases and demonstrated typical paranuclear dot-like positivity. 

CONCLUSIONS: Pre-operative  early diagnosis of SPTP can be made by FNAC which 

can further be aided by CD 99 immunocytochemistry. 
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RESUMEN / SUMMARY:  - CONTEXT: Pancreatic heterotopia in itself is rare in the colon 

and to the best of our knowledge a neoplasm arising in a heterotopic tissue in the colon 

has not been reported. We herein report a pancreatic cystic neoplasm arising from 

heterotopic pancreatic tissue in colon. CASE REPORT: A 44-year-old lady presented 

with a history of lower abdominal colic, associated with mucoid loose stools 10-15 

times/day. Fecal occult blood was positive on two occasions. On examination, a vague 

mass was palpable in the left upper quadrant of abdomen. Colonoscopy showed a 

polypoid growth at the splenic flexure of colon, which on biopsy was reported to be an 

inflammatory polyp. She underwent a laparoscopic converted to open left 

hemicolectomy. Post-operatively she developed a intra-abdominal collection which 

formed a controlled pancreatic fistula after percutaneous drainage. Histopathology 

revealed pancreatic heterotopia with pancreatic mucinous cystic neoplasm. 

CONCLUSION: Despite advances in patient care, preoperative diagnosis of 

heterotopic pancreas is difficult. 
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RESUMEN / SUMMARY:  - Cystic fibrosis (CF) is a genetic disease with autosomal 

recessive inheritance and is common in Caucasian people. The prevalence of this 

disease is between ½,000 and 1/3,500 live births, and the incidence varies between 

populations. Although the CF transmembrane conductance regulator gene is 

expressed in the kidneys, renal involvement is rare. With advances in the treatment of 

CF, life expectancy has increased, and some previously unobserved disease 

associations are now seen in patients with CF. It is important to follow patients with CF 

for possible abnormalities that may accompany CF. In this paper, we present two rare  

cases of CF accompanied by nephrotic syndrome. 
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RESUMEN / SUMMARY:  - IgG4-related sclerosing disease is an established disease 

entity with characteristic clinicopathological features. Recently, the association between 

IgG4-related sclerosing disease and the risk of malignancies has been suggested.  

IgG4-related autoimmune pancreatitis with pancreatic cancer has been reported. 

Further, a few cases of extraocular malignant lymphoma in patients with IgG4-related 

sclerosing disease have also been documented. Herein, we describe the first 

documented case of anaplastic large cell lymphoma (ALCL) following IgG4-related 

autoimmune pancreatitis and cholecystitis and diffuse large B-cell lymphoma (DLBCL). 

A 61-year-old Japanese male, with a past history of DLBCL, was  detected with 

swelling of the pancreas and tumorous lesions in the gallbladder. Histopathological 

study of the resected gallbladder specimen revealed diffuse lymphoplasmacytic 

infiltration with fibrosclerosis in the entire gallbladder wall. Eosinophilic infiltration and 

obliterative phlebitis were also noted. Immunohistochemically, many IgG4-positive 

plasma cells had infiltrated into the lesion, and the ratio of IgG4/IgG-positive plasma 

cells was 71.6%. Accordingly, a diagnosis of IgG4-related cholecystitis was made. 

Seven months later, he presented with a painful tumor in his left parotid gland. 

Histopathological study demonstrated diffuse or cohesive sheet-like proliferation of 

large-sized lymphoid cells with rich slightly eosinophilic cytoplasm and irregular-shaped 

large nuclei. These lymphoid cells were positive for CD30, CD4, and cytotoxic markers,  

but negative for CD3 and ALK. Therefore, a diagnosis of ALK-negative ALCL was 

made. It has been suggested that the incidence of malignant lymphoma may be high  

in patients with IgG4-related sclerosing disease, therefore, intense medical follow-up is 

important in patients with this disorder. 
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RESUMEN / SUMMARY:  - Pancreatic cancer is the one of the deadliest of all 

malignancies. The five year  survival rate for patients with this disease is 3-5%. Thus, 

there is a compelling need for novel therapeutic strategies to improve the clinical 

outcome for patients with pancreatic cancer. Several groups have demonstrated for 

other types of solid tumors that early passage human tumor xenograft models can be 

used to define some genetic and molecular characteristics of specific human tumors. 
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Published studies also suggest that murine tumorgraft models (early passage 

xenografts derived from direct implantation of primary tumor specimens) may be useful 

in identifying compounds with efficacy against specific tumor types. Because 

pancreatic cancer is a fatal disease and few well-characterized model systems are 

available for translational research, we developed and characterized  a panel of 

pancreatic tumorgraft models for biological evaluation and therapeutic drug testing. Of 

the 41 primary tumor specimens implanted subcutaneously into mice, 35 produced 

viable tumorgraft models. We document the fidelity of histological and morphological 

characteristics and of KRAS mutation status among  primary (F0), F1, and F2 tumors 

for the twenty models that have progressed to the F3 generation. Importantly, our 

procedures produced a take rate of 85%, higher than any reported in the literature. 

Primary tumor specimens that failed to produce tumorgrafts were those that either 

contained <10% tumor cells or that were obtained from significantly smaller primary 

tumors. In view of the fidelity  of characteristics of primary tumor specimens through at 

least the F2 generation  in mice, we propose that these tumorgraft models represent a 

useful tool for identifying critical characteristics of pancreatic tumors and for evaluating 

potential therapies. 
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RESUMEN / SUMMARY:  - Phospholipase A2 is involved in propagation of inflammatory 

processes and carcinogenesis through its role in phospholipid metabolism, and release 

of arachidonic acid and lysophospholipids. Recent findings on correlation between 

elevated PLA2 activity and metastatic cancer render this enzyme an attractive target 

for cancer therapy. On the other hand, due to a broad range of oxidation states under 

physiological conditions and a high affinity for protein binding, platinum and ruthenium 

coordination complexes are promising candidates for PLA2 inhibitors. In this article, we 

discuss the interactions of Pt and Ru coordination complexes with PLA2 and 

phospholipids, as well as the application of MALDI-TOF mass spectrometry for 

screening PLA2 inhibitors. Owing to the ability of this technique to simultaneously 

detect and monitor changes in substrate and product concentrations, the inhibitor 

mechanisms of both Pt and Ru complexes with various ligands were determined. 
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RESUMEN / SUMMARY:  - A 33-year-old woman presented with ventricular fibrillation 

cardiac arrest and was found to have a blood glucose of 1.83 mmol/L. Cardiac 

catheterisation revealed a dilated left ventricle with an ejection fraction (EF) of 26% and 

angiographically normal coronary arteries. Continuous dextrose infusion was required 

to treat hypoglycaemia, which prompted consideration of insulinoma as a  possible 

cause for her cardiomyopathy. Whipple’s triad was demonstrated; a 72 h fast provided 

biochemical evidence of insulinoma, and imaging localised a tumour  in her pancreas. 

The tumour was resected and pathology confirmed insulinoma; 

pancreaticoduodenectomy cured her hypoglycaemia. No alternate cause of 

cardiomyopathy was found and 4 months after surgery her EF improved to 41%. High  

insulin levels can close cardiac KATP channels associated with dilated 

cardiomyopathy; the catecholamine surge from hypoglycaemia may also contribute to 

ventricular remodelling. Hypoglycaemia can cause QT segment prolongation, and may 

have precipitated fibrillation in this patient’s arrhythmia-prone myocardium. 
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RESUMEN / SUMMARY:  - Although efficient delivery and distribution of treatment 

agents over the whole tumor is essential for successful tumor treatment, the distribution 

of most of these agents cannot be visualized. However, with single-photon emission 

computed  tomography (SPECT), both delivery and uptake of radiolabeled peptides 

can be visualized in a neuroendocrine tumor model overexpressing somatostatin 

receptors. A heterogeneous peptide uptake is often observed in these tumors. We 

hypothesized that peptide distribution in the tumor is spatially related to tumor 

perfusion, vessel density and permeability, as imaged and quantified by DCE-MRI in a 

neuroendocrine tumor model. Four subcutaneous CA20948 tumor-bearing Lewis rats 
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were injected with the somatostatin-analog (111)In-DTPA-Octreotide (50 MBq). 

SPECT-CT and MRI scans were acquired and MRI was spatially registered to SPECT-

CT. DCE-MRI was analyzed using semi-quantitative and quantitative methods.  

Correlation between SPECT and DCE-MRI was investigated with 1) Spearman’s rank 

correlation coefficient; 2) SPECT uptake values grouped into deciles with 

corresponding median DCE-MRI parametric values and vice versa; and 3) linear 

regression analysis for median parameter values in combined datasets. In all tumors, 

areas with low peptide uptake correlated with low perfusion/density/ /permeability for all 

DCE-MRI-derived parameters. Combining all datasets, highest linear regression was 

found between peptide uptake and semi-quantitative parameters (R(2)>0.7). The 

average correlation coefficient between SPECT and DCE-MRI-derived parameters 

ranged from 0.52-0.56 (p<0.05) for parameters primarily associated with exchange 

between blood and extracellular extravascular  space. For these parameters a linear 

relation with peptide uptake was observed. In conclusion, the ‘exchange-related’ DCE-

MRI-derived parameters seemed to predict peptide uptake better than the ‘contrast 

amount- related’ parameters. Consequently, fast and efficient diffusion through the 

vessel wall into tissue is an important factor for peptide delivery. DCE-MRI helps to 

elucidate the relation between vascular characteristics, peptide delivery and treatment 

efficacy, and may form a basis to predict targeting efficiency. 
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RESUMEN / SUMMARY:  - INTRODUCTION: Presentation of the ischemic stroke due to 

vasoactive intestinal peptide producing tumor (VIPoma) or Verner Morrison syndrome 

is rare. This is first of its kind case which we are reporting here which was later turned 

out to  be multiple endocrine neoplasia type 1 (MEN 1) syndrome with diagnosis of 

primary hyperparathyroidism in the same patient in follow-up. DESCRIPTION OF THE 

CASE: A  13-year-old girl presented to our emergency department with features of 

disorientation, weakness of left sided extremities. She had watery high volume diarrhea 

and related dehydration with renal failure. Blood chemistry was suggestive of 

hypokalemia with metabolic acidosis. Patient had flushing on her face during this 

episode of illness. Magnetic resonance imaging (MRI) of brain suggested venous 

infarct. Computed tomography (CT) scan of abdomen done with high index of suspicion 

was suggestive of mass in tail of pancreas mostly a VIPoma. Patient was operated for 

the tumor after which there was no recurrence of diarrhea. Biopsy of tumor was 

consistent with VIPoma with chomogranin A positivity. Patient improved of her stroke 

episode with time. On follow-up she is diagnosed to have primary hyperparathyroidism 

with hypercalcemia due to left inferior parathyroid adenoma which improved with 

intravenous (IV) zolindronic acid therapy and now she is planned to undergo 
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parathyroidectomy. CONCLUSION: VIPoma is a rare tumor but is well-described with 

MEN 1. Stroke as a presenting feature of VIPoma is first reported with this case. 
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RESUMEN / SUMMARY:  - Posttranslational modifications on proteins can serve as 

useful biomarkers for disease. However, their discovery and detection in biological 

fluids is challenging. Aptamers are oligonucleotide ligands that demonstrate high 

affinity  toward their target proteins and can discriminate closely related proteins with 

superb specificity. Previously, we generated a cyclophilin B aptamer (M9-5) that  could 

discriminate sera from pancreatic cancer patients and healthy volunteers with high 

specificity and sensitivity. In our present work we further characterize the aptamer and 

the target protein, cyclophilin B, and demonstrate that the aptamer could discriminate 

between cyclophilin B expressed in human cells versus bacteria. Using mass-

spectrometric analysis, we discovered post-translational modifications on cyclophilin B 

that might be responsible for the M9-5 selectivity. The ability to distinguish between 

forms of the same protein with differing post-translational modifications is an important 

advantage of aptamers as tools for identification and detection of biomarkers. 
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RESUMEN / SUMMARY:  - The U.S. Food and Drug Administration, in September 2013, 

approved the use of Abraxane in combination with gemcitabine to treat patients with 

late-stage pancreatic cancer. 
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RESUMEN / SUMMARY:  - OBJECTIVE: Human pancreatic cancer is one of the most 

common clinical malignancies. The effect of comprehensive treatment based on 

surgery is general.  The effects of chemotherapy were not obvious mainly because of 

lack of targeting  and chemoresistance in pancreatic cancer. This study aimed to 

investigate the effects of folate receptor (FR)-mediated gemcitabine FA-Chi-Gem 

nanoparticles with a core-shell structure by electrostatic spray on pancreatic cancer. 

METHODS: In this study, the levels of expression of FR in six human pancreatic 

cancer cell lines were studied by immunohistochemical analysis. The uptake rate of 

isothiocyanate-labeled FA-Chi nanoparticles in FR high expression cell line COLO357 

was assessed by fluorescence microscope and the inhibition rate of FA-Chi-Gem 

nanoparticles on COLO357 cells was evaluated by MTT assay. Moreover, the 

biodistribution of PEG-FA-ICGDER02-Chi in the orthotopic pancreatic tumor model was 

observed using near-infrared imaging and the human pancreatic cancer orthotopic 

xenografts were treated with different nanoparticles and normal saline control. 

RESULTS: The expression of FR in COLO357 was the highest among the six 

pancreatic cancer cell lines. The FR mainly distributed on cell membrane and fewer in 

the cytoplasm in pancreatic cancer. Moreover, the absorption rate of the FA-Chi-Gem 

nanoparticles was more than the Chi nanoparticles without FA modified. The 

proliferation of COLO357 was significantly inhibited by FA-Chi-Gem nanoparticles. The 

PEG-FA-ICGDER02-Chi nanoparticles were enriched in tumor tissue in human 

pancreatic cancer xenografts, while non-targeted nanoparticles were mainly in normal 

liver tissue. PEG-FA-Gem-Chi significantly inhibited the growth of human pancreatic 

cancer xenografts (PEG-FA-Gem-Chi vs. Gem, t=22.950, P=0.000). CONCLUSIONS: 

PEG-FA-FITC-Chi nanoparticles might be an effective targeted drug for treating human 

FR-positive pancreatic cancer. 
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