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TÍTULO / TITLE:  - Hijacking the neuronal NMDAR signaling circuit to promote 

tumor growth and invasion. 

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

REVISTA / JOURNAL:  - Cell. 2013 Mar 28;153(1):86-100. doi: 

10.1016/j.cell.2013.02.051. 

 ●●Enlace al texto completo (gratuito o de pago) 1016/j.cell.2013.02.051 

AUTORES / AUTHORS:  - Li L; Hanahan D 

INSTITUCIÓN / INSTITUTION:  - Swiss Institute for Experimental Cancer Research, 

School of Life Science, Swiss Federal Institute of Technology Lausanne 

(EPFL), Lausanne 1015, Switzerland. 

RESUMEN / SUMMARY:  - Glutamate and its receptor N-methyl-D-aspartate 

receptor (NMDAR) have been associated with cancer, although their functions 

are not fully understood. Herein, we implicate glutamate-driven NMDAR 

signaling in a mouse model of pancreatic neuroendocrine tumorigenesis 

(PNET) and in selected human cancers. NMDAR was upregulated at the 

periphery of PNET tumors, particularly invasive fronts. Moreover, elevated 

coexpression of NMDAR and glutamate exporters correlated with poor 

prognosis in cancer patients. Treatment of a tumor-derived cell line with 

NMDAR antagonists impaired cancer cell proliferation and invasion. Flow 

conditions mimicking interstitial fluid pressure induced autologous glutamate 

secretion, activating NMDAR and its downstream MEK-MAPK and CaMK 
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effectors, thereby promoting invasiveness. Congruently, pharmacological 

inhibition of NMDAR in mice with PNET reduced tumor growth and 

invasiveness. Therefore, beyond its traditional role in neurons, NMDAR may be 

activated in human tumors by fluid flow consequent to higher interstitial 

pressure, inducing an autocrine glutamate signaling circuit with resultant 

stimulation of malignancy. 
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TÍTULO / TITLE:  - A multicenter phase II trial of gemcitabine and candesartan 

combination therapy in patients with advanced pancreatic cancer: GECA2. 

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

REVISTA / JOURNAL:  - Invest New Drugs. 2013 May 21. 

 ●●Enlace al texto completo (gratuito o de pago) 1007/s10637-013-9972-

5 

AUTORES / AUTHORS:  - Nakai Y; Isayama H; Ijichi H; Sasaki T; Takahara N; Ito 

Y; Matsubara S; Uchino R; Yagioka H; Arizumi T; Hamada T; Miyabayashi K; 

Mizuno S; Yamamoto K; Kogure H; Yamamoto N; Hirano K; Sasahira N; 

Tateishi K; Tada M; Koike K 

INSTITUCIÓN / INSTITUTION:  - Department of Gastroenterology, Graduate School 

of Medicine, The University of Tokyo, 7-3-1 Hongo Bunkyo-ku, Tokyo, Japan, 

113-8655. 

RESUMEN / SUMMARY:  - Background Our retrospective study and phase I trial of 

gemcitabine and candesartan combination therapy suggested the inhibition of 

renin-angiotensin system potentially has a role in the treatment of advanced 

pancreatic cancer. The aim of this multicenter phase II trial was to assess the 

efficacy and toxicity of gemcitabine and candesartan combination therapy for 

advanced pancreatic cancer. Methods Chemotherapy-naive patients with 

histologically or cytologically proven advanced pancreatic cancer were enrolled. 

Gemcitabine was administered at a dose  of 1,000 mg/m2 over 30 min on days 

1, 8, and 15 and oral candesartan at a dose of 16 mg in normotensive patients, 

and 8 mg initially in hypertensive patients, with dose escalation to 16 mg 

allowed, from days 1 to 28, repeated every 4 weeks. Results A total of 35 

patients with advanced pancreatic cancer were enrolled. Overall response rate 

and disease control rate were 11.4 % and 62.9 %. The median PFS and OS 

were 4.3 and 9.1 months with 1-year survival rate of 34.2 %. The median PFS 

was significantly longer in patients receiving 16 mg compared with 8 mg of 

candesartan (4.6 vs. 3.5 months, p = 0.031). Major severe toxicities were 

neutropenia (23 %), leukopenia (17 %) and thrombocytopenia (11 %). Grade 2 

hypotension was observed in 3 patients (9 %) and candesartan was 

discontinued in  2 patients due to hypotension. Conclusions In this multicenter 

phase 2 trial, gemcitabine and candesartan combination therapy was tolerable 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23690239&dopt=Abstract
http://dx.doi.org/10.1007/s10637-013-9972-5
http://dx.doi.org/10.1007/s10637-013-9972-5
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but failed to demonstrate activity against advanced pancreatic cancer. (UMIN 

CTR: UMIN000005580). 
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[3] 

TÍTULO / TITLE:  - Randomized Phase III Study of Gemcitabine Plus S-1, S-1 

Alone, or Gemcitabine Alone in Patients With Locally Advanced and Metastatic 

Pancreatic Cancer in Japan and Taiwan: GEST Study. 

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

REVISTA / JOURNAL:  - J Clin Oncol. 2013 May 1;31(13):1640-8. doi: 

10.1200/JCO.2012.43.3680. Epub 2013  Apr 1. 

 ●●Enlace al texto completo (gratuito o de pago) 1200/JCO.2012.43.3680 

AUTORES / AUTHORS:  - Ueno H; Ioka T; Ikeda M; Ohkawa S; Yanagimoto H; 

Boku N; Fukutomi A; Sugimori K; Baba H; Yamao K; Shimamura T; Sho M; 

Kitano M; Cheng AL; Mizumoto K; Chen JS; Furuse J; Funakoshi A; Hatori T; 

Yamaguchi T; Egawa S; Sato A; Ohashi Y; Okusaka T; Tanaka M 

INSTITUCIÓN / INSTITUTION:  - Hepatobiliary and Pancreatic Oncology Division, 

National Cancer Center Hospital,  5-1-1 Tsukiji, Chuo-ku, Tokyo 104-0045, 

Japan; tokusaka@ncc.go.jp. 

RESUMEN / SUMMARY:  - PURPOSE The present phase III study was designed to 

investigate the noninferiority of S-1 alone and superiority of gemcitabine plus S-

1 compared with gemcitabine alone with respect to overall survival. PATIENTS 

AND METHODS The participants were chemotherapy-naive patients with 

locally advanced or metastatic pancreatic cancer. Patients were randomly 

assigned to receive only gemcitabine (1,000 mg/m(2) on days 1, 8, and 15 of a 

28-day cycle), only S-1 (80, 100, or 120 mg/d according to body-surface area 

on days 1 through 28 of a 42-day cycle), or gemcitabine plus S-1 (gemcitabine 

1,000 mg/m(2) on days 1 and 8 plus S-1 60, 80,  or 100 mg/d according to 

body-surface area on days 1 through 14 of a 21-day cycle). Results In the total 

of 834 enrolled patients, median overall survival was 8.8 months in the 

gemcitabine group, 9.7 months in the S-1 group, and 10.1 months in the 

gemcitabine plus S-1 group. The noninferiority of S-1 to gemcitabine was 

demonstrated (hazard ratio, 0.96; 97.5% CI, 0.78 to 1.18; P < .001 for 

noninferiority), whereas the superiority of gemcitabine plus S-1 was not (hazard 

ratio, 0.88; 97.5% CI, 0.71 to 1.08; P = .15). All treatments were generally well 

tolerated, although hematologic and GI toxicities were more severe in the 

gemcitabine plus S-1 group than in the gemcitabine group. CONCLUSION 

Monotherapy with S-1 demonstrated noninferiority to gemcitabine in overall 

survival with good tolerability and presents a convenient oral alternative for 

locally advanced and metastatic pancreatic cancer. 
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TÍTULO / TITLE:  - Causes of Death and Prognostic Factors in Multiple Endocrine 

Neoplasia Type 1: A  Prospective Study: Comparison of 106 MEN1/Zollinger-

Ellison Syndrome Patients With 1613 Literature MEN1 Patients With or Without 

Pancreatic Endocrine Tumors. 

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

REVISTA / JOURNAL:  - Medicine (Baltimore). 2013 May;92(3):135-81. doi: 

10.1097/MD.0b013e3182954af1. 

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

1097/MD.0b013e3182954af1 

AUTORES / AUTHORS:  - Ito T; Igarashi H; Uehara H; Berna MJ; Jensen RT 

INSTITUCIÓN / INSTITUTION:  - From the Department of Medicine and 

Bioregulatory Science (TI, HI), Graduate School of Medical Sciences, Kyushu 

University, Fukuoka, Japan; Digestive Diseases Branch (TI, HI, HU, MJB, RTJ), 

National Institute of Diabetes and Digestive and Kidney Diseases, National 

Institutes of Health, Bethesda, Maryland; and Hopital Kirchberg (MJB), 

Luxembourg, Luxembourg. 

RESUMEN / SUMMARY:  - Multiple endocrine neoplasia type 1 (MEN1) is 

classically characterized by the development of functional or nonfunctional 

hyperplasia or tumors in endocrine tissues (parathyroid, pancreas, pituitary, 

adrenal). Because effective treatments have been developed for the hormone 

excess state, which was a major cause of death in these patients in the past, 

coupled with the recognition that nonendocrine tumors increasingly develop late 

in the disease course, the natural  history of the disease has changed. An 

understanding of the current causes of death is important to tailor treatment for 

these patients and to help identify prognostic factors; however, it is generally 

lacking.To add to our understanding, we conducted a detailed analysis of the 

causes of death and prognostic factors from a prospective long-term National 

Institutes of Health (NIH) study of 106 MEN1 patients with pancreatic endocrine 

tumors with Zollinger-Ellison syndrome (MEN1/ZES patients) and compared our 

results to those from the pooled literature  data of 227 patients with MEN1 with 

pancreatic endocrine tumors (MEN1/PET patients) reported in case reports or 

small series, and to 1386 patients reported in large MEN1 literature series. In 

the NIH series over a mean follow-up of 24.5  years, 24 (23%) patients died (14 

MEN1-related and 10 non-MEN1-related deaths). Comparing the causes of 

death with the results from the 227 patients in the pooled literature series, we 

found that no patients died of acute complications due to acid hypersecretion, 

and 8%-14% died of other hormone excess causes, which is similar to the 

results in 10 large MEN1 literature series published since 1995. In the 2 series 

(the NIH and pooled literature series), two-thirds of patients died from an MEN1-

related cause and one-third from a non-MEN1-related cause, which agrees with 

the mean values reported in 10 large MEN1 series in the  literature, although in 

the literature the causes of death varied widely. In the  NIH and pooled literature 

series, the main causes of MEN1-related deaths were due to the malignant 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23645327&dopt=Abstract
http://dx.doi.org/10.1097/MD.0b013e3182954af1
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nature of the PETs, followed by the malignant nature of thymic carcinoid 

tumors. These results differ from the results of a number of the literature series, 

especially those reported before the 1990s. The causes of non-MEN1-related 

death for the 2 series, in decreasing frequency, were cardiovascular disease, 

other nonendocrine tumors > lung diseases, cerebrovascular diseases. The 

most frequent non-MEN1-related tumor deaths were colorectal, renal > lung > 

breast, oropharyngeal. Although both overall and disease-related survival are 

better than in the past (30-yr survival of NIH series: 82% overall, 88% disease-

related), the mean age at death was 55 years, which is younger than expected 

for the general population.Detailed analysis of causes of death correlated with 

clinical, laboratory, and tumor characteristics of patients in the 2 series allowed 

identification of a number of prognostic factors. Poor prognostic factors included 

higher fasting gastrin levels, presence of other functional hormonal syndromes, 

need for >3 parathyroidectomies, presence of liver metastases or distant 

metastases, aggressive PET growth, large PETs, or  the development of new 

lesions.The results of this study have helped define the causes of death of 

MEN1 patients at present, and have enabled us to identify a number of 

prognostic factors that should be helpful in tailoring treatment for these patients 

for both short- and long-term management, as well as in directing  research 

efforts to better define the natural history of the disease and the most important 

factors determining long-term survival at present. 
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TÍTULO / TITLE:  - Randomised, placebo-controlled, double-blind, parallel-group 

phase III study evaluating aflibercept in patients receiving first-line treatment 

with gemcitabine for metastatic pancreatic cancer. 

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

REVISTA / JOURNAL:  - Eur J Cancer. 2013 Apr 30. pii: S0959-8049(13)00303-1. 

doi: 10.1016/j.ejca.2013.04.002. 

 ●●Enlace al texto completo (gratuito o de pago) 1016/j.ejca.2013.04.002 

AUTORES / AUTHORS:  - Rougier P; Riess H; Manges R; Karasek P; Humblet Y; 

Barone C; Santoro A; Assadourian S; Hatteville L; Philip PA 

INSTITUCIÓN / INSTITUTION:  - Department of Hepato-Gastroenterology and 

Digestive Oncology, Hopital Europeen Georges Pompidou, Paris, France. 

Electronic address: philippe.rougier@egp.aphp.fr. 

RESUMEN / SUMMARY:  - BACKGROUND: This phase III study investigated the 

addition of aflibercept to gemcitabine, in patients with advanced pancreatic 

cancer. PATIENTS AND METHODS: Patients with metastatic pancreatic cancer 

were randomly assigned to receive either intravenous (i.v.) aflibercept, 4mg/kg 

every 2weeks, or matching placebo combined with gemcitabine, 1000mg/m2 i.v. 

weekly for 7weeks out of 8, then weekly for 3weeks out of 4 until progressive 

disease, unacceptable toxicity or withdrawal of consent. The primary objective 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23642329&dopt=Abstract
http://dx.doi.org/10.1016/j.ejca.2013.04.002
mailto:philippe.rougier@egp.aphp.fr
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was to demonstrate an improvement in overall survival (OS) between the 

treatment arms. RESULTS: The study was stopped  for futility following a 

planned interim analysis of OS in 427 randomised patients. With a median 

follow-up of 7.9months, based on the 546 patients at study termination, median 

OS was 7.8months in the gemcitabine plus placebo arm (n=275) versus 

6.5months in the gemcitabine plus aflibercept arm (n=271), which was not 

significant (hazard ratio 1.165, 95% confidence interval (CI) 0.921-1.473, 

p=0.2034). Median progression-free survival was 3.7months in both arms. 

Treatment discontinuations due to adverse events were more frequent in the  

aflibercept than in the placebo-containing arm (23% versus 12%). 

CONCLUSION: Adding aflibercept to gemcitabine did not improve OS in 

patients with metastatic  pancreatic cancer. 
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TÍTULO / TITLE:  - Let-7b and miR-495 Stimulate Differentiation and Prevent 

Metaplasia of Pancreatic Acinar Cells by Repressing HNF6. 

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

REVISTA / JOURNAL:  - Gastroenterology. 2013 May 16. pii: S0016-

5085(13)00748-8. doi: 10.1053/j.gastro.2013.05.016. 

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

1053/j.gastro.2013.05.016 

AUTORES / AUTHORS:  - Prevot PP; Augereau C; Simion A; Van den Steen G; 

Dauguet N; Lemaigre FP; Jacquemin P 

INSTITUCIÓN / INSTITUTION:  - Universite catholique de Louvain, de Duve 

Institute, Avenue Hippocrate 75/B1-7503, B-1200 Brussels, Belgium. 

RESUMEN / SUMMARY:  - BACKGROUND & AIMS: Diseases of the exocrine 

pancreas are often associated with perturbed differentiation of acinar cells. 

MicroRNAs (miRNAs) regulate pancreas development, yet little is known about 

their contribution to acinar cell differentiation. We aimed to identify miRNAs that 

promote and control the maintenance of acinar differentiation. METHODS: We 

studied mice with pancreas- or acinar-specific inactivation of Dicer (Foxa3-

Cre/DicerloxP/- mice), combined (or  not) with inactivation of Hepatocyte 

Nuclear Factor (HNF) 6 (Foxa3-Cre/Dicerloxp/-/Hnf6-/- mice). The role of 

specific miRNAs in acinar differentiation was investigated by transfecting 

cultured cells with miRNA mimics or inhibitors. Pancreatitis-induced metaplasia 

was investigated in mice following administration of cerulein. RESULTS: 

Inhibition of miRNA synthesis in acini by inactivation of Dicer, as well as 

pancreatitis-induced metaplasia, were associated with repression of acinar 

differentiation and with induction of HNF6 and hepatic genes. The phenotype of 

Dicer-deficient acini depends on the induction of HNF6; overexpression of this 

factor in developing acinar cells is sufficient to repress acinar differentiation and 

to induce hepatic genes. Let-7b  and miR-495 repress HNF6 and are expressed 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23684747&dopt=Abstract
http://dx.doi.org/10.1053/j.gastro.2013.05.016
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in developing acini. Their expression  is inhibited in Dicer-deficient acini, as well 

as in pancreatitis-induced metaplasia. Moreover, inhibiting let-7b and miR-495 

in acinar cells results in similar effects to those found in Dicer-deficient acini and 

metaplastic cells, namely induction of HNF6 and hepatic genes and repression 

of acinar differentiation. CONCLUSIONS: Let-7b, miR-495, and their targets 

constitute a gene network that is required to establish and maintain pancreatic 

acinar cell differentiation. Further studies of this network will increase our 

understanding  of pancreatic diseases. 
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[7] 

TÍTULO / TITLE:  - Role of immune cells and immune-based therapies in 

pancreatitis and pancreatic ductal adenocarcinoma. 

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

REVISTA / JOURNAL:  - Gastroenterology. 2013 Jun;144(6):1230-40. doi: 

10.1053/j.gastro.2012.12.042. 

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

1053/j.gastro.2012.12.042 

AUTORES / AUTHORS:  - Zheng L; Xue J; Jaffee EM; Habtezion A 

INSTITUCIÓN / INSTITUTION:  - The Sidney Kimmel Cancer Center at Johns 

Hopkins University School of Medicine, Baltimore, Maryland. Electronic 

address: Lzheng6@jhmi.edu. 

RESUMEN / SUMMARY:  - Immune cells are important in the pathogenesis of 

acute pancreatitis and determine disease severity. Results from cytokine-based 

clinical trials for acute pancreatitis have been disappointing, so strategies that 

target and alter the behavior of infiltrating immune cells require consideration. 

Recurrent acute pancreatitis can progress to chronic pancreatitis, which is a 

well-described risk factor for pancreatic ductal adenocarcinoma (PDA). 

However, most patients with chronic pancreatitis do not develop PDA, and most 

patients with PDA do not have a history of pancreatitis. Interestingly, chronic 

pancreatitis and PDA tissues have similarities in their desmoplasia and 

inflammatory infiltrates, indicating overlapping inflammatory responses. Further 

studies are needed to determine the differences and similarities of these 

responses, improve our understanding of PDA pathogenesis, and develop 

specific immune-based therapies. Immune cells in PDA produce 

immunosuppressive signals that allow tumors to evade the immune response. 

Unlike single therapeutic agent studies that block immunosuppressive 

mechanisms,  studies of combination therapies that include therapeutic 

vaccines have provided  promising results. 
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TÍTULO / TITLE:  - Second-line treatment in advanced pancreatic cancer: a 

comprehensive analysis of  published clinical trials. 

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

REVISTA / JOURNAL:  - Ann Oncol. 2013 May 12. 

 ●●Enlace al texto completo (gratuito o de pago) 1093/annonc/mdt166 

AUTORES / AUTHORS:  - Rahma OE; Duffy A; Liewehr DJ; Steinberg SM; Greten 

TF 

INSTITUCIÓN / INSTITUTION:  - Gastrointestinal Malignancy Section, Medical 

Oncology Branch, National Cancer Institute, Bethesda. 

RESUMEN / SUMMARY:  - BACKGROUND: There is currently no standard of care 

for the second-line treatment  of advanced pancreatic cancer. The aim of this 

analysis was to compare the different therapeutic approaches in this setting. 

METHODS: We carried out a systematic analysis of second-line studies in 

advanced pancreatic cancer that have progressed on or following gemcitabine 

and published or presented from 2000  to 2012. RESULTS: Forty-four clinical 

trials (t) were identified; of which 34 met the inclusion criteria treating an 

aggregate total of 1503 patients (n). Patients who received treatments (t: 33; n: 

1269) had a median overall survival (OS) of 6  months compared with 2.8 

months for patients who received best supportive care only (t: 2; n: 234) (P = 

0.013). The gemcitabine and platinum-based combination (t: 5; n: 154) provided 

a median progression-free survival and OS of 4 and 6 months compared with 

1.6 and 5.3 for the rest of the regimens (t: 29; n: 1349) (P = 0.059 and 0.10, 

respectively) and 2.9 and 5.7 for the combination of 5-fluorouracil and platinum 

agents (t: 12; n: 450) (P = 0.60 and 0.22, respectively). CONCLUSION(S): 

Although not conclusive, these data showed that the advantage of second-line 

chemotherapy in pancreatic cancer is very limited and there is a need for more 

studies. 
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TÍTULO / TITLE:  - MicroRNA array analysis finds elevated serum miR-1290 

accurately distinguishes patients with low-stage pancreatic cancer from healthy 

and disease controls. 

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

REVISTA / JOURNAL:  - Clin Cancer Res. 2013 May 29. 

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

12-3092 

AUTORES / AUTHORS:  - Li A; Yu J; Kim H; Wolfgang CL; Canto M; Hruban RH; 

Goggins M 

INSTITUCIÓN / INSTITUTION:  - Department of Pathology, Medicine and Oncology, 

The Johns Hopkins Medical Institutions. 

RESUMEN / SUMMARY:  - PURPOSE: Our goal was to identify circulating miRNA 

levels that could distinguish patients with low-stage pancreatic cancer from 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23670093&dopt=Abstract
http://dx.doi.org/10.1093/annonc/mdt166
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23697990&dopt=Abstract
http://dx.doi.org/10.1158/1078-0432.CCR-12-3092
http://dx.doi.org/10.1158/1078-0432.CCR-12-3092
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healthy and disease controls EXPERIMENTAL DESIGN: We measured 735 

miRNAs in pancreatic cancer case and control sera by QRTPCR using 

TaqMan® MicroRNA Arrays. After array analysis, we selected 18 miRNA 

candidates for validation in an independent set of cases and control samples. 

RESULTS: Of the significantly elevated circulating microRNAs in patients with 

pancreatic cancer compared to controls, miR-1290 had the best diagnostic 

performance: receiver operating characteristic (ROC) analysis on miR-1290 

serum level yielded curve areas (AUC) of 0.96 (95% CI: 0.91-1.00), 0.81 (0.71-

0.91), 0.80 (0.67-0.93), for subjects with pancreatic cancer (n=41) relative to 

healthy  controls (n=19), subjects with chronic pancreatitis (n=35), and 

pancreatic neuroendocrine tumors (n=18), respectively. Serum miR-1290 levels 

were also significantly higher than healthy controls among patients with 

intraductal papillary mucinous neoplasm (IPMN)(n=20) (AUC=0.76, 0.61-0.91). 

Serum miR-1290 levels distinguished patients with low-stage pancreatic cancer 

from controls better than CA19-9 levels, and like CA19-9, higher miR-1290 

levels predicted poorer outcome among patients undergoing 

pancreaticoduodenectomy. Greater numbers of miR-1290 transcripts were 

detected by FISH in primary pancreatic cancer and IPMN than normal 

pancreatic duct cells. MiR-1290 influenced in vitro pancreatic cancer cell 

proliferation and invasive ability. Several other circulating miRNAs  

distinguished sera of patients with pancreatic cancer from those of healthy 

controls with AUCs >0.7, including miR-24, miR-134, miR-146ª, miR-378, miR-

484, miR-628-3p, and miR-1825. CONCLUSIONS: The detection of elevated 

circulating miR-1290 has the potential to improve the early detection of 

pancreatic cancer. 
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TÍTULO / TITLE:  - Relevance of animal models of pancreatic cancer and 

pancreatitis to human disease. 

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

REVISTA / JOURNAL:  - Gastroenterology. 2013 Jun;144(6):1194-8. doi: 

10.1053/j.gastro.2013.01.070. 

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

1053/j.gastro.2013.01.070 

AUTORES / AUTHORS:  - Saluja AK; Dudeja V 

INSTITUCIÓN / INSTITUTION:  - Division of Basic and Translational Research, 

Department of Surgery, University of Minnesota, Minneapolis, Minnesota. 

Electronic address: aslauja@umn.edu. 
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TÍTULO / TITLE:  - Biology and clinical applications of pancreatic cancer stem 

cells. 

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

REVISTA / JOURNAL:  - Gastroenterology. 2013 Jun;144(6):1241-8. doi: 

10.1053/j.gastro.2013.01.072. 

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

1053/j.gastro.2013.01.072 

AUTORES / AUTHORS:  - Abel EV; Simeone DM 

INSTITUCIÓN / INSTITUTION:  - Department of Surgery, University of Michigan 

Medical Center, Ann Arbor, Michigan; Translational Oncology Program, 

University of Michigan Medical Center,  Ann Arbor, Michigan. 

RESUMEN / SUMMARY:  - Pancreatic ductal adenocarcinomas comprise a 

hierarchy of tumor cells that develop around a population of cancer stem cells. 

The cancer stem cells promote tumor growth and progression through a number 

of mechanisms, including differentiation into bulk tumor cells, metastasis, 

alteration of adjacent stromal cells, and evasion of conventional therapies. As 

with other cancer stem cells, pancreatic cancer stem cells (PCSCs) can be 

distinguished from bulk tumor cells based on their expression of unique surface 

markers, abilities to form spheres under nonadherent conditions and tumors in 

mice, and self-renewal and differentiation capacities. We review the markers 

used to identify PCSCs, the signaling pathways that regulate PCSC functions, 

the complex interactions between PCSCs and stromal cells, and approaches to 

therapeutically target PCSCs and improve treatment of patients with pancreatic 

cancer. 
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RESUMEN / SUMMARY:  - BACKGROUND: Mixed lineage kinase domain-like 

protein (MLKL) is a necrosome component mediating programmed necrosis that 

may be an important determinant of cancer cell death. The goal of the current 

study was to evaluate the prognostic value of MLKL expression in patients with 
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pancreatic adenocarcinoma (PAC). METHODS: Tissue from 80 patients was 

collected from a prospectively maintained database of patients with PAC who 

underwent pancreaticoduodenectomy between January 2000 and October 

2008. Immunohistochemistry analysis was performed and scored using an 

established scoring system. Kaplan-Meier survival curves were generated for 

recurrence-free survival (RFS) and overall survival (OS) for all patients and for 

patients receiving adjuvant chemotherapy. MLKL scores were correlated with 

RFS and OS using univariate and multivariate Cox regression analyses 

incorporating clinically relevant covariates. RESULTS: The median age of the 

patients was 63 years and 53% were men. Low MLKL expression was 

associated with decreased OS (6 months vs 17 months; P = .006). In the subset 

of 59 patients who received adjuvant chemotherapy, low MLKL expression was 

associated with decreased RFS (5 months vs 15 months; P = .006) and 

decreased OS (6 months vs 19  months; P < .0001). On multivariate analysis, 

low MLKL expression was associated  with poor OS in all patients (hazards 

ratio, 4.6 [95% confidence interval, 1.6-13.8]; P = .006) and in patients receiving 

adjuvant chemotherapy (hazards ratio, 8.1 [95% confidence interval, 2.2-29.2]; 

P = .002). CONCLUSIONS: Low expression of MLKL is associated with 

decreased OS in patients with resected PAC  and decreased RFS and OS in 

the subset of patients with resected PAC who receive  adjuvant chemotherapy. 

The use of this biomarker in patients with PAC may provide important 

prognostic information. Cancer 2013. © 2013 American Cancer Society. 
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RESUMEN / SUMMARY:  - BACKGROUND: Pancreatic carcinoma is one of the 

leading causes of cancer-related mortality. At the time of diagnosis, 30% of 

patients present with a locally advanced pancreatic carcinoma (LAPC). As 

circulating tumor cells (CTCs) count may be a surrogate of the cancer 

metastatic abilities, CTC detection rates and prognostic value were studied in a 

prospective cohort of LAPC patients. PATIENTS  AND METHODS: An LAP07 

international multicenter randomized study assesses in patients whose LAPC is 

controlled after 4 months of chemotherapy whether chemoradiotherapy could 

increase survival versus continuation of chemotherapy. A  subgroup of patients 
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included in the LAP07 trial was screened for CTCs (CellSearch®) before the 

start of the chemotherapy and after 2 months of treatment. Patient 

characteristics and survival were obtained prospectively and were correlated 

with CTC detection. RESULTS: Seventy-nine patients were included. One or 

more CTCs/7.5 ml were detected in 5% of patients before treatment and in 9% 

of patients after 2 months of treatment (overall detection rate: 11% of patients). 

CTC positivity was associated with poor tumor differentiation (P = 0.04), and 

with shorter overall survival (OS) in multivariable analysis (RR = 2.5, P = 0.01), 

together with anemia. CONCLUSIONS: The evaluation of micrometastatic 

disease using CTC detection appears as a promising prognostic tool in LAPC 

patients. 
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RESUMEN / SUMMARY:  - Pancreatic ductal adenocarcinoma is a devastating 

disease, and patient outcomes have not improved in decades. Treatments that 

target tumor cells have largely failed. This could be because research has 

focused on cancer cells and the influence of the stroma on tumor progression 

has been largely ignored. The focus  of pancreatic cancer research began to 

change with the identification of pancreatic stellate cells, which produce the 

pancreatic tumor stroma. There is compelling in vitro and in vivo evidence for 

the influence of pancreatic stellate cells on pancreatic cancer development; 

several recent preclinical studies have reported encouraging results with 

approaches designed to target pancreatic stellate cells and the stroma. We 

review the background and recent advances in these areas, along with 

important areas of future research that could improve therapy. 
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RESUMEN / SUMMARY:  - No significant improvement in therapy of pancreatic 

cancer has been reported over the last 25 y, underscoring the urgent need for 

new alternative therapies. Here,  we coupled a radioisotope, (188)Rhenium, to 

an attenuated (at) live Listeria monocytogenes (Listeria(at)) using Listeria-

binding antibodies, thus creating a unique radioactive Listeria(at) (RL). We then 

demonstrated in a highly metastatic pancreatic mouse tumor model (Panc-02) 

that RL delivered radioactivity to the metastases and less abundantly to primary 

tumors in vivo, without harming normal  cells. This result was possible because 

Listeria(at) was efficiently cleared by the immune system in normal tissues but 

not in the heavily immune-suppressed microenvironment of metastases and 

primary tumor. Multiple treatments with low doses of the RL resulted in a 

dramatic decrease in the number of metastases ( approximately 90%) 

compared with control groups in the Panc-02 model. This is the first report of 

using live attenuated bacteria delivering a highly radioactive payload to the 

metastases, resulting in killing tumor cells in vivo without harming normal cells. 

The nontoxic RL treatment is attractive for clinical development as a therapy to 

prevent pancreatic cancer recurrence and metastases. 
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RESUMEN / SUMMARY:  - BACKGROUND: Postoperative pancreatic fistula is the 

leading cause of death and morbidity after pancreaticoduodenectomy. However, 
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the best reconstruction method  to reduce occurrence of fistula is debated. We 

did a multicentre, randomised superiority trial to compare the outcomes of 

different reconstructive techniques  in patients undergoing 

pancreaticoduodenectomy for pancreatic or periampullary tumours. METHODS: 

Patients aged 18-85 years with confirmed or suspected neoplasms of the 

pancreas, distal bile duct, ampulla vateri, duodenum, or periampullary tumours 

were eligible for inclusion. An internet-based platform was used to randomly 

assign patients to either pancreaticojejunostomy or pancreaticogastrostomy as 

reconstruction after pancreaticoduodenectomy, using permuted blocks with six 

patients per block. Within each centre the randomisation was stratified on the 

pancreatic duct diameter (</=3 mm vs >3 mm) measured at the time of surgery. 

The primary endpoint was the occurrence of clinical postoperative pancreatic 

fistula (grade B or C) as defined by the International Study Group on Pancreatic 

Fistula. The study was not masked and analyses were done by intention to 

treat. Patient follow-up was closed 2 months after discharge from the hospital. 

This study is registered with ClinicalTrials.gov, number NCT00830778. 

FINDINGS: Between June, 2009, and August, 2012, we randomly allocated 167 

patients to receive pancreaticojejunostomy and 162 to receive 

pancreaticogastrostomy. 33 (19.8%) patients in the pancreaticojejunostomy 

group and 13 (8.0%) in the pancreaticogastrostomy group had clinical 

postoperative pancreatic fistula (OR 2.86, 95% CI 1.38-6.17; p=0.002). The 

overall incidence of postoperative complications did not differ significantly 

between the groups (99 in the pancreaticojejunostomy group vs 100 in the 

pancreaticogastrostomy group),  although more events in the 

pancreaticojejunostomy group were of grade >/=3ª than in the 

pancreaticogastrostomy group (39 vs 35). INTERPRETATION: In patients 

undergoing pancreaticoduodenectomy for pancreatic head or periampullary 

tumours,  pancreaticogastrostomy is more efficient than pancreaticojejunostomy 

in reducing  the incidence of postoperative pancreatic fistula. FUNDING: 

Funding Johnson & Johnson Medical Devices, Belgium. 
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RESUMEN / SUMMARY:  - Despite our improved understanding of pancreatic 

cancer biology and ability to perform more complex pancreatic cancer surgeries 

that produce better short-term outcomes, major progress toward increasing 

survival times has been painstakingly  slow. Through the often-repeated, dismal 

survival statistics, it is easy to lose  sight of real progress that has been made in 

pancreatic cancer therapy. It is particularly interesting to observe the extent to 

which these advances are interdependent and the effects they have had on 

practice. For example, during the past 5-10 years, we have seen widespread 

adoption of pancreatic imaging protocols that allow for objectively defined 

criteria of resectability. This has led to the definition of “borderline resectable 

pancreatic cancer”-a new clinical category that has affected the design of 

clinical trials. A major change in our surgical approach has been the move to 

minimally invasive pancreatectomy, which continues  to gain broader 

acceptance and use, particularly for left-sided lesions. Although many new 

agents have been developed aimed at putative molecular targets, recent 

breakthroughs in therapy for advanced disease have arisen from our ability to 

safely give patients combination cytotoxic chemotherapy. We are now faced 

with the challenge of combining multidrug, cytotoxic chemotherapies with 

newer-generation agents. Ultimately, the hope is that drug combinations will be 

selected based on biomarkers, and strategies for pancreatic cancer therapy will 

be personalized, which could prolong patients’ lives and reduce toxicity. We 

review the major advances in pancreatic cancer therapy during the last 5 years, 

and discuss how these have set the stage for greater progress in the near 

future. 
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RESUMEN / SUMMARY:  - BACKGROUND: The purpose of this study was to 

evaluate preoperative treatment with full-dose gemcitabine, oxaliplatin, and 

radiation therapy (RT) in patients with localized pancreatic cancer. METHODS: 

Eligibility included confirmation of adenocarcinoma, resectable or borderline 

resectable disease, a performance status </=2, and adequate organ function. 
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Treatment consisted of two 28-day cycles of gemcitabine (1 g/m2 over 30 

minutes on days 1, 8, and 15) and oxaliplatin (85 mg/m2 on days 1 and 15) with 

RT during cycle 1 (30 Gray [Gy] in 2-Gy fractions).  Patients were evaluated for 

surgery after cycle 2. Patients who underwent resection received 2 cycles of 

adjuvant chemotherapy. RESULTS: Sixty-eight evaluable patients received 

treatment at 4 centers. By central radiology review,  23 patients had resectable 

disease, 39 patients had borderline resectable disease, and 6 patients had 

unresectable disease. Sixty-six patients (97%) completed cycle 1 with RT, and 

61 patients (90%) completed cycle 2. Grade >/=3 adverse events during 

preoperative therapy included neutropenia (32%), thrombocytopenia (25%), and 

biliary obstruction/cholangitis (14%). Forty-three patients underwent resection 

(63%), and complete (R0) resection was achieved in 36 of those 43 patients 

(84%). The median overall survival was 18.2 months (95% confidence interval, 

13-26.9 months) for all patients, 27.1 months (95% confidence interval, 21.2-

47.1 months) for those who underwent resection, and 10.9 months (95% 

confidence interval, 6.1-12.6 months) for those who did not undergo resection. 

A decrease in CA 19-9 level after neoadjuvant therapy was associated with R0 

resection (P = .02), which resulted in a median survival of 34.6 months (95% 

confidence interval, 20.3-47.1 months). Fourteen patients (21%)  are alive and 

disease free at a median follow-up of 31.4 months (range, 24-47.6 months). 

CONCLUSIONS: Preoperative therapy with full-dose gemcitabine, oxaliplatin, 

and RT was feasible and resulted in a high percentage of R0 resections. The 

current results are particularly encouraging, because the majority of patients 

had borderline resectable disease. Cancer 2013. © 2013 American Cancer 

Society. 
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RESUMEN / SUMMARY:  - BACKGROUND: Adjuvant radiotherapy (A-RT) for 

patients with resected pancreatic adenocarcinoma (PAC) is controversial. In the 

current study, the authors aim to determine whether there is an association 

between overall survival (OS) and A-RT  dose. METHODS: National Cancer 

Data Base (NCDB) data were obtained for all patients who received A-RT for 
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resected PAC from 1998 through 2002. Univariate and multivariate survival 

analyses were performed along with Kaplan-Meier estimates for A-RT levels < 

40 grays (Gy), 40 Gy to < 50 Gy, 50 Gy to < 55 Gy, and >/= 55 Gy. RESULTS: 

A total of 1385 patients met the inclusion criteria. The  median age of the 

patients was 64 years (range, 29 years-87 years). All patients  underwent 

surgical resection and A-RT with or without chemotherapy. A total of 231 

patients were diagnosed with stage I disease, 273 were diagnosed with stage II 

disease, 734 were diagnosed with stage III disease, and 126 were diagnosed 

with stage IVA disease (according to the fifth edition of the American Joint 

Committee on Cancer); 21 were found to have an unknown stage of disease. 

The median A-RT dose was 45 Gy (range, 1.63 Gy-69 Gy). The median OS 

was 21 months (95% confidence interval [95% CI], 19 months-23 months). On 

multivariate analysis, an A-RT dose < 40 Gy (hazards ratio [HR], 1.30 [95% CI, 

1.03-1.66]; P = .031), an A-RT dose of 40 Gy to < 50 Gy (HR, 1.17 [95% CI, 

1.00-1.37]; P = .05),  and an A-RT dose >/= 55 Gy (HR, 1.44 [95% CI, 1.08-

1.93]; P = .013) predicted worse OS compared with the reference category of 

50 Gy to < 55 Gy. CONCLUSIONS: A-RT doses of < 40 Gy, 40 Gy to < 50 Gy, 

and >/= 55 Gy were found to be associated with an inferior OS. The dose of A-

RT delivered appears to influence OS and a prospective study evaluating the 

addition of optimally delivered A-RT for patients with resected PAC is needed. 

Cancer 2013;119:2350-2357. © 2013 American Cancer Society. 
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RESUMEN / SUMMARY:  - PURPOSE: To determine the role of the CCL2/CCR2 

axis and inflammatory monocytes (IM; CCR2+/CD14+) as immunotherapeutic 

targets in the treatment of pancreatic cancer (PC). EXPERIMENTAL DESIGN: 

Survival analysis was performed to determine if the prevalence of pre-operative 

blood monocytes correlates with survival in PC patients following tumor 

resection. IM prevalence in the blood and bone marrow of PC patients and 

controls was compared. CCL2 expression by human PC tumors was compared 

to normal pancreas. The immunosuppressive properties of IM and 
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macrophages in the blood and tumors, respectively, of PC patients were 

assessed.  A novel CCR2 inhibitor (PF-04136309) was tested in an orthotopic 

model of murine  PC. RESULTS: Monocyte prevalence in the peripheral blood 

correlates inversely with survival, and low monocyte prevalence is an 

independent predictor of increased survival in PC patients with resected tumors. 

IM are increased in the blood and decreased in the bone marrow of PC patients 

compared to controls. An increased ratio of IM in the blood versus the bone 

marrow is a novel predictor of decreased patient survival following tumor 

resection. Human PC produces CCL2, and immunosuppressive CCR2+ 

macrophages infiltrate these tumors. Patients with tumors that exhibit high 

CCL2 expression/low CD8 T cell infiltrate have significantly decreased survival. 

In mice, CCR2 blockade depletes IM and macrophages from the primary tumor 

and premetastatic liver resulting in enhanced anti-tumor immunity,  decreased 

tumor growth, and reduced metastasis. CONCLUSIONS: IM recruitment is 

critical to PC progression, and targeting CCR2 may be an effective 

immunotherapeutic strategy in this disease. 
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RESUMEN / SUMMARY:  - BACKGROUND: The option of obtaining tissue samples 

for histological examination during endoscopic ultrasound (EUS) has theoretical 

and practical advantages over  cytology alone. The aim of this study was to 

evaluate the feasibility, yield, and diagnostic accuracy of a new EUS 22-G fine-

needle biopsy (FNB) device in patients with solid pancreatic masses in a 

multicenter, prospective study. METHODS: All consecutive patients who 

underwent EUS-guided fine-needle biopsy (EUS-FNB) using  a newly 

developed 22-G FNB needle between September 2010 and October 2010 were 

enrolled in the study. The EUS-FNB technique was standardized among the 

participating endoscopists. Only a single needle pass was performed. 

RESULTS: A total of 61 patients (35 males, mean age 64.2 +/- 12.4 years) with 

solid pancreatic masses with a mean size of 32.4 +/- 8.5 mm (range 13-90 mm) 
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participated. EUS-FNB was performed through the duodenum in 35 cases (57.4 

%) and was technically feasible in all but one of the 61 (98.4 %) patients without 

complications. Tissue samples for histological examination were obtained from 

55  patients (90.2 %) and were deemed adequate in 54 of the cases (88.5 %). 

The diagnoses established by EUS-FNB were adenocarcinoma (39 patients), 

neuroendocrine tumors (5), chronic focal pancreatitis (5), sarcoma (2), 

lymphoma  (1), acinar cellular tumor (1), and pancreatic metastasis from renal 

cell carcinoma (1). In an intention-to-treat (ITT) analysis, sensitivity, specificity, 

positive predictive value, negative predictive value, and accuracy for the 

histologic diagnosis of a pancreatic mass were 87.5, 100, 100, 41.7, and 88.5 

%,  respectively. CONCLUSIONS: EUS-FNB was technically feasible in 98 % of 

patients with a solid pancreatic mass. A suitable sample for histological 

evaluation was obtained in 88.5 % of the cases after only one single needle 

pass. The apparently low negative predictive value is likely to be improved by 

increasing the number of needle passes. 
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TÍTULO / TITLE:  - Diabetes-Free Survival in Patients Who Underwent Islet 

Autotransplantation After  50% to 60% Distal Partial Pancreatectomy for Benign 

Pancreatic Tumors. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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Gyeongsang National University School of Medicine, Jinju, Korea. 4 
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Sungkyunkwan University School of Medicine, Seoul, Korea. 6 Department of 
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RESUMEN / SUMMARY:  - BACKGROUND: Several retrospective studies with 

short-term follow-up have demonstrated a low rate of new-onset diabetes after 
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distal pancreatectomy for benign pancreatic tumors. We sought to determine 

the long-term diabetes-free survival of patients who underwent islet 

autotransplantation (IAT) after distal pancreatectomy and to identify any 

associations between the isolation parameters  of autologous islets and 

diabetes-free survival. METHODS: Among the 37 nondiabetic patients who 

underwent 50% to 60% partial pancreatectomy, 20 underwent IAT (IAT group; 

median follow-up period, 61 months). In the IAT group,  diabetes-free survival 

was determined based on annual oral glucose tolerance tests, fasting blood 

glucose, and hemoglobin A1C. RESULTS: The 7-year diabetes-free survival 

rate was 51% in the IAT group (median follow-up period, 61 months) and 45% 

in the 37 study subjects. Diabetes-free survival was significantly prolonged 

when islet yield per gram of pancreas weight was more than 5154 islet 

equivalents (IEQ)/g, even in patients with prediabetes and high insulin 

resistance who had a markedly high rate of diabetes development. The 

proportion of patients with impaired glucose tolerance at 2 years after distal 

pancreatectomy was 12 of 16 in the control group, 6 of 7 in patients with islet 

yields of less than 5154 IEQ/g, and 3 of 11 in patients with islet yields of more 

than 5154 IEQ/g (P=0.019). CONCLUSIONS: Partial (50%-60%) 

pancreatectomy for benign pancreatic tumors had a major metabolic 

consequence, especially in patients with prediabetes and high insulin 

resistance. In this setting, prolonged diabetes-free survival was observed in 

patients who underwent IAT when a high islet yield per gram of pancreas was 

achieved. 
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TÍTULO / TITLE:  - ‘One also needs a bit of trust in the doctor .. ‘: a qualitative 

interview study with pancreatic cancer patients about their perceptions and 

views on information  and treatment decision-making. 

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

REVISTA / JOURNAL:  - Ann Oncol. 2013 May 22. 
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RESUMEN / SUMMARY:  - BACKGROUND: Information about diagnosis, treatment 

options and prognosis has been emphasized as a key to empower cancer 

patients to make treatment decisions reflecting their values. However, surveys 

indicate that patients’ preferences regarding information and treatment decision-

making differ. In this qualitative interview study, we explored pancreatic cancer 

patients’ perceptions and preferences on information and treatment decision-

making. PATIENTS AND METHODS: Qualitative in-depth interviews with 
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patients with pancreatic cancer. Purposive sampling and qualitative analysis 

were carried out. RESULTS: We identified two stages of information and 

treatment decision-making. Patients initially emphasize trust in their physician 

and indicate rather limited interest in details about surgical and medical 

treatment. In the latter stage of disease, patients perceive themselves more 

active regarding information seeking and treatment decision-making. All 

patients discuss their poor prognosis. Reflecting on their own situation, all 

patients interviewed pointed out that hope was an important driver to undergo 

further treatment also in advanced stages of the disease. Interviewees 

unanimously emphasized the difficulty of anticipating the time at which stopping 

cancer treatment would be the right decision. CONCLUSIONS: The findings can 

serve as starting point for reflection on professional decision-making in 

pancreatic cancer and larger representative surveys on ethical issues in 

treatment decision-making in pancreatic cancer. 
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TÍTULO / TITLE:  - Prevalence and risk factors of extrapancreatic malignancies in 

a large cohort of  patients with intraductal papillary mucinous neoplasm (IPMN) 

of the pancreas. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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INSTITUCIÓN / INSTITUTION:  - Digestive Endoscopy Unit. 

RESUMEN / SUMMARY:  - BACKGROUND: The objectives of this study are to 

estimate prevalence and incidence of extrapancreatic malignancies (EPMs) 

among intraductal papillary mucinous neoplasms (IPMNs) of the pancreas, and 

to identify risk factors for their occurrence. PATIENTS AND METHODS: We 

conducted multicentric cohort study in Italy from January 2010 to January 2011 

including 390 IPMN cases. EPMs were grouped as  previous, synchronous 

(both prevalent) and metachronous (incident). We calculated the 

observed/expected (O/E) ratio of prevalent EPMs, and compared the 

distribution of demographic, medical history and lifestyle habits. RESULTS: 

Ninety-seven EPMs were diagnosed in 92 patients (23.6%), among them 78 

(80.4%) were previous, 14 (14.4%) were synchronous and 5 (5.2%) were 

metachronous. O/E ratios for prevalent EPMs were significantly increased for 

colorectal carcinoma (2.26; CI 95% 1.17-3.96), renal cell carcinoma (6.00; CI 

95% 2.74-11.39) and thyroid carcinoma (5.56; CI 95% 1.80-12.96). Increased 

age, heavy cigarette smoking, alcohol consumption and first-degree family 
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history of gastric cancer are significant risk factors for EPMs, while first-degree 

family history of colorectal carcinoma was borderline. CONCLUSION: We report 

an increased prevalence of EPMs in Italian patients with IPMN, especially for 

colorectal carcinoma, renal cell and thyroid cancers. A systematic surveillance 

of IPMN cases for such cancer types would be advised. 
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TÍTULO / TITLE:  - Evolving panorama of treatment for metastatic pancreas 

adenocarcinoma. 
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TÍTULO / TITLE:  - Pancreatic Intraglandular Metastasis Predicts Poorer Outcome 

in Postoperative Patients With Pancreatic Ductal Carcinoma. 
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INSTITUCIÓN / INSTITUTION:  - *Division of Molecular Pathology, National Cancer 

Center Research Institute daggerHepatobiliary and Pancreatic Surgery Division, 
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RESUMEN / SUMMARY:  - Intraorgan metastasis of a primary cancer within the 

organ of origin, such as intrahepatic metastasis of hepatocellular carcinoma, is 

one of the key features for clinicopathologic staging of the cancer. Pancreatic 

intraglandular metastasis (P-IM) of pancreatic ductal carcinoma (PDC) is 

encountered occasionally but has not yet been evaluated. The aim of this study 

was to investigate the clinicopathologic characteristics and prognostic value of 

P-IM in patients with PDC. The histopathologic features of 393 consecutive 

patients with PDC who had undergone pancreatic resection at the National 

Cancer Center Hospital, Tokyo, between 2003 and 2010 were reviewed. For the 

purposes of the study, P-IM was defined as an independent tumor showing 

histopathologic features similar to those of the primary one. Twenty-six cases of 
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P-IM were identified in 21 (5.3%) of the  reviewed patients. The incidence of P-

IM at each stage of the TNM classification  was 0% (0/7) at stage IA, 17% (1/6) 

at stage IB, 5% (5/92) at stage IIA, 4% (11/252) at stage IIB, 0% (0/1) at stage 

III, and 11% (4/35) at stage IV. Univariate survival analysis showed that both 

overall survival and disease-free survival for patients with P-IM were 

significantly shorter than for those without P-IM (P<0.001 and P=0.019, 

respectively). Multivariate survival analysis showed that P-IM was significantly 

correlated with shorter overall survival (P=0.002; hazard ratio=2.239; 95% 

confidence interval: 1.328-3.773). Our findings suggest that the presence of P-

IM in patients with PDC is an independent prognosticator and may represent 

aggressive tumor behavior. 
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TÍTULO / TITLE:  - Cytokeratin 19-fragments (CYFRA 21-1) as a novel serum 

biomarker for response and survival in patients with advanced pancreatic 

cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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Stieber P; Nagel D; Holdenrieder S 

INSTITUCIÓN / INSTITUTION:  - Department of Internal Medicine III and 

Comprehensive Cancer Center, Klinikum Grosshadern, Ludwig-Maximilians-

University of Munich, Munich, Germany. 

RESUMEN / SUMMARY:  - Background:CYFRA 21-1 serves as biomarker in 

several epithelial malignancies. However, its role in pancreatic cancer (PC) has 

not yet been investigated.Methods:Within a prospective single-centre study 

serial blood samples were collected from patients with confirmed advanced PC. 

Pre-treatment values and weekly measurements of CYFRA 21-1, carbohydrate 

antigen 19-9 (CA 19-9) and carcinoembryonic antigen (assessed by Elecsys 

2010, Roche Diagnostics) during palliative first-line chemotherapy were 

obtained. Biomarker data were correlated  with objective response (determined 

by RECIST) as well as time to progression (TTP) and overall survival (OS) 

using uni- and multivariate analyses.Results:Seventy-eight patients were 

included, 45% of these received treatment in prospective clinical trials. Median 

TTP was 3.9 months, median OS 7.7 months. Pre-treatment CYFRA 21-1 levels 

were significantly associated with performance status (P=0.0399) and stage of 

disease (P=0.0001). Marker values before chemotherapy and at the 2-month 

staging of all three markers were considered significant predictors for objective 

treatment response. Pre-treatment CYFRA 21-1 levels, as well as CA 19-9 

values, could be applied to define subgroups (categorised by tertiles) with a 
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different OS outcome (CYFRA: 14.8 vs 7.1 vs 4.8 months, CA 19-9: 14.2 vs 7.1 

vs 5.2 months; P<0.0001). CYFRA 21-1 and  CA 19-9 (both as categorised and 

as continuous variables) showed a highly significant correlation with TTP and 

OS at nearly all-time points assessed in univariate analysis. In multivariate 

analysis, only CYFRA 21-1 and performance status were independent 

predictors for OS.Conclusions:CYFRA 21-1 may serve as a valuable tool for 

monitoring treatment response and assessing prognosis in advanced PC. 
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TÍTULO / TITLE:  - The epidemiology of pancreatitis and pancreatic cancer. 
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INSTITUCIÓN / INSTITUTION:  - Division of Gastroenterology & Hepatology, 

University of Pittsburgh Medical Center, Pittsburgh, Pennsylvania. Electronic 

address: yadavd@upmc.edu. 

RESUMEN / SUMMARY:  - Acute pancreatitis is one of the most frequent 

gastrointestinal causes of hospital admission in the United States. Chronic 

pancreatitis, although lower in  incidence, significantly reduces patients’ quality 

of life. Pancreatic cancer is  associated with a high mortality rate and is one of 

the top 5 causes of death from cancer. The burden of pancreatic disorders is 

expected to increase over time. The risk and etiology of pancreatitis differ with 

age and sex, and all pancreatic disorders affect the black population more than 

any other race. Gallstones are the most common cause of acute pancreatitis, 

and early cholecystectomy eliminates the risk of future attacks. Alcohol 

continues to be the single most important risk factor for chronic pancreatitis. 

Smoking is an independent risk factor for acute and chronic pancreatitis, and its 

effects could synergize with those of alcohol. Significant risk factors for 

pancreatic cancer include smoking and non-O blood groups. Alcohol abstinence 

and smoking cessation  can alter the progression of pancreatitis and reduce 

recurrence; smoking cessation is the most effective strategy to reduce the risk 

of pancreatic cancer. 
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TÍTULO / TITLE:  - Inflammation, autophagy, and obesity: common features in the 

pathogenesis of pancreatitis and pancreatic cancer. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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INSTITUCIÓN / INSTITUTION:  - Veterans Affairs Greater Los Angeles Healthcare 

System, California; Department of Medicine, David Geffen School of Medicine 

at UCLA, University of California Los Angeles, Los Angeles, California. 

RESUMEN / SUMMARY:  - Inflammation and autophagy are cellular defense 

mechanisms. When these processes  are deregulated (deficient or 

overactivated) they produce pathologic effects, such as oxidative stress, 

metabolic impairments, and cell death. Unresolved inflammation and disrupted 

regulation of autophagy are common features of pancreatitis and pancreatic 

cancer. Furthermore, obesity, a risk factor for pancreatitis and pancreatic 

cancer, promotes inflammation and inhibits or deregulates autophagy, creating 

an environment that facilitates the induction and progression of pancreatic 

diseases. However, little is known about how inflammation, autophagy, and 

obesity interact to promote exocrine pancreatic disorders. We review the roles 

of inflammation and autophagy, and their deregulation by obesity, in pancreatic 

diseases. We discuss the connections among disordered pathways and 

important areas for future research. 
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TÍTULO / TITLE:  - Roles for KRAS in Pancreatic Tumor Development and 
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INSTITUCIÓN / INSTITUTION:  - Department of Surgery, University of Michigan, 

Ann Arbor, Michigan; Department of Cell and Developmental Biology, University 

of Michigan, Ann Arbor, Michigan; Comprehensive Cancer Center, University of 

Michigan, Ann Arbor, Michigan. Electronic address: marinapa@umich.edu. 

RESUMEN / SUMMARY:  - The Kras gene is mutated to an oncogenic form in most 

pancreatic tumors. However, early attempts to use this molecule as a specific 

biomarker of the disease, or inhibit its activity as a cancer therapy, failed. This 

left a situation in which  everyone was aware of the association between this 

important oncogene and pancreatic cancer, but no one knew what to do about 

it. Recent findings have changed this picture-many assumptions made about 

KRAS and its role in pancreatic  cancer were found to be incorrect. Several 
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factors have contributed to increased  understanding of the activities of KRAS, 

including creation of genetically engineered mouse models, which have allowed 

for detailed analyses of pancreatic carcinogenesis in an intact animal with a 

competent immune system. Cancer genome  sequencing projects have 

increased our understanding of the heterogeneity of individual tumors. We also 

have a better understanding of which oncogenes are important for tumor 

maintenance and are therefore called “drivers.” We review the advances and 

limitations of our knowledge about the role of Kras in development of pancreatic 

cancers and the important areas for future research. 
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TÍTULO / TITLE:  - Pancreatic cystic neoplasms: management and unanswered 

questions. 
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RESUMEN / SUMMARY:  - Approximately 10% of persons 70 years old or older are 

now diagnosed with pancreatic cysts, but it is not clear which ones require 

additional analysis, interventions, or follow-up. Primary care doctors rely on 

gastroenterologists for direction because no one wants to miss a diagnosis of 

pancreatic cancer, but meanwhile there is pressure to limit use of diagnostic 

tests and limit costs. We  review the different cystic neoplasms of the pancreas 

and diagnostic strategies based on clinical features and imaging data. We 

discuss surgical and nonsurgical  management of the most common cystic 

neoplasms, based on the recently revised Sendai guidelines. Intraductal 

papillary mucinous neoplasm (particularly the branch duct variant) is the lesion 

most frequently identified incidentally. We report what is known about its 

pathology, its risk of developing into pancreatic  ductal adenocarcinoma, the 

pros and cons of current guidelines for management, and the potential role of 

endoscopic ultrasound in determining cancer risk. We also review surgical 

treatment and strategies for surveillance of pancreatic cysts. 
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TÍTULO / TITLE:  - The Association Between Chemoradiation-related 

Lymphopenia and Clinical Outcomes  in Patients With Locally Advanced 

Pancreatic Adenocarcinoma. 
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INSTITUCIÓN / INSTITUTION:  - The Sidney Kimmel Comprehensive Cancer 

Center, Johns Hopkins University School of Medicine, Baltimore, MD. 

RESUMEN / SUMMARY:  - OBJECTIVES:: Lymphopenia is a common 

consequence of chemoradiation therapy yet is seldom addressed clinically. This 

study was conducted to determine if patients with locally advanced pancreatic 

cancer (LAPC) treated with definitive chemoradiation develop significant 

lymphopenia and if this affects clinical outcomes. METHODS:: A retrospective 

analysis of patients with LAPC treated with chemoradiation at a single institution 

from 1997 to 2011 was performed. Total lymphocyte counts (TLCs) were 

recorded at baseline and then monthly during and after chemoradiation. The 

correlation between treatment-induced lymphopenia, established prognostic 

factors, and overall survival was analyzed using univariate Cox regression 

analysis. Important factors identified by univariate analysis were selected as 

covariates to construct a multivariate proportional hazards model for survival. 

RESULTS:: A total of 101 patients met eligibility criteria. TLCs were normal in 

86% before chemoradiation. The mean reduction in TLC per patient was 50.6% 

(SD, 40.6%) 2 months after starting chemoradiation (P<0.00001), and 46% had 

TLC<500 cells/mm. Patients with TLC<500 cells/mm 2 months after starting 

chemoradiation had inferior median survival (8.7 vs. 13.3 mo, P=0.03) and PFS 

(4.9 vs. 9.0 mo, P=0.15). Multivariate analysis revealed TLC<500 cells/mm to 

be an independent predictor of inferior survival (HR=2.879, P=0.001) along with 

baseline serum albumin (HR=3.584, P=0.0002), BUN (HR=1.060, P=0.02), 

platelet count (HR=1.004, P=0.005), and radiation planning target volume 

(HR=1.003, P=0.0006). CONCLUSIONS:: Severe treatment-related 

lymphopenia occurs frequently after chemoradiation for LAPC and is an 

independent predictor of inferior survival. 

 

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

[33] 

TÍTULO / TITLE:  - Risk of endocrine pancreatic insufficiency in patients receiving 

adjuvant chemoradiation for resected gastric cancer. 

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

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23648440&dopt=Abstract
http://dx.doi.org/10.1097/COC.0b013e3182940ff9
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23647754&dopt=Abstract


28 

 

REVISTA / JOURNAL:  - Radiother Oncol. 2013 May 3. pii: S0167-8140(13)00188-

6. doi: 10.1016/j.radonc.2013.04.013. 

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

1016/j.radonc.2013.04.013 

AUTORES / AUTHORS:  - Gemici C; Sargin M; Uygur-Bayramicli O; Mayadagli A; 

Yaprak G; Dabak R; Kocak M 
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RESUMEN / SUMMARY:  - BACKGROUND: Adjuvant radiotherapy combined with 

5-fluorouracil based chemotherapy has become the new standard after curative 

resection in high risk gastric cancer. Beside many complications due to surgery, 

the addition of chemotherapy and radiotherapy as adjuvant treatment may lead 

to both acute and late toxicities. Pancreatic tissue irradiation during this 

adjuvant treatment because of incidental and unavoidable inclusion of the organ 

within the radiation field may  affect exocrine and endocrine functions of the 

organ. MATERIALS AND METHODS: Fifty-three patients with gastric 

adenocarcinoma were evaluated for adjuvant chemoradiotherapy after surgery. 

While 37 out of 53 patients were treated postoperatively due to either serosal or 

adjacent organ or lymph node involvement, 16 patients without these risk 

factors were followed up regularly without any additional treatment and they 

served as the control group. Fasting blood glucose (FBG), hemoglobin A1c 

(HBA1c), insulin and C-peptide levels were measured in the control and study 

groups after the surgery and 6months and 1year  later. RESULTS: At the 

baseline there was no difference in FBG, HbA1c, C-peptide  and insulin levels 

between the control and the study groups. At the end of the study there was a 

statistically significant decline in insulin and C-peptide levels in the study group, 

(7.5+/-6.0 vs 4.5+/-4.4IU/L, p: 0.002 and 2.3+/-0.9 vs 1.56+/-0.9ng/ml, p: 0.001) 

respectively. CONCLUSIONS: Adjuvant radiotherapy in gastric cancer leads to 

a decrease in beta cell function and insulin secretion capacity of the pancreas 

with possible diabetes risk. Radiation-induced pancreatic injury and late effects 

of radiation on normal pancreatic tissue are unknown, but pancreas is more 

sensitive to radiation than known. This organ should be studied extensively in 

order to determine the tolerance doses and it should be contoured during 

abdominal radiotherapy planning as an organ at risk. 
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RESUMEN / SUMMARY:  - We report a 51-year-old female patient with adult-onset 

type II citrullinemia (CTLN2) who had a history of pancreatoduodenectomy for 

duodenal somatostatinoma with metastases to regional lymph nodes at age 49 

years, paying special attention to indications for liver transplantation. At age 50 

years, she developed hepatic  encephalopathy with elevation of plasma 

ammonia and citrulline levels. A diagnosis of CTLN2 was made by DNA 

analysis of the SLC25A13 gene and treatment with conservative therapies was 

begun, including a low-carbohydrate diet and supplementation with arginine and 

sodium pyruvate. However, despite these treatments, frequent attacks of 

encephalopathy occurred with markedly elevated plasma ammonia levels. 

While we were apprehensive regarding the risk of recurrence of 

somatostatinoma due to immunosuppressive therapy after liver transplantation, 

the patient was in a critical condition with CTLN2 and it was decided to perform 

living-donor liver transplantation using a graft obtained from her son. Her 

postoperative clinical course was uneventful and she has had an active life 

without recurrence of somatostatinoma for 2 years. This is the first  case of 

CTLN2 with somatostatinoma. As the condition of CTLN2 patients with rapidly 

progressive courses is often intractable by conservative therapies alone, liver 

transplantation should be considered even after surgery for malignant tumors in 

cases with neither metastasis nor recurrence. 
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RESUMEN / SUMMARY:  - Cancer cell metabolic reprogramming includes a shift in 

energy production from oxidative phosphorylation to less efficient glycolysis 
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even in the presence of oxygen (Warburg effect) and use of glutamine for 

increased biosynthetic needs. This necessitates greatly increased glucose and 

glutamine uptake, both of which enter the hexosamine biosynthetic pathway 

(HBP). The HBP end product UDP-N-acetylglucosamine (UDP-GlcNAc) is used 

in enzymatic post-translational modification of many cytosolic and nuclear 

proteins by O-linked beta-N-acetylglucosamine (O-GlcNAc). Here, we observed 

increased HBP flux and hyper-O-GlcNAcylation in human pancreatic ductal 

adenocarcinoma (PDAC). PDAC hyper-O-GlcNAcylation was associated with 

elevation of OGT and reduction of the enzyme that removes O-GlcNAc (OGA). 

Reducing hyper-O-GlcNAcylation had no effect  on non-transformed pancreatic 

epithelial cell growth, but inhibited PDAC cell proliferation, anchorage-

independent growth, orthotopic tumor growth, and triggered apoptosis. PDAC is 

supported by oncogenic NF-kappaB transcriptional activity. The NF-kappaB p65 

subunit and upstream kinases IKKalpha/IKKbeta were O-GlcNAcylated in 

PDAC. Reducing hyper-O-GlcNAcylation decreased PDAC cell p65 activating 

phosphorylation (S536), nuclear translocation, NF-kappaB transcriptional 

activity, and target gene expression. Conversely, mimicking PDAC  hyper-O-

GlcNAcylation through pharmacological inhibition of OGA suppressed 

suspension culture-induced apoptosis and increased IKKalpha and p65 O-

GlcNAcylation, accompanied by activation of NF-kappaB signaling. Finally, 

reducing p65 O-GlcNAcylation specifically by mutating two p65 O-GlcNAc sites 

(T322A and T352A) attenuated the induction of PDAC cell anchorage-

independent growth. Our data indicate that hyper-O-GlcNAcylation is anti-

apoptotic and contributes to NF-kappaB oncogenic activation in PDAC. 
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RESUMEN / SUMMARY:  - OBJECTIVE: Delayed gastric emptying (DGE) is one of 

the major complications after pancreaticoduodenectomy (PD), occurring in 14% 

to 61% of cases. There have been no studies that compare the incidence of 

DGE in terms of the reconstruction method of gastrojejunostomy performed in 

subtotal stomach-preserving pancreaticoduodenectomy (SSPPD). The objective 
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of this study was to evaluate the  superiority of Billroth II (B-II) to Roux-en Y (R-

Y) reconstruction on decreasing the incidence of delayed gastric emptying DGE 

after SSPPD by a prospective randomized controlled trial. METHODS: Between 

April 2008 and August 2011, 101 patients who underwent SSPPD for pancreatic 

head or periampullary diseases were randomly allocated to B-II reconstruction 

(n = 52) and R-Y reconstruction (n = 49) groups. The primary endpoint was 

incidence of DGE. RESULTS: DGE occurred in 5.7% of patients in the B-II 

group and in 20.4% of patients in the R-Y group (P = 0.028). Patients in the B-II 

group had a significantly shorter hospital stay after operation than patients in 

the R-Y group (31.6 +/- 15.0 days vs. 41.4 +/- 20.5 days, P = 0.037). In terms of 

postoperative complications, the incidence of  pancreatic fistula was 

significantly higher in patients with DGE (38.5%) than in  patients without DGE 

(14.8%) (P = 0.037). CONCLUSION: It is suggested that the incidence of DGE 

after SSPPD can be decreased by using B-II rather than R-Y reconstruction for 

gastrojejunostomy.(Clinical Trials Registry, UMIN-CTR: 

http://www.umin.ac.jp/ctr/, ref no. UMIN000003535). 
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RESUMEN / SUMMARY:  - BACKGROUND: The purpose of the present study was 

to describe the impact of treatment of pancreatic and peri-ampullary malignancy 

on patient reported outcomes (PRO). However, limited data are available 

describing the impact of curative or palliative therapy on pancreatic/peri-

ampullary malignancy and quality of life. METHODS: Patients selected for 

pancreaticoduodenectomy (PD) completed the European Organisation for 

Research and Treatment of Cancer QLQ-C30  questionnaire pre-surgery and 6 

weeks, 3, 6, 12, 18, and 24 months postoperatively. Patients selected for 

palliative treatments completed the same questionnaire before treatment and 

monthly thereafter. Mean scores and 95 % confidence intervals (CI) were 

calculated for functional scales. Symptom scales and single items were 

categorized as either minimal or severe, and they were reported as proportions 

of patients experiencing severe symptoms with 95 % CI. RESULTS: A total of 
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100 patients (53 planned PD, 47 palliative) were enrolled. Of the 53 patients 

planned for surgery, 12 had tumors that were unresectable and 41  underwent 

pancreatoduodenectomy (PD). Seven patients were excluded because of 

benign histology or concurrent malignancy. Baseline questionnaire compliance 

was  70 %. For those undergoing PD, there were 53 complications, 7 deaths at 

1 year, and 14 deaths at 2 years. Post-surgery most functions and symptoms 

deteriorated.  Recovery in global health and most symptoms occurred by 3 

months, and functional  scales recovered by 6 months. Recovery of PRO was 

maintained in the survivors at  2 years. Palliative patients had poorer function 

and more symptoms at baseline; however, poor follow-up questionnaire 

compliance prevented further analysis of this group. CONCLUSIONS: 

Pancreaticoduodenectomy has a short-term negative impact on PRO that 

recovers within 6 months and is maintained at 2 years in survivors. Further work 

evaluating palliative and curative treatment in larger patient groups with 

disease-specific questionnaires is necessary. 
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RESUMEN / SUMMARY:  - Background:With this study, we sought to characterise 

the impact of pro-inflammatory cytokines on the outcomes of gemcitabine 

monotherapy (GEM) in patients with pancreatic cancer 

(PC).Methods:Treatment-naive patients with advanced PC and no obvious 

infections were eligible for enrolment. All of the patients were scheduled to 

undergo systemic chemotherapy. Serum pro-inflammatory  cytokines were 

measured using an electro-chemiluminescence assay method before 

chemotherapy. High cytokine levels were defined as values greater than the 

median. Clinical data were collected prospectively.Results:Sixty patients who 

received GEM were included in the analysis. High IL-6 and IL-1beta levels were 

poor prognostic factors for overall survival in a multivariate analysis (P=0.011  

and P=0.048, respectively). Patients with both a high IL-6 level and a high IL-

1beta level exhibited shortened overall and progression-free survival, a 
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reduction in the tumour control rate, and a high dose intensity of GEM 

compared with patients with low levels of both IL-6 and IL-1beta.Conclusion:The 

serum levels of IL-6 and IL-1beta predict the efficacy of GEM in patients with 

advanced PC. 
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of pancreatic cancer. 

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

REVISTA / JOURNAL:  - Cancer Res. 2013 Apr 18. 

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

12-3859 

AUTORES / AUTHORS:  - Kong X; Li L; Li Z; Le X; Huang C; Jia Z; Cui J; Huang S; 
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Center. 

RESUMEN / SUMMARY:  - The transcription factor Forkhead box M1 (FOXM1) 

plays important roles in oncogenesis. However, the expression statuses of 

FOXM1 isoforms and their impact  on and molecular basis in oncogenesis are 

unknown. We sought to determine the identities of FOXM1 isoforms in and the 

impact of their expression on pancreatic  cancer development and progression 

using human tissues, cell lines and animal models. Overexpression of FOXM1 

mRNA and protein was pronounced in human pancreatic tumors and cancer 

cell lines. We identified five FOXM1 isoforms present in pancreatic cancer: 

FOXM1a, FOXM1b, and FOXM1c along with two isoforms  tentatively 

designated as FOXM1b1 and FOXM1b2 because they were closely related to 

FOXM1b. Interestingly, FOXM1c was predominantly expressed in pancreatic 

tumors and cancer cell lines, whereas FOXM1a expression was generally 

undetectable in them. Functional analysis revealed that FOXM1b, FOXM1b1, 

FOXM1b2, and FOXM1c but  not FOXM1a promoted pancreatic tumor growth 

and metastasis. Consistently, FOXM1b, FOXM1b1, FOXM1b2, and FOXM1c 

activated transcription of their typical downstream  genes. Also, Sp1 

mechanistically activated the FOXM1 promoter, whereas Kruppel-like factor 4 

(KLF4) repressed its activity. Finally, we identified an Sp1- and KLF4-binding 

site in the FOXM1 promoter and demonstrated that both Sp1 and KLF4 protein 

bound directly to it. Deletion mutation of this binding site significantly attenuated 

the transcriptional regulation of the FOXM1 promoter positively by Sp1 and 

negatively by KLF4. We demonstrated that overexpression of  specific FOXM1 

isoforms critically regulates pancreatic cancer development and progression by 

enhancing tumor cell invasion and metastasis. Our findings strongly suggest 

that targeting specific FOXM1 isoforms effectively attenuates pancreatic cancer 

development and progression. 
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RESUMEN / SUMMARY:  - OBJECTIVES: To evaluate the performance 

characteristics of endoscopic ultrasonography (EUS) compared with computed 

tomography (CT) and magnetic resonance imaging (MRI) and determine the 

incremental diagnostic yield and accuracy of EUS with or without fine needle 

aspiration (FNA) over CT and MRI for  prediction of neoplastic pancreatic cysts. 

METHODS: The EUS database was queried  for procedures performed for 

pancreatic cysts between March 2006 and January 2010. Cystic pancreatic 

ductal adenocarcinoma, cystic pancreatic neuroendocrine tumor, mucinous 

cystic neoplasm, intraductal papillary neoplasm, and solid pseudopapillary 

neoplasm were categorized as neoplastic; pseudocysts and serous cysts were 

designated as nonneoplastic/low risk. RESULTS: Final diagnoses were 

established by surgery in 154 patients (mucinous cystic neoplasm/intraductal 

papillary neoplasm [69.4%], pancreatic neuroendocrine tumor [10%], pancreatic 

ductal adenocarcinoma [6.4%], solid pseudopapillary neoplasm [0.6%], 

nonneoplastic/low risk [13.6%]). Endoscopic ultrasonography with or without 

FNA was superior to CT and MRI in accurately classifying a cyst as neoplastic 

(P < 0.0001). After CT and MRI, EUS increased the rate of correctly predicting 

neoplastic cysts in 43 (36%) and 27 (54%) additional cases, respectively. 

CONCLUSIONS: The incremental increase in diagnostic yield of EUS and fluid 

analysis over CT and MRI for prediction of a neoplastic cyst is 36% and 54%, 

respectively. The addition of EUS-FNA to abdominal imaging significantly 

increases overall accuracy for diagnosis of neoplastic pancreatic cysts. 
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RESUMEN / SUMMARY:  - In this study, we investigated how melatonin mediates 

insulin synthesis through endoplasmic reticulum (ER) via HuD expression in rat 

insulinoma INS-1E cells. Under ER stress condition (thapsigargin with/without 

melatonin, tunicamycin with/without melatonin), phosphorylation of AMP-

activated protein kinase (p-AMPK) was significantly increased when compared 

with only with/without melatonin (control/melatonin). Insulin receptor substrate 

(IRS) two protein was significantly reduced under conditions of ER stress when 

compared with control/melatonin, but no expression of IRS1 protein was 

observed. In thapsigargin treatment, melatonin (10, 50 mum) increased IRS2 

protein expression  in a dose-dependent manner. p-Akt (Ser473) expression 

significantly decreased under ER stress condition prior to control/melatonin. 

Melatonin (10, 50 mum) significantly reduced nuclear and cellular p85alpha 

expressions in a dose-dependent manner when compared with only 

thapsigargin or tunicamycin. These  results indicate the activation of the 

aforementioned expressions under regulation of the pathway, AMPK --> IRS2 --

> Akt/PKB --> PI3K (p85alpha). However, mammalian target of rapamycin and 

raptor protein, mTORC1, was found to be independent of the ER stress 

response. In thapsigargin treatment, melatonin increased nuclear mammalian 

RNA-binding protein (HuD) expression and reduced cellular HuD expression 

and subsequently resulted in a decrease in cellular insulin level and rise in 

insulin secretion in a dose-dependent manner. In tunicamycin treatment, HuD 

and insulin proteins showed similar expression tendencies. These results 

indicate that ER stress/melatonin, especially thapsigargin/melatonin, increased 

nuclear HuD expression and subsequently resulted in a decrease in intracellular 

biosynthesis; it is hypothesized that extracellular secretion of insulin may be 

regulated by melatonin. 
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RESUMEN / SUMMARY:  - Chemotherapy of advanced pancreatic cancer has 

mainly been gemcitabine-based for  the past fifteen years, with only limited 

effect. Recently, combination therapy that also targets checkpoint kinase 1 

(CHK1) has become an attractive option. The central role of CHK1 in many 

DNA damage response pathways, however, may result in undesired cytotoxicity 

in normal cells causing side effects. We were searching for other target 

molecules of similar function that may be more specific and thus better suited 

for combination therapy. To this end a negative selection RNAi screen was 

performed in cell lines with small hairpin RNA molecules targeting over 10,000 

genes. Genes that were found to be synthetically lethal with gemcitabine and 

whose proteins are acting upstream of CHK1 were characterised in  more 

detail. In particular, the inhibition of RAD17 potentiated gemcitabine cytotoxicity 

in the pancreatic cancer cell lines BxPC-3, MiaPaca-2 and the primary cell line 

JoPaca-1 that closely resembles primary tumour tissue. Further  analysis 

showed that the synergistic effect of RAD17 knockdown and gemcitabine leads 

to forced mitotic entry of cells arrested in S-phase by gemcitabine treatment, 

resulting in asymmetric DNA distribution during anaphase followed by DNA 

fragmentation and finally cell death by mitotic catastrophe. Our data suggest 

RAD17 as a novel target for gemcitabine combination therapy supplementing or 

complementing inhibition of checkpoint kinase 1. As opposed to CHK1, RAD17 

knockdown by itself does not lead to abnormal DNA segregation, suggesting a 

more  specific action. 
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RESUMEN / SUMMARY:  - Vasohibin-1 has been detected in endothelial cells as 

an intrinsic angiogenesis inhibitor. Both tumor-associated macrophages (TAMs) 

and transforming growth factor-beta (TGF-beta)/bone morphogenic protein 

(BMP) signaling have been reported to promote angiogenesis in cancer. 

However, whether vasohibin-1 expression is regulated by TGF-beta/BMP 

signaling between TAMs and cancer cells remains unclear. The expression of 

TGF-beta1, TGF-beta2, BMP-4, and BMP-7 in TAMs and the expression of 

vasohibin-1, vascular endothelial growth factor-A (VEGF-A), and VEGF-C in two 

pancreatic cancer cell lines (a nonmetastatic cell line Panc-1  and a distant 

metastatic cell line HPAF-II) were measured by real-time reverse transcription-

polymerase chain reaction (RT-PCR). The TGF-beta receptor 1 and BMP 

receptor 1 were inhibited by the inhibitor SB-431542 and LDN193189, 

respectively. Thereafter, vasohibin-1, VEGF-A, and VEGF-C expression was 

detected by real-time  RT-PCR. We found that the expression of TGF-beta1, 

TGF-beta2, BMP-4, and BMP-7 was upregulated in TAMs cocultured with 

pancreatic cancer cells. Vasohibin-1, VEGF-A, and VEGF-C mRNA expression 

in pancreatic cancer cells was upregulated by  TAMs. Vasohibin-1 expression in 

pancreatic cancer cells cocultured with TAMs was  upregulated significantly 

when TGF-beta receptors or BMP receptors were inhibited, but VEGF-C 

expression was downregulated. Therefore, Vasohibin-1 expression is regulated 

by the TGF-beta/BMP signaling between TAMs and pancreatic cancer cells. 

These results might shed a new light on the antiangiogenesis therapy in the 

pancreatic cancer. 
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RESUMEN / SUMMARY:  - Vascular therapeutic targeting requires thorough 

evaluation of the mechanisms activated in the specific context of each particular 

tumor type. We highlight structural, molecular, and functional microvascular 

aberrations contributing to development and maintenance of pancreatic 

neuroendocrine tumors (NETs), with special reference to multiple endocrine 

neoplasia 1 (MEN1) syndrome, using a Men1 mouse model. Tissue samples 

were analyzed by immunofluorescence to detect vessel  density and pericyte 

distribution within the endocrine pancreas; expression of angiogenic factors was 

assessed by immunohistochemistry and quantitative real-time PCR in isolated 

islets and adenomas cultured under normoxic or hypoxic  conditions. The 

increased vascular density of pancreatic NETs developed in Men1 mice was 

paralleled by an early and extensive redistribution of pericytes within  endocrine 

tissue. These morphological alterations are supported by, and in some cases 

preceded by, fine-tuned variations in expression of several angiogenic 

regulators and are further potentiated by hypoxia. By combining two novel ex 

vivo and in vivo single-islet and tumor perfusion techniques, we demonstrated 

that both vascular reactivity and blood perfusion of tumor arterioles are 

significantly altered in response to glucose and l-nitro-arginine methyl ester. Our 

findings unravel multiple potential molecular and physiological targets 

differentially activated in the endocrine pancreas of Men1 mice and highlight the 

need for in-depth functional studies to fully understand the contribution of each 

component to development of pancreatic NETs in MEN1 syndrome. 
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RESUMEN / SUMMARY:  - Lymph node staging is one of the most important 

factors in determining the prognosis after resection of pancreatic ductal 

adenocarcinoma. Despite ongoing efforts to further refine lymph node staging, 

the debate on the extent of lymphadenectomy during pancreaticoduodenectomy 

is still open. The purpose of this review was to summarize the evidence about 

performing standard lymphadenectomy during curative resection of pancreatic 

cancer. All four prospective randomized controlled trials published concluded 

that extended lymphadenectomy does not contribute to better oncologic 

outcome for patients with adenocarcinoma of the pancreatic head. Indeed, one 

major drawback of extended lymphadenectomy is the higher risk of persistent 

postoperative diarrhea. No prospective randomized studies could be found on 

the role of extended lymphadenectomy in patients with adenocarcinoma of the 

corpus and tail. Based on current evidence there is no indication that extended 

lymphadenectomy should be performed routinely during resection of pancreatic 

cancer. 
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RESUMEN / SUMMARY:  - Pancreatic cancer is characterized by a desmoplastic 

reaction that creates a dense fibroinflammatory microenvironment, promoting 

hypoxia and limiting cancer drug delivery due to decreased blood perfusion. 

Here, we describe a novel tumor-stroma interaction that may help explain the 

prevalence of desmoplasia in this cancer. Specifically, we found that activation 

of hypoxia-inducible factor-1alpha (HIF-1alpha) by tumor hypoxia strongly 
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activates secretion of the sonic hedgehog (SHH) ligand by cancer cells, which 

in turn causes stromal fibroblasts to increase fibrous tissue deposition. In 

support of this finding, elevated levels of HIF-1alpha and SHH in pancreatic 

tumors were determined to be  markers of decreased patient survival. Repeated 

cycles of hypoxia and desmoplasia amplified each other in a feed forward loop 

that made tumors more aggressive and  resistant to therapy. This loop could be 

blocked by HIF-1alpha inhibition, which  was sufficient to block SHH production 

and hedgehog signaling. Taken together, our findings suggest that increased 

HIF-1alpha produced by hypoxic tumors triggers the desmoplasic reaction in 

pancreatic cancer, which is then amplified by a feed forward loop involving 

cycles of decreased blood flow and increased hypoxia. Our findings strengthen 

the rationale for testing HIF inhibitors and may therefore represent a novel 

therapeutic option for pancreatic cancer. Cancer Res; 73(11); 3235-47. ©2013 

AACR. 
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RESUMEN / SUMMARY:  - Pancreatic ductal adenocarcinoma (PDAC) exists in a 

complex desmoplastic microenvironment, which includes cancer-associated 

fibroblasts (also known as pancreatic stellate cells, PSCs) and immune cells 

that provide a fibrotic niche that impedes successful cancer therapy. We have 

found that mast cells are essential for PDAC tumorigenesis. Whether mast cells 

contribute to the growth of  PDAC and/or PSCs is unknown. Here we tested the 

hypothesis that mast cells contribute to the growth of PSCs and tumor cells, 

thus contributing to PDAC development. Tumor cells promoted mast cell 

migration. Both tumor cells and PSCs  stimulated mast cell activation. 

Conversely, mast cell-derived IL-13 and tryptase stimulated PSC proliferation. 

Treating tumor-bearing mice with agents that block  mast cell migration and 

function depressed PDAC growth. Our findings suggest that mast cells 

exacerbate the cellular and extracellular dynamics of the tumor 

microenvironment found in PDAC. Therefore, targeting mast cells may inhibit 

stromal formation and improve therapy. 
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RESUMEN / SUMMARY:  - Background/Aims: Individualized chemotherapy is 

important in the treatment of pancreatic cancer. Therefore, markers for 

predicting a patient response to treatment must be identified. We studied the 

relationship between human equilibrative nucleoside transporter 1 (hENT1) 

expression in tumor cells and the  Asian patient response to gemcitabine-based 

chemotherapy. The aim of the study was to identify markers for individualized 

chemotherapy in Asian patients with pancreatic cancer. Methodology: 

Specimens from 44 Asian patients diagnosed with pancreatic adenocarcinoma 

were analyzed by immunohistochemistry for hENT1 expression in tumor cells. 

The correlations between hENT1 expression and various  clinicopathological 

factors, including survival status, were studied. Results: The overall survival 

(OS) and disease-free survival (DFS) in the hENT1 high-expression group were 

significantly longer than those of the hENT1 low or no-expression group: OS 

21.75 months (95%CI=18.45-25.04 months) vs. 12.48 months  (95%CI=10.12-

14.85 months); DFS 15.44 months (95%CI=11.26-19.62 months) vs. 8.24  

months (95%CI=8.69-9.78 months), respectively. Conclusions: Our studies 

suggest that hENT1 expression is related to the patient response to 

gemcitabine-based chemotherapy in Asian patients with pancreatic cancer. 

Therefore, hENT1 may be a  valuable prognostic marker for individualized 

chemotherapy in pancreatic cancer. 
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RESUMEN / SUMMARY:  - Myofibrillogenesis regulator-1 (MR-1) expression was 

detected in different malignancies and is associated with poor prognosis. 

However, its role in pancreatic ductal adenocarcinoma (PDAC) has not been 

fully elucidated. Thus, the  aim of this study was to investigate the association of 

MR-1 expression with clinicopathologic features and prognosis in patients with 

PDAC. Immunohistochemistry was performed to investigate the protein 

expression of MR-1  and epithelial (E)-cadherin in 87 patients with PDAC. 

Results showed that MR-1 expression was correlated with histologic grade, 

tumor stage, and lymph node metastasis (all P <0.05). In addition, MR-1 

expression showed a significant inverse correlation with E-cadherin expression 

(P = 0.002). Furthermore, the variables associated with prognosis were 

analyzed by Cox’s proportional hazards model. Kaplan-Meier analysis was used 

to plot survival curves according to different expression levels of MR-1. Kaplan-

Meier analysis revealed that MR-1 expression was significantly associated with 

worse disease-free survival (DFS) and overall survival (OS) rates in patients 

with PDAC (both P <0.001). Finally, multivariate analysis demonstrated that 

MR-1 expression, together with histologic grade, tumor stage, lymph node 

metastasis, was an independent prognostic factor for both DFS and OS rates in 

patients with PDAC. MR-1 overexpression was tightly  associated with more 

aggressive tumor behavior and a poor prognosis, indicating that MR-1 is a 

valuable molecular biomarker for PDAC progression. 
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RESUMEN / SUMMARY:  - OBJECTIVES: The standard chemotherapy for invasive 

ductal carcinoma of the pancreas (IDC) is gemcitabine; however, the efficacy of 

gemcitabine in invasive intraductal papillary mucinous neoplasm with an 

associated invasive carcinoma of  the pancreas (IPMN-IC) is still unknown. 

METHODS: Because it is difficult to distinguish between IPMN-IC and IDC 
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based only on radiological findings in advanced unresectable cases, recurrent 

cases after surgical resection were analyzed to identify the efficacy of 

gemcitabine monotherapy for IPMN-IC. RESULTS: Between 1992 and 2010, 

128 patients with IPMN-IC and 548 patients with IDC underwent pancreatic 

resection at the National Cancer Center Hospital. Twelve patients with IPMN-IC 

and 73 patients with IDC had recurred after surgery and subsequently 

underwent gemcitabine at the standard dosage. The disease-control rates were 

comparable between the IPMN-IC and IDC patients (58.3% vs 59.4%). The  

median progression-free survival was 2.8 and 4.1 months in the IPMN-IC and 

IDC patients, respectively (P = 0.46). Also, no statistically significant difference  

in the median survival times was observed between the 2 groups (9.3 vs 8.8 

months, respectively; P = 0.09). CONCLUSIONS: Among patients who had 

IPMN-IC and  IDC with recurrent disease after resection, there was no 

significant difference in treatment outcomes after gemcitabine. 
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RESUMEN / SUMMARY:  - INTRODUCTION: Kras mutations have been thought to 

play an important role in pancreatic cancer progression. In this study, we 

evaluated how serially passaging primary pancreatic tumors with and without 

Kras mutations, in nude mice, can generate more aggressive variants of human 

pancreatic cancer. MATERIALS & METHODS: Orthotopic mouse models of 

human pancreatic cancer were established by injecting 1 x 106 cells of the Kras 

wildtype BxPC-3 cell line, expressing red fluorescent protein or the Kras mutant 

Panc-1 cell line expressing green fluorescent protein, into the pancreas. 

Pancreatic tumors were harvested from premorbid mice to establish cell lines. 

One million passaged cells were then orthotopically injected into another set of 

mice. Serial passaging continued until decreasing lifespan of the implanted 

mice stabilized, which occurred by six passages. Mice harboring serially-

passaged cell lines were followed with weekly imaging. RESULTS: Serially 

passaging generated more aggressive variants of both human pancreatic 

cancer cell lines, one of which was Kras wild-type (BXPC-3) and  the other Kras 

mutant, Panc-1, which displayed faster tumor growth and shortened  survival 
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time. Overall survival decreased from 18 wk in mice with the parental cell line 

(passage 0) tumor to approximately 6 wk in mice by passage 6. Average time to 

metastasis was shortened from 14 wk to approximately 3 wk or less. At 

termination, mice with the passaged tumor demonstrated a greater extent of 

distant metastasis. CONCLUSIONS: Serial passaging of tumor creates more 

aggressive variants of human pancreatic cancer cell lines regardless of Kras 

mutation. The aggressive variants can be used to study the molecular basis of 

highly malignant pancreatic cancer and to screen for effective agents against 

this disease. 
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RESUMEN / SUMMARY:  - Sann-Joong-Kuey-Jian-Tang (SJKJT), a traditional 

Chinese medicinal prescription,  has been used for the treatment of 

lymphadenopathy and solid tumors, and has shown therapeutic potential in 

several human malignant tumor cell lines. However, the efficacy and molecular 

mechanisms of action of SJKJT in human pancreatic cancer have not yet been 

elucidated. In the present study, we evaluated the cytotoxic effects of SJKJT on 

BxPC-3 human pancreatic carcinoma cells by MTT assay. The protein 

expression levels of myeloid cell leukemia 1 protein (Mcl-1),  translationally 

controlled tumor protein (TCTP), tumor necrosis factor-alpha (TNFalpha), 

caspase-8, caspase-3, Bax and Bcl-2 family in the BxPC-3 cells were measured 

by western blot analysis. The cell cycle was analyzed by flow cytometry. The 

protein expression of caspase-3 was also detected by immunocytochemistry 

(ICC). The results revealed that SJKJT inhibited the proliferation of BxPC-3 

cells in a time- and dose-dependent manner. The protein expression levels of 

TNF-alpha, caspase-8, caspase-3 and Bax increased in the BxPC-3 cells 

treated with SJKJT; however, the levels of Mcl-1, TCTP and Bcl-xL decreased. 

The results  also demonstrated that SJKJT increased the percentage of BxPC-3 

cells in the sub-G1 phase. In addition, ICC staining indicated that the protein 

expression of  caspase-3 was upregulated in the BxPC-3 cells treated with 

SJKJT. These findings  indicate that SJKJT inhibits the proliferation of BxPC-3 

cells through the extrinsic and intrinsic pathway, inducing apoptosis in vitro. Our 
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study, using BxPC-3 human pancreatic cancer cells, demonstrates that SJKJT 

has potential as a  chemotherapeutic agent for the treatment of pancreatic 

cancer. Further sutdies are warranted to fully elucidate its mechanisms of 

action. 
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RESUMEN / SUMMARY:  - We have previously demonstrated that ultraviolet (UV) 

light treatment is effective against various types of cancer cells expressing 

fluorescent proteins.  In order to further understand the efficacy of UV treatment 

of cancer cells, we determined the kinetics of focus formation by imaging of a 

DNA damage-response (DDR) protein after UVC irradiation of human 

pancreatic cancer cells. A fusion protein consisting of the DDR protein 53BP1 

and green fluorescent protein (GFP) (GFP-53BP1) was used as a live-cell 

imaging marker for cellular response after UVC irradiation. GFP-53BP1 foci 

were observed after UVC irradiation of MiaPaCa-2  human pancreatic cancer 

cells. During live-cell imaging, GFP-53BP1 foci were observed in the cells within 

15 min after UVC irradiation, and some of the foci remained stable for at least 

three hours. GFP-53BP1 focus formation was observed  in the pancreatic-

cancer cells irradiated by 25-200 J/m(2) UVC. Our results indicate that an early 

response to DNA damage caused by UVC irradiation can be visualized by 

increased GFP-53BP1 focus formation by pancreatic cancer cells. 
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RESUMEN / SUMMARY:  - Background: Pancreatic cancer is a devastating 

disease for which the role of dietary factors remains inconclusive. The study 

objective was to evaluate risk of pancreatic cancer associated with meat 

preparation methods and meat-related mutagen consumption using a clinic-

based case-control design. Methods: There were 384 cases and 983 controls; 

subjects provided demographic information and completed a 144-item food 

frequency questionnaire, which was used to estimate meat mutagen intake 

using the National Cancer Institute’s CHARRED database. Logistic regression 

was used to calculate odds ratios (OR) and 95% confidence intervals (95% CI), 

adjusted for factors including age, sex, cigarette smoking, body mass index, 

and diabetes mellitus. Results: Overall, the findings were null  with respect to 

meat mutagen intake and pancreatic cancer. Conclusion: The results do not 

support an association between well-done meat or meat-related mutagen intake 

and pancreatic cancer and contrast with generally increased risks  reported in 

previous studies. Impact: These data contribute to evidence regarding 

pancreatic cancer and potentially carcinogenic compounds in meat. 
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RESUMEN / SUMMARY:  - OBJECTIVES: Intraduct papillary mucinous neoplasm 

(IPMN) is a pancreatic tumour that is often associated with chronic pancreatitis 
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(CP) in the surrounding pancreas. Type 1 autoimmune pancreatitis (AIP) is a 

fibro-inflammatory condition  with characteristic histological features and 

prominent IgG4+ plasma cells and is part of the spectrum of IgG4-related 

disease (IgG4-RD). The aim of this study was to determine whether CP 

associated with pancreatic IPMN commonly represents AIP.  METHODS: We 

identified two consecutive ‘index’ cases of pancreatic IPMN during routine 

reporting in which the adjacent pancreas showed morphological features 

suggestive of AIP. These cases were investigated using the Boston criteria for 

the histopathological diagnosis of IgG4-RD and the HISORt criteria for the 

clinical and histopathological diagnosis of AIP. Using the same criteria, we 

proceeded to a clinical review of 12 extra cases of IPMN in which the tumour or 

the surrounding pancreas showed significant lymphoplasmacytic inflammation 

and/or fibrosis. RESULTS: Both of the ‘index’ cases fulfilled the HISORt criteria 

for AIP and both had morphological features characteristic of IgG4-RD using the 

Boston criteria, although only one possessed features ‘highly suggestive of 

IgG4-RD’ after immunohistochemistry. Additionally, both ‘index’ cases had 

radiological features that could represent extrapancreatic manifestations. 

Review of the 12 additional cases of IPMN revealed no further examples 

showing co-existent AIP. CONCLUSION: While pancreatic IPMN and AIP may 

co-exist, most CP  associated with IPMN does not represent AIP. 
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RESUMEN / SUMMARY:  - Smoking and diabetes, consistent risk factors for 

pancreatic cancer, are also factors that influence telomere length maintenance. 

To test whether telomere length is associated with pancreatic cancer risk, we 

conducted a nested case-control study in the Alpha-Tocopherol, Beta-Carotene 

Cancer Prevention (ATBC) Study cohort of male smokers, aged 50-69 years at 

baseline. Between 1992 and 2004, 193 incident cases of pancreatic 

adenocarcinoma occurred (mean follow-up from blood draw: 6.3 years) among 

participants with whole blood samples available for telomere length assays. For 
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these cases and 660 controls, we calculated odds ratios (OR) and 95% 

confidence intervals using unconditional logistic regression, adjusting for age, 

number of years smoked regularly, and history of diabetes mellitus. Telomere 

length was categorized into quartiles (shortest to longest) and analyzed as both 

a categorical and a continuous normal  variable (reported per 0.2 unit increase 

in telomere length). All statistical tests were two-sided. Longer telomere length 

was significantly associated with increased pancreatic cancer risk (continuous 

OR=1.26 95% CI=1.09-1.46; highest quartile compared to lowest, OR=1.57, 

95% CI=1.01-2.43, p-trend=0.007). This association remained for subjects 

diagnosed within the first five years of blood  draw(continuous OR=1.46, 95% 

CI=1.19-1.79 highest quartile OR=2.92, 95%CI=1.47-5.77, p-trend=0.002), but 

not those diagnosed greater than five years  after blood draw (continuous 

OR=1.03, 95%CI=0.85-1.22; highest quartile OR=1.04,  95%CI=0.60-1.79). 

This is the first prospective study to suggest an association between longer 

blood leukocyte telomere length and increased pancreatic cancer risk. © 2013 

Wiley Periodicals, Inc. 
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RESUMEN / SUMMARY:  - Tumor protein p53-induced nuclear protein 1 

(TP53INP1) is involved in cell stress response. Its expression is lost at the 

pancreatic intraepithelial neoplasia 1b (PanIN1b)/PanIN2 stage of pancreatic 

carcinogenesis. Our objective was to determine whether TP53INP1 loss of 

expression contributes to pancreatic cancer formation in a conditional 

KrasG12D mouse model. We generated Kras-INP1KO mice using LSL-

Kras(G12D/+);Pdx1-Cre(+/-) mice (Kras mice) and TP53INP1(-/-) mice. 

Analysis of pancreases during ageing shows that in the presence of activated 

Kras, TP53INP1 loss of expression accelerated PanIN formation and increased 

pancreatic injury and the number of high-grade lesions as compared with what 

occurs in Kras mice. Moreover, cystic lesions resembling intraductal papillary 
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mucinous neoplasm (IPMN) were observed as early as 2 months of age. 

Remarkably, TP53INP1 is down-regulated in human IPMN. Activation of the 

small GTPase Rac1 shows that more oxidative stress is generated in Kras-

INP1KO than in Kras mice pancreas despite elevated levels of the Nrf2 

antioxidant regulator. We firmly establish the link between Kras-INP1KO 

pancreatic phenotype and oxidative stress  with rescue of the phenotype by the 

antioxidant action of N-acetylcysteine. Our data provide in vivo functional 

demonstration that TP53INP1 deficiency accelerates progression of pancreatic 

cancer, underlining its role in the occurrence of IPMN and highlighting the 

importance of TP53INP1 in the control of  oxidative status during development 

of pancreatic cancer. 
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RESUMEN / SUMMARY:  - WHAT IS KNOWN AND OBJECTIVE: Sunitinib can 

improve progression-free survival and  overall survival in patients with advanced 

pancreatic neuroendocrine tumor (PNET). From clinical trial, most commonly 

reported adverse events of sunitinib were neutropenia (12%), diarrhea (10%), 

asthenia (7%), erythrodysesthesia (7%), hypertension (7%) and 

thrombocytopenia (6%). CASE SUMMARY: We report a patient with PNET with 

liver metastases who developed hyperammonemia with a low dosage of 

sunitinib probably contributed by the presence of liver metastases. WHAT IS 

NEW AND CONCLUSIONS: We would like to draw attention to the potential risk 

of sunitinib induced hyperammonemic encephalopathy even with a low dosage 

of sunitinib. The absence of sunitinib-induced hyperammonemia during its initial 

course does not rule out this possibility if there is increased in liver metastases. 

We suggest checking the ammonia level if patient on sunitinib presented with 

altered sensorium even if the liver function is normal. 
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RESUMEN / SUMMARY:  - PURPOSE: Stereotactic body radiation therapy (SBRT) 

provides high rates of local  control (LC) and margin-negative (R0) resections 

for locally advanced pancreatic  cancer (LAPC) and borderline resectable 

pancreatic cancer (BRPC), respectively, with minimal toxicity. METHODS AND 

MATERIALS: A single-institution retrospective  review was performed for 

patients with nonmetastatic pancreatic cancer treated with induction 

chemotherapy followed by SBRT. SBRT was delivered over 5 consecutive 

fractions using a dose painting technique including 7-10 Gy/fraction  to the 

region of vessel abutment or encasement and 5-6 Gy/fraction to the remainder 

of the tumor. Restaging scans were performed at 4 weeks, and resectable 

patients were considered for resection. The primary endpoints were overall 

survival (OS) and progression-free survival (PFS). RESULTS: Seventy-three 

patients were evaluated, with a median follow-up time of 10.5 months. Median 

doses of 35 Gy and 25 Gy were delivered to the region of vessel involvement 

and the remainder of the tumor, respectively. Thirty-two BRPC patients (56.1%) 

underwent surgery, with 31 undergoing an R0 resection (96.9%). The median 

OS, 1-year OS, median PFS, and 1-year PFS for BRPC versus LAPC patients 

was 16.4 months versus 15 months, 72.2% versus 68.1%, 9.7 versus 9.8 

months, and 42.8% versus 41%, respectively (all P>.10). BRPC patients who 

underwent R0 resection had improved median OS (19.3 vs 12.3 months; 

P=.03), 1-year OS (84.2% vs 58.3%; P=.03), and 1-year PFS (56.5% vs 25.0%; 

P<.0001), respectively, compared with all nonsurgical patients. The 1-year LC 

in nonsurgical patients was 81%. We did not observe acute grade >/=3 toxicity, 

and late grade >/=3 toxicity was minimal (5.3%). CONCLUSIONS: SBRT safely 

facilitates margin-negative resection in patients with BRPC pancreatic cancer 

while maintaining a high rate of LC in unresectable patients. These data support 

the expanded implementation of SBRT for pancreatic cancer. 

 

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

[63] 

TÍTULO / TITLE:  - Solid-pseudopapillary neoplasm of the pancreas: Awareness of 

unusual clinical presentations and morphology of the clear cell variant can 

prevent diagnostic errors. 

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

REVISTA / JOURNAL:  - Diagn Cytopathol. 2013 Apr 15. doi: 10.1002/dc.22989. 

http://dx.doi.org/10.1016/j.ijrobp.2013.02.022
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23584981&dopt=Abstract


51 

 

 ●●Enlace al texto completo (gratuito o de pago) 1002/dc.22989 

AUTORES / AUTHORS:  - Zhao P; Debrito P; Ozdemirli M; Sidawy MK 

INSTITUCIÓN / INSTITUTION:  - Department of Pathology, Georgetown University 

Hospital, Washington, District of  Columbia. 

RESUMEN / SUMMARY:  - Solid-pseudopapillary neoplasm (SPN) of the pancreas 

is a rare neoplasm predominantly reported in young women. It classically 

presents as a large tumor with cystic and solid components. The major 

differential diagnosis includes pancreatic neuroendocrine tumor (PanNET). This 

study presents our experience with this tumor with emphasis on the 

morphologic features of the clear cell variant of SPN. Fifteen histologically 

confirmed SPN were identified in our files. Endoscopic ultrasound-guided fine 

needle aspirations (EUS-guided FNA) were performed in 8/15 cases. Patients’ 

demographics, cytohistologic correlation and tumor characteristics were 

evaluated. Eleven of the 15 subjects were female and four were male with an 

age range of 17-73 years. Twelve SPN were located in the pancreatic body/tail, 

and three in the head. Tumor size ranged from 1.5 to 8.5 cm and 11 were solid. 

Of the eight EUS-guided FNA, four were diagnosed as SPN, two as SPN vs. 

PanNET, one as malignant with signet ring features, and one was 

nondiagnostic. Immunohistochemistry was performed on six/eight FNA cell 

blocks and 13/15 surgical specimens. Two of the 15 cases were classified as 

clear cell variants of SPN. Our study shows that SPN may occur in males and 

older adults, and present as a small or solid tumor. The clear cell variant of 

SPN, characterized by vacuolated cytoplasm and signet cell morphology, may 

pose a diagnostic challenge on FNA. Awareness of the wide spectrum of SPN 

clinical presentations, the morphology of its clear cell variant and the 

appropriate use of ancillary immunohistochemistry can prevent diagnostic 

errors. Diagn. Cytopathol. 2013. © 2013 Wiley Periodicals, Inc. 
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RESUMEN / SUMMARY:  - Studies over 5 decades have examined ABO blood 

groups and risk of pancreatic cancer in Western, Asian, and other populations, 

though no systematic review has  been published. We studied data from 908 

pancreatic cancer cases and 1,067 population controls collected during 

December 2006-January 2011 in urban Shanghai, China, and reviewed the 

literature for all studies of this association. Random-effects meta-analysis 

provided summary odds ratio estimates according to blood group and by 
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populations endemic versus nonendemic for cytotoxin-associated gene A 

(CagA)-positive Helicobacter pylori. In our Shanghai study, versus group O, 

only ABO group A was associated with risk (odds ratio (OR) = 1.60, 95% 

confidence interval (CI): 1.27, 2.03). In 24 pooled studies, group A showed 

increased risk in both CagA-nonendemic and -endemic populations (ORpooled 

= 1.40, 95% CI: 1.32, 1.49). In nonendemic populations, groups B and AB were 

also associated with higher risk (OR = 1.38, 95% CI: 1.16, 1.64; and OR = 1.52, 

95% CI: 1.24, 1.85, respectively). However, in CagA-endemic populations, 

groups B and AB were not associated with risk (OR = 1.05, 95% CI: 0.92, 1.19; 

and OR = 1.13, 95% CI: 0.92, 1.38, respectively). These population differences 

were significant. One explanation for contrasts in associations of blood groups 

B and AB between CagA-endemic and -nonendemic populations could involve 

gastric epithelial expression of A versus B antigens on colonization behaviors of 

CagA-positive and  CagA-negative H. pylori strains. 
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RESUMEN / SUMMARY:  - PURPOSE: There is mounting evidence that shift work 

involving night work increases cancer risk. We examined the relationship 

between working rotating shifts and the risk of death from pancreatic cancer on 

the basis of data from the Japanese Collaborative Cohort Study (JACC Study). 

METHODS: The present analysis was restricted to 22,224 men who were 40-65 

years of age at baseline (1988-1990)  and who reported working full time or 

were self-employed in the JACC Study. The subjects were followed through 31 

December 2009. Information on occupation and lifestyle factors was collected 

using a self-administered questionnaire. The Cox  proportional hazards model 

was used to estimate the relative risk (RR) and 95 % confidence interval (CI) for 

the risk of death from pancreatic cancer in relation to shift work. RESULTS: 

During the follow-up period, 127 pancreatic cancer deaths were observed. 

Overall, we found no statistically significant increase in the risk of death from 

pancreatic cancer associated with rotating shift work. As compared to day-shift 

workers, the RRs were 0.83 (95 % CI 0.43-1.60) for rotating shift workers and 
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0.61 (95 % CI 0.22-1.60) for fixed night-shift workers, after adjustment for 

potential confounding factors. The multivariable-adjusted RR was 1.34 (95 % CI 

0.66-2.75) among rotating shift workers in the analysis restricted  to men who 

reported working full time at baseline. CONCLUSIONS: Our data did not  

support the hypothesis that shift work is significantly associated with the risk  of 

death from pancreatic cancer in this cohort of Japanese men. 
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RESUMEN / SUMMARY:  - OBJECTIVE:: To validate the 2010 American Joint 

Committee on Cancer (AJCC) and 2006 European Neuroendocrine Tumor 

Society (ENETS) tumor staging systems for pancreatic neuroendocrine tumors 

(PanNETs) using the largest, single-institution  series of surgically resected 

patients in the literature. BACKGROUND:: The natural history and prognosis of 

PanNETs have been poorly defined because of the  rarity and heterogeneity of 

these neoplasms. Currently, there are 2 main staging  systems for PanNETs, 

which can complicate comparisons of reports in the literature and thereby 

hinder progress against this disease. METHODS:: Univariate and multivariate 

analyses were conducted on the prognostic factors of survival using 326 

sporadic, nonfunctional, surgically resected PanNET patients who were cared 

for at our institution between 1984 and 2011. Current and proposed models 

were tested for survival prognostication validity as measured by discrimination 

(Harrel’s c-index, HCI) and calibration. RESULTS:: Five-year overall-survival 

rates for AJCC stages I, II, and IV are 93% (88%-99%), 74% (65%-83%), and 

56% (42%-73%), respectively, whereas ENETS stages I, II, III, and IV are 97% 
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(92%-100%), 87% (80%-95%), 73% (63%-84%), and 56% (42%-73%), 

respectively. Each model has an HCI of 0.68, and they are no different in their 

ability to predict survival. We developed a simple prognostic tool just using 

grade, as measured by  continuous Ki-67 labeling, sex, and binary age that has 

an HCI of 0.74. CONCLUSIONS:: Both the AJCC and ENETS staging systems 

are valid and indistinguishable in their survival prognostication. A new, simpler 

prognostic tool can be used to predict survival and decrease interinstitutional 

mistakes and uncertainties regarding these neoplasms. 
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RESUMEN / SUMMARY:  - We have shown previously that norepinephrine induces 

migratory activity of tumour cells from breast, colon and prostate tissue via 

activation of beta-2 adrenergic  receptors. Consequently, this effect can be 

inhibited pharmacologically by clinically established beta-blockers. Tumour cell 

migration is a prerequisite for metastasis formation, and accordingly we and 

others have shown that breast cancer patients, which take beta-blockers due to 

hypertension, have reduced metastasis formation and increased survival 

probability as compared to patients without hypertension or using other anti-

hypertensive medication. Unlike the aforementioned tumour cells, pancreatic 

cancer cells show a reduced migratory activity upon norepinephrine treatment. 

By means of our three-dimensional, collagen-based cell migration assay, we 

have investigated the signal transduction pathways involved in this 

phenomenon. We have found that this conflicting effect  of norepinephrine on 

pancreatic cancer cells is due to an imbalanced activation of the two pathways 

that usually mediate a pro-migratory effect of norepinephrine in other tumour 

cell types. Firstly, the inhibitory effect results from activation of a pathway which 

causes a strong increase of the secondary cell signalling molecule, cAMP. In 

addition, activation of phospholipase C gamma and the downstream protein 

kinase C alpha were shown to be already activated in pancreatic cancer cells 

and cannot be further activated by norepinephrine. We hypothesize that this 
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constitutive activation of the phospholipase C gamma pathway is due to a 

cross-talk with receptor tyrosine kinase signalling, and this might also deliver an 

explanation for the unusual high spontaneous migratory activity of pancreatic 

cancer cells. 
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RESUMEN / SUMMARY:  - BACKGROUND: The potential for malignant 

transformation varies among pancreatic cystic neoplasms (PCN) subtypes. 

Imaging and cyst fluid analysis are used to identify premalignant or malignant 

cases that should undergo operative resection, but the accuracy of operative 

decision-making process is unclear. The objective of this study was to 

characterize misdiagnoses of PCN and determine how often operations are 

undertaken for benign, non-premalignant disease. METHODS: A retrospective 

analysis of patients undergoing pancreatic resection for the preoperative 

diagnosis of PCN was undertaken. Preoperative and pathological diagnoses 

were compared to measure diagnostic accuracy. RESULTS: Between 1999 and 

2011, 74 patients underwent pancreatic resection for the preoperative diagnosis 

of PCN. Preoperative classification of mucinous vs. non-mucinous PCN was 

correct  in 74 %. The specific preoperative PCN diagnosis was correct in 47 %, 

but half of incorrect preoperative diagnoses were clinically equivalent to the 

pathological diagnoses. The likelihood that the pathological diagnosis was of 

higher malignant potential than the preoperative diagnosis was 7 %. In 20 % of 

cases, the preoperative diagnosis was premalignant or malignant, but the 

pathological diagnosis was benign. Diagnostic accuracy and the rate of 

undercall diagnoses and overcall operations did not change with the use of EUS 

or during the time period  of this analysis. CONCLUSIONS: Precise, 

preoperative classification of PCN is frequently incorrect but results in 

appropriate clinical decision-making in three-quarters of cases. However, one in 

five pancreatic resections performed for PCN was for benign disease with no 

malignant potential. An appreciation for the rate of diagnostic inaccuracies 

should inform our operative management of PCN. 
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101. doi: 10.1016/j.bbrc.2013.03.059. Epub 2013 Mar 27. 
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Y; Ge Y; Yu Q 

INSTITUCIÓN / INSTITUTION:  - Beijing Institute of Transfusion Medicine, Beijing, 

PR China; College of Life Science, Jilin University, Changchun, PR China. 

RESUMEN / SUMMARY:  - Pancreatic cancer is a lethal human malignancy with an 

extremely poor prognosis and urgently requires new therapies. Histone 

deacetylase inhibitors (HDACIs) represent a new class of anticancer agents and 

have shown promising antitumor activities in preclinical models of pancreatic 

cancer. In this study, we sought to determine the antitumor effects of a novel 

HDACI, chidamide (CS055), in pancreatic cancer cells alone or in combination 

with gemcitabine. Treatments of BxPC-3 or PANC-1 pancreatic cancer cell lines 

with chidamide resulted in dose- and time-dependent growth arrest, 

accompanied by induction of p21 expression. When combined in a sequential 

schedule, chidamide synergistically enhanced gemcitabine-induced cell growth 

arrest and apoptosis, accompanied by cooperative  downregulation of Mcl-1 

and loss of mitochondrial membrane potential (DeltaPsim). Chidamide 

enhanced gemcitabine-induced DNA double-strand breaks and S phase arrest, 

and abrogated the G2/M cell cycle checkpoint, potentially through suppression 

of CHK1 expression. Our results suggest that chidamide has a therapeutic 

potential for treating pancreatic cancer, especially in combination with 

gemcitabine. 

 

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

[70] 

TÍTULO / TITLE:  - Nanosecond pulsed electric field stimulation of reactive oxygen 

species in human  pancreatic cancer cells is Ca-dependent. 
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RESUMEN / SUMMARY:  - The cellular response to 100ns pulsed electric fields 

(nsPEF) exposure includes the formation of transient nanopores in the plasma 

membrane and organelle membranes, an immediate increase in intracellular 

Ca2+, an increase in reactive oxygen species (ROS), DNA fragmentation and 

caspase activation. 100ns, 30kV/cm nsPEF stimulates an increase in ROS 

proportional to the pulse number. This increase is inhibited by the anti-oxidant, 

Trolox, as well as the presence of Ca2+ chelators in the intracellular and 

extracellular media. This suggests that the nsPEF-triggered Ca2+ increase is 

required for ROS generation. 
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TÍTULO / TITLE:  - RE: CA 19-9 in Potentially Resectable Pancreatic Cancer: 

Perspective to Adjust Surgical and Preoperative Therapy. 
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TÍTULO / TITLE:  - Split-Bolus Spectral Multidetector CT of the Pancreas: 

Assessment of Radiation Dose and Tumor Conspicuity. 

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

REVISTA / JOURNAL:  - Radiology. 2013 May 14. 

 ●●Enlace al texto completo (gratuito o de pago) 1148/radiol.13121409 

AUTORES / AUTHORS:  - Brook OR; Gourtsoyianni S; Brook A; Siewert B; Kent T; 

Raptopoulos V 

INSTITUCIÓN / INSTITUTION:  - Department of Radiology, Beth Israel Deaconess 

Medical Center, 330 Brookline Ave, Boston, MA 02215. 

RESUMEN / SUMMARY:  - Purpose:To assess tumor conspicuity and radiation 

dose with a new multidetector computed tomography (CT) protocol for 

pancreatic imaging that combines spectral CT and split-bolus injection.Materials 

and Methods:This study was approved by the institutional review board and 

compliant with HIPAA. The requirement for informed consent was waived. One 

hundred sixty-three consecutive patients referred for possible pancreatic mass 

underwent CT with either a standard or split-bolus spectral CT protocol 

depending on scanner availability. Split-bolus spectral CT (CT unit with spectral 

imaging) combines pancreatic and portal venous phases in a single scan: 70 
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seconds before CT, 100 mL of contrast material is injected for the portal venous 

phase followed approximately 35 seconds later by injection of 40 mL of contrast 

material to boost the pancreatic phase. Bolus tracking after the second bolus 

initiates scanning 15 seconds after aorta enhancement reaches 280 HU. 

Images were reconstructed at 60 and 77 keV. The standard protocol (64-

detector row unit) included unenhanced and pancreatic and portal venous 

phase imaging, with a single contrast material injection timed with bolus tracking 

15 seconds after aortic enhancement of 300 HU for the pancreatic phase and 

32 seconds later for the portal venous phase. Tumor conspicuity (difference in 

attenuation between tumor and pancreatic parenchyma) and contrast-to-noise 

ratio  (CNR) were determined. Attenuation of aorta, main portal vein, and liver 

were measured. Patient size and per-examination radiation dose were 

recorded. The heteroscedastic t test, Fisher exact test, and Mann-Whitney test 

were used for statistical analysis.Results:There were no significant differences 

in age, weight, and body mass index between patients in the standard CT (46 of 

80 patients had lesions) and split-bolus spectral CT (39 of 83 patients had 

lesions) groups; however, there were significantly more women in the split-bolus 

group (P  = .02). Tumor conspicuity and CNR were higher with the 60-keV split-

bolus protocol (89.1 HU +/- 56.6 and 8.8 +/- 6.2, respectively) than with the 

pancreatic or portal venous phase of the standard protocol (43.5 HU +/- 28.4 

and  4.5 +/- 3.0, and 51.5 HU +/- 30.3 and 5.6 +/- 4.0, respectively; P < .01 for 

all  comparisons). Dose-length product was 1112 mGy . cm +/- 437 with the 

standard protocol and 633 mGy . cm +/- 105 with the split-bolus protocol (P < 

.001).Conclusion:Split-bolus spectral multidetector CT resulted in vascular, liver, 

and pancreatic attenuation and tumor conspicuity equal to or greater than  that 

with multiphase CT, with a 43% reduction in radiation dose.© RSNA, 

2013Supplemental 

material:http://radiology.rsna.org/lookup/suppl/doi:10.1148/radiol.13121409/-

/DC1 . 
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INSTITUCIÓN / INSTITUTION:  - Henry Janowitz Division of Gastroenterology, Icahn 

School of Medicine at Mount Sinai. 

RESUMEN / SUMMARY:  - PURPOSE: Pancreatic ductal adenocarcinoma (PDAC) 

is associated with the breast ovarian cancer syndrome (BRCA1/BRCA2) 

mutations. It is unknown if this association is causal. EXPERIMENTAL 

DESIGN: This is a single site study of patients who underwent surgical 

pancreatic tumor resection and self-identified as Ashkenazi Jewish (AJ). DNA 

from normal pancreatic tissue was genotyped for the three AJ BRCA1/2 founder 

mutations BRCA1 185delAG, BRCA1 5382insC, and BRCA2 6174delT), and 

loss of heterozygosity (LOH) determined by sequencing DNA from 

microdissected tumor. When additional tumor tissue was available, p53 

immunohistochemistry (IHC) was performed. RESULTS: 37 patients underwent 

surgery  for PDAC, 7 for intraductal papillary mucinous neoplasm (IPMN), and 

19 for other  diseases. A high prevalence of BRCA1/2 mutations was found in 

the surgical cohort (12/63, or 19.0%, p<0.001), PDAC cohort (8/37, or 21.6%, 

p<0.001), and IPMN cohort (2/7 or 28.6%, p=.01) compared to published control 

mutation frequency. A  high prevalence of BRCA1 185delAG (8.1%, p<0.001) 

and BRCA2 6174delT (10.8%, p<0.001) in AJ PDAC patients was 

demonstrated. BRCA1/2 LOH was found in 2/4 BRCA1-associated PDACs and 

¾ BRCA2-associated PDACs. Positive p53 IHC was found in 5/8 BRCA1/2 

PDACs. CONCLUSIONS: We demonstrate a high prevalence of BRCA1/2 

mutations with LOH in an AJ cohort of surgically resected PDAC and neoplastic 

lesions, suggesting these germline mutations are causal in select individuals. 

 

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

[74] 

TÍTULO / TITLE:  - Ex vivo analysis of pancreatic cancer-infiltrating T lymphocytes 

reveals that ENO-specific Tregs accumulate in tumor tissue and inhibit 

Th1/Th17 effector cell  functions. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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Experimental and Clinical Medicine,  University of Florence, Largo Brambilla 3, 

50134, Florence, Italy, aamedei@unifi.it. 

RESUMEN / SUMMARY:  - Pancreatic cancer (PC) is an aggressive disease with 

dismal prognosis. Surgical resection is the recommended treatment for long-

term survival, but patients with  resectable PC are in the minority (with a 5-year 

survival rate of 20 %). Therefore, development of novel therapeutic strategies, 
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such as anti-PC immunotherapy, is crucial. alpha-Enolase (ENO1) is an 

enzyme expressed on the surface of pancreatic cancer cells and is able to 

promote cell migration and cancer metastasis. The capacity of ENO1 to induce 

an immune response in PC patients renders it a true tumor-associated antigen. 

In this study, we characterized the effector functions of ENO1-specific T cells 

isolated from PC patients, and we specifically evaluated the successful role of 

intra-tumoral T helper 17 (Th17) cells and the inhibitory role of regulatory T 

(Tregs) cells in respectively promoting or reducing the cancer-specific immune 

response. In this ex vivo study, we have demonstrated, for the first time, that 

ENO1-specific Th17  cells have a specific anti-cancer effector function in PC 

patients, and that there are decreased levels of these cells in cancer compared 

to healthy mucosa. Conversely, there are elevated levels of ENO1-specific 

Tregs in PC patients which lead to inhibition of the antigen-specific effector T 

cells, thus highlighting a  possible role in promoting PC progression. These 

results may be relevant for the  design of novel immunotherapeutic strategies in 

pancreatic cancer. 
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TÍTULO / TITLE:  - Silencing of MBD1 reverses pancreatic cancer therapy 

resistance through inhibition of DNA damage repair. 

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

REVISTA / JOURNAL:  - Int J Oncol. 2013 Jun;42(6):2046-52. doi: 
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INSTITUCIÓN / INSTITUTION:  - Department of Pancreatic and Hepatobiliary 

Surgery, Fudan University Shanghai Cancer Center, Shanghai 200032, P.R. 
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RESUMEN / SUMMARY:  - High resistance to traditional chemo- and radiotherapies 

contributes to the poor  prognosis of pancreatic cancer (PC). Methyl-CpG 

binding domain protein 1 (MBD1),  which plays an important role in disease 

progression, contributes to the drug resistance of PC cells; however, the 

mechanism underlying the drug resistance endowed by MBD1 remains 

unknown. In this study, we found that MBD1 was recruited  to DNA damage 

sites under DNA damage conditions. Silencing of MBD1 significantly  impaired 

activation of the DNA damage checkpoint response and inhibited DNA repair 

capacity. MBD1 binds mediator of DNA damage checkpoint protein 1 (MDC1), 

which is induced by radiation and regulates NBS1 activation in the presence of 

DNA damage repair. Knockdown of MBD1 significantly increased the sensitivity 

of cells to radiation and cisplatin (diamindichloridoplatin, DDP) in vitro. 

Importantly, the function of MBD1 in regulating chemoradioresistance is also 
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partially dependent on DNA damage repair. Thus, we hypothesize that MBD1 

may promote PC chemoradioresistance by regulating PC cell fate in the 

presence of DNA damage. Collectively, these findings reveal an important 

function of MBD1 in DNA  repair and mediation of chemoradioresistance of 

cancer cells. Moreover, this study suggests that MBD1 is a promising molecular 

target for sensitizing resistant PC tumor cells to chemoradiotherapy. 
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TÍTULO / TITLE:  - Pancreatic tumours escape from translational control through 

4E-BP1 loss. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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RESUMEN / SUMMARY:  - The mRNA cap-binding protein eIF4E (eukaryotic 

translation initiation factor 4E)  permits ribosome recruitment to capped mRNAs, 

and its phosphorylated form has an  important role in cell transformation. The 

oncogenic function of eIF4E is, however, antagonised by the 

hypophosphorylated forms of the inhibitory eIF4E-binding proteins 1 and 2. 

eIF4E-binding protein 1 and 2 (4E-BP1 and 2) are  two major targets of the 

protein kinase mTOR, and are essential for the antiproliferative effects of mTOR 

inhibitors. Herein, we report that pancreas expresses specifically and massively 

4E-BP1 (4E-BP2 is nearly undetectable). However, 4E-BP1 expression is 

extinguished in more than half of the human pancreatic ductal 

adenocarcinomas (PDAC). 4E-BP1 shutoff is recapitulated in a mouse genetic 

model of PDAC, which is based on a pancreas-specific mutation of Kras, the 

more frequently mutated oncogene in human pancreatic tumours. 4E-BP1 

downregulation enhances eIF4E phosphorylation and facilitates pancreatic 

cancer cell proliferation in vitro and tumour development in vivo. Furthermore, 

4E-BP1 loss combined with the absence of 4E-BP2 renders eIF4E 

phosphorylation, protein synthesis and cell proliferation resistant to mTOR 

inhibition. However, proliferation can be better limited by a recently developed 

compound that mimics  the function of 4E-BP1 and 2 independently of mTOR 

inhibition.Oncogene advance online publication, 8 April 2013; 

doi:10.1038/onc.2013.100. 
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TÍTULO / TITLE:  - Heparanase promotes lymphangiogenesis and tumor invasion 

in pancreatic neuroendocrine tumors. 
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RESUMEN / SUMMARY:  - Heparan sulfate proteoglycans are an important and 

abundant component of the extracellular matrix, which undergo substantial 

remodeling throughout tumorigenesis via the enzymatic activity of heparanase. 

Heparanase has been shown to be upregulated in many human cancers; 

however, its specific functions in human pancreatic neuroendocrine tumors 

(PanNETs) and spontaneous mouse models of cancer have not been 

evaluated. Here, we investigated the role of heparanase in PanNETs  using 

patient samples and the RIP1-Tag2 (RT2) PanNET-transgenic mouse model. 

High heparanase expression significantly correlated with more advanced tumor 

stage, higher tumor grade and the presence of distant metastasis in PanNET 

patients. We  genetically manipulated heparanase levels in the RT2 model 

using heparanase-transgenic mice, which constitutively overexpress 

heparanase, and heparanase-knockout mice. Heparanase was found to have a 

critical role in promoting tumor invasion, through both macrophage and cancer 

cell sources in the  tumor microenvironment. In addition, elevated heparanase 

levels significantly increased peritumoral lymphangiogenesis in vivo and 

promoted the trans-differentiation of macrophages into lymphatic endothelial 

cell-like structures in culture. Conversely, we found that heparanase deletion led 

to increased angiogenesis and pericyte coverage. Together, these data identify 

important roles for heparanase in regulating several critical aspects of 

tumorigenesis, demonstrating that heparanase represents a potential 

therapeutic target for PanNET patients.Oncogene advance online publication, 6 

May 2013; doi:10.1038/onc.2013.142. 
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Lightfoot SA; Rao CV; Hanas JS 

INSTITUCIÓN / INSTITUTION:  - Department of Biochemistry and Molecular biology, 

PC Stephenson Cancer Center, University of Oklahoma Health Sciences 

Center, Oklahoma City, OK. 

RESUMEN / SUMMARY:  - Mass spectrometry (MS) has the unique ability to 

profile, in an easily accessible body tissue (peripheral blood/serum,) the sizes 

and relative amounts of a wide variety of biomolecules in a single platform 

setting. Using electrospray ionization (ESI)-MS, we distinguished individual 

serum from wild-type control mice from serum of mice containing an oncogenic 

Kras mutation, which leads to development of pancreatic ductal 

adenocarcinoma (PDAC) similar to that observed in humans. Identification of 

differences in significant ESI-MS sera mass peaks between Kras-activated mice 

and control mice was performed using t tests and a “nested leave one out” 

cross validation procedure. Peak distributions in serum of control mice from 

mice with Kras-mutant dependent PDAC were distinguished from those of 

pancreatic intraepithelial neoplasia (PanIN) lesions (p value = 0.00024). In 

addition, Kras mutant mice with PDAC were distinguished from Kras mutant 

mice with PanIN alone (p value = 0.0057). Test specificity, a measure of the 

false positives, was greater for the control versus Kras mutated mice, and the 

test sensitivity, a measure of false negatives, was greater for the PDAC versus 

PanIN containing mice. Receiver operator characteristic (ROC) curve 

discriminatory values were 0.85 for both comparisons. These studies indicate 

ESI-MS serum mass profiling can detect physiological changes associated with 

pancreatic cancer initiation and development in a GEM (genetic engineered 

mouse)  model that mimics pancreatic cancer development in humans. Such 

technology has the potential to aid in early detection of pancreatic cancer, and 

in developing therapeutic drug interventions. © 2013 Wiley Periodicals, Inc. 
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perfusion CT for monitoring therapy for hepatocellular carcinoma. 
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chemotherapy enhances survival in a murine model of pancreatic carcinoma. 
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RESUMEN / SUMMARY:  - Pancreatic cancer is an extremely aggressive 

malignancy with a dismal prognosis.  Cancer patients and tumor-bearing mice 

have multiple immunoregulatory subsets including regulatory T cells (Tregs) 

and myeloid-derived suppressor cells (MDSC)  that may limit the effectiveness 

of anti-tumor immunotherapies for pancreatic cancer. It is possible that 

modulating these subsets will enhance anti-tumor immunity. The goal of this 

study was to explore depletion of immunoregulatory cells to enhance dendritic 

cell (DC)-based cancer immunotherapy in a murine model of pancreatic cancer. 

Flow cytometry results showed an increase in both Tregs and MDSC in 

untreated pancreatic cancer-bearing mice compared with control. Elimination of 

Tregs alone or in combination with DC-based vaccination had no effect on 

pancreatic tumor growth or survival. Gemcitabine (Gem) is a chemotherapeutic 

drug routinely used for the treatment for pancreatic cancer patients. Treatment 

with Gem led to a significant decrease in MDSC percentages in the spleens of 

tumor-bearing mice, but did not enhance overall survival. However, combination 

therapy with DC vaccination followed by Gem treatment led to a significant 

delay in tumor growth and improved survival in pancreatic cancer-bearing mice. 

Increased MDSC were measured in the peripheral blood of patients with 

pancreatic cancer. Treatment with Gem also led to a decrease of this population 

in pancreatic cancer patients, suggesting that combination therapy with DC-

based cancer vaccination and Gem may lead to improved treatments  for 

patients with pancreatic cancer. 
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TÍTULO / TITLE:  - CIP2A expression is associated with altered expression of 

epithelial-mesenchymal  transition markers and predictive of poor prognosis in 

pancreatic ductal adenocarcinoma. 
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RESUMEN / SUMMARY:  - CIP2A has been regarded as a novel potential 

therapeutic target for multiple cancers. The aim of this study was to detect 

CIP2A expression in pancreatic ductal adenocarcinoma (PDA) and to analyze 

its association with prognosis of PDA  patients. The expression of CIP2A and 

three epithelial-mesenchymal transition (EMT)-related proteins (E-cadherin, N-

cadherin, and vimentin) was examined in 96  PDA tissue samples by 

immunohistochemistry. Fifty-four cases (56.3 %) were defined as positive for 

CIP2A expression. Immunohistochemistry showed that CIP2A  expression was 

correlated with poor tumor differentiation, TNM stage, and lymph node 

metastasis. Kaplan-Meier survival analysis showed that patients with CIP2A-

positive expression showed lower overall survival rate than those with CIP2A-

negative expression. Multivariate analysis showed that CIP2A expression was 

an independent prognostic factor for PDA patients. Furthermore, positive 

expression of CIP2A was strongly associated with loss of the epithelial marker 

E-cadherin and acquisition of the expression of the mesenchymal markers N-

cadherin and vimentin. These findings suggest that CIP2A might promote EMT 

and  progression in PDA, and thus may be a potential therapeutic target for 

patients with PDA. 

 

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

[82] 

TÍTULO / TITLE:  - Distinctive Histopathologic Findings of Pancreatic Hamartomas 

Suggesting Their “Hamartomatous” Nature: A Study of 9 Cases. 

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

REVISTA / JOURNAL:  - Am J Surg Pathol. 2013 May 24. 

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

1097/PAS.0b013e318283ce4c 

AUTORES / AUTHORS:  - Yamaguchi H; Aishima S; Oda Y; Mizukami H; Tajiri T; 

Yamada S; Tasaki T; Yamakita K; Imai K; Kawakami F; Hara S; Hanada K; 

Iiboshi T; Fukuda T; Imai H; Inoue H; Nagakawa T; Muraoka S; Furukawa T; 

Shimizu M 

INSTITUCIÓN / INSTITUTION:  - *Department of Pathology, Saitama International 

Medical Center, Saitama Medical University, Hidaka daggerDepartment of 

Anatomic Pathology, Graduate School of Medical Sciences, Kyushu University, 

Fukuoka double daggerDepartment of Gastrointestinal Surgery, Showa 

University Fujigaoka Hospital, Yokohama section signDepartment of Pathology, 

Tokai University Hachioji Hospital, Tokyo ***Institute for Integrated Medical 

Sciences, Tokyo Women’s Medical University, Tokyo parallelDepartment of 

Pathology and Cell Biology, School of Medicine, University of Occupational and 

Environmental Health, Kitakyushu paragraph signDepartment of Internal 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23715157&dopt=Abstract
http://dx.doi.org/10.1097/PAS.0b013e318283ce4c


66 

 

Medicine, Division of Metabolism and Biosystemic Science #Department of 
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RESUMEN / SUMMARY:  - Pancreatic hamartoma is a rare tumor, and its 

characteristic histopathologic features have not yet been fully evaluated. In this 

study, we collected 9 cases of pancreatic hamartoma to elucidate distinctive 

histopathologic features that can serve to establish this tumor as a clear 

disease entity and thus formulate useful histopathologic criteria for this tumor. 

The cases comprised 4 men and 5 women with a mean age of 62.7 years. The 

average tumor diameter was 3.3 cm. All patients underwent surgical treatment, 

and none showed any recurrence postoperatively. Macroscopically, pancreatic 

hamartomas were well-demarcated tumors with a solid or solid and cystic 

appearance. Microscopically, these tumors comprised mature acini and small-

sized to medium-sized ducts showing a distorted  architecture with various 

amounts of fibrous stroma. Strikingly, the tumors consistently lacked concentric 

elastic fibers in their duct walls, peripheral nerves, and well-formed islets of 

Langerhans, all of which exist in both the normal and atrophic pancreas. 

Immunohistochemically, scattered chromogranin A-positive neuroendocrine 

cells were observed in the acinar and ductal components. Ductal components 

were positive for S-100 protein. Spindle-shaped stromal cells expressed CD34 

and/or c-kit. These histopathologic features were distinct from those of 5 cases 

of pancreatic ductal adenocarcinoma, 3 cases of type 1 autoimmune 

pancreatitis (lymphoplasmacytic sclerosing pancreatitis), 3 cases of alcoholic 

chronic pancreatitis, and 5 cases of normal pancreas. In conclusion, pancreatic 

hamartomas share some distinctive histopathologic features and clinical 

outcomes (neither recurrence nor metastasis) that allow them to be interpreted 

as malformative lesions. The term “hamartoma” is appropriate for these unique 

lesions. 
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RESUMEN / SUMMARY:  - OBJECTIVES: Emerging evidence from mouse models 

suggests that mutant Kras can drive the development of pancreatic ductal 

adenocarcinoma (PDA) precursors from acinar cells by enforcing ductal de-

differentiation at the expense of acinar identity. Recently, human genome-wide 

association studies have identified NR5A2,  a key regulator of acinar function, 

as a susceptibility locus for human PDA. We investigated the role of Nr5a2 in 

exocrine maintenance, regeneration and Kras driven neoplasia. DESIGN: To 

investigate the function of Nr5a2 in the pancreas, we generated mice with 

conditional pancreatic Nr5a2 deletion (PdxCrelate; Nr5a2c/c). Using this model, 

we evaluated acinar differentiation, regeneration after caerulein pancreatitis and 

Kras driven pancreatic neoplasia in the setting  of Nr5a2 deletion. RESULTS: 

We show that Nr5a2 is not required for the development of the pancreatic 

acinar lineage but is important for maintenance of  acinar identity. Nr5a2 

deletion leads to destabilisation of the mature acinar differentiation state, acinar 

to ductal metaplasia and loss of regenerative capacity following acute caerulein 

pancreatitis. Loss of Nr5a2 also dramatically  accelerates the development of 

oncogenic Kras driven acinar to ductal metaplasia  and PDA precursor lesions. 

CONCLUSIONS: Nr5a2 is a key regulator of acinar plasticity. It is required for 

maintenance of acinar identity and re-establishing acinar fate during 

regeneration. Nr5a2 also constrains pancreatic neoplasia driven by oncogenic 

Kras, providing functional evidence supporting a potential role as a susceptibility 

gene for human PDA. 
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RESUMEN / SUMMARY:  - Poria cocos is a medicinal mushroom that is widely 

used in traditional Asian medicine. Here, we show that a characterized mixture 

of triterpenes extracted from P. cocos (PTE) and three purified triterpenes: 

pachymic acid (PA), dehydropachymic acid (DPA) and polyporenic acid C 
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(PPAC) suppress the proliferation of the human pancreatic cancer cell lines 

Panc-1, MiaPaca-2, AsPc-1 and BxPc-3. Moreover, the most effective 

compound, PA, only slightly affects the  proliferation of HPDE-6 normal 

pancreatic duct epithelial cells. The anti-proliferative effects of PTE on BxPc-3 

cells are mediated by the cell cycle  arrest at G0/G1 phase. DNA microarray 

analysis demonstrated that PTE significantly downregulates the expression of 

KRAS and matrix metalloproteinase-7 (MMP-7) in BxPc-3 cells. In addition, PTE 

and PA suppress the invasive behavior of BxPc-3 cells. The inhibition of 

invasiveness by PTE and PA was associated with the reduction of MMP-7 at 

the protein level and the role of MMP-7 further confirmed by the gene silencing 

of MMP-7 which also suppressed the invasiveness of BxPc-3 cells. In 

conclusion, triterpenes from P. cocos demonstrate anticancer  and anti-invasive 

effects on human pancreatic cancer cells and can be considered  as new 

therapeutic agents in the treatment of pancreatic cancer. 
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RESUMEN / SUMMARY:  - Aberrant expression of pancreatic adenocarcinoma 

upregulated factor (PAUF), a novel secretory protein, has been reported in 

several types of cancer. However, in colorectal cancer (CRC), whether PAUF 

also plays its oncogenic role through the Wnt/beta-catenin pathway and its 

effect in regulating malignant phenotypes of CRC is unknown. In this study, we 

detected PAUF and beta-catenin expression levels by immunohistochemical 

analysis and real-time PCR in CRC tissues, adjacent non-tumor tissues (NATs) 

and 5 CRC cell lines. The results demonstrated that the  expression of PAUF 

and beta-catenin in tumor tissues was higher than in NATs. Moreover, the 

expression of PAUF was correlated with the expression of beta-catenin in both 

tumor tissues and NATs. The HCT116 cell line, which has the  highest PAUF 

expression of the 5 cell lines, was transfected with small interfering RNA 

(siRNA) targeting on PAUF, which significantly downregulated the  expression 

of PAUF in cancer cells. Successful transfection was confirmed by using RT-

PCR and western blot analysis. Further studies demonstrated that PAUF-siRNA 

inhibited the proliferation of CRC cells, promoted their apoptosis and induced 
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G0/G1 cell cycle arrest. At the same time, PAUF-siRNA inhibited the invasion, 

adhesion and migration of the tumor cells. In conclusion, this study suggested 

that PAUF was expressed in CRC at a high frequency. Interference of PAUF 

may be an effective strategy for regulating malignant phenotypes of CRC 

through the Wnt/beta-catenin pathway. 
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pancreatic pseudocysts by using combined endoprosthesis and a nasocystic 

drain. 

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

REVISTA / JOURNAL:  - Gastrointest Endosc. 2013 May 6. pii: S0016-

5107(13)01595-2. doi: 10.1016/j.gie.2013.03.1337. 

 ●●Enlace al texto completo (gratuito o de pago) 1016/j.gie.2013.03.1337 

AUTORES / AUTHORS:  - Siddiqui AA; Dewitt JM; Strongin A; Singh H; Jordan S; 

Loren DE; Kowalski T; Eloubeidi MA 

INSTITUCIÓN / INSTITUTION:  - Division of Gastroenterology and Hepatology, 

Department of Internal Medicine, Thomas Jefferson University Hospital, 

Philadelphia, Pennsylvania, USA. 

RESUMEN / SUMMARY:  - BACKGROUND: The presence of debris within a 

pseudocyst may impair success of endoscopic drainage. OBJECTIVE: To 

compare the clinical outcomes and adverse-event rates of EUS-guided 

pseudocyst drainage with and without a nasocystic drain for the management of 

pancreatic pseudocysts with viscous solid  debris-laden fluid. DESIGN: 

Retrospective study. SETTING: Single, tertiary-care referral center. PATIENTS: 

Consecutive patients with pancreatic pseudocysts managed by EUS-guided 

drainage: those with solid debris who underwent drainage via nasocystic drains 

alongside stents (n = 63) and those with solid debris who underwent drainage 

via transmural stents only (n = 24). INTERVENTION: Drainage via nasocystic 
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drains alongside stents or drainage via transmural stents only. MAIN 

OUTCOME MEASUREMENTS: The primary outcomes were short-term 

success and long-term success of the procedures. The secondary outcomes 

were procedure-related adverse events and reintervention. RESULTS: The 

patients with viscous solid debris-laden fluid whose pseudocysts were drained 

by both stents and nasocystic tubes had a 3 times greater short-term success 

rate compared with  those who had drainage by stents alone (P = .03). On 12-

month follow-up, complete resolution of pseudocysts with debris drained via 

stents alone was less (58%) compared with those with debris who underwent 

drainage via nasocystic drains alongside stents (79%; P = .059). The rate of 

stent occlusion was higher in cysts with debris drained by stents alone (33%) 

compared with those drained via nasocystic drains alongside stents (13%; P = 

.03). LIMITATIONS: Retrospective design; limited sample size. CONCLUSION: 

In patients with pseudocysts with viscous debris-laden fluid, EUS-guided 

drainage by using a combination of a nasocystic drain and transmural stents 

improves clinical outcomes and lowers the  stent occlusion rate compared with 

those who underwent drainage via stents alone. 
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RESUMEN / SUMMARY:  - B7-H4 is expressed in a variety of tumor cells and 

functions as a negative regulator of T cells. However, clarification is needed as 

to whether B7-H4 mediates tumorigenesis through mechanisms, such as 

apoptosis, in addition to mediating tumor immune escape. We investigate the 

mechanisms involved in enhanced oncogenicity and the inhibition of apoptosis 

by B7-H4 in pancreatic cancer cells. Short interfering RNAs (siRNAs) specific 

for B7-H4 were evaluated for their ability to knockdown B7-H4 mRNA and 

protein expression in pancreatic cancer cells and the most effective siRNA was 

selected for investigating the effect of B7-H4 gene silencing in a number of 

functional assays. The inhibition of B7-H4 increased cell-cell adhesion and 

decreased the formation of pseudopodia. It also  increased the expression of E-

cadherin and decreased the expression of vimentin and CD44. B7-H4 siRNA 
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inhibited cell proliferation, colony formation and migration of pancreatic cancer 

cells. Moreover, increased apoptosis in pancreatic cancer cells following B7-H4 

silencing was demonstrated in vitro by using flow cytometry and in a xenograft 

tumor model and was associated with increased caspase activity and 

decreased Erk1/2 phosphorylation both in vitro and in vivo.  Loss of B7-H4 

function thus prevents tumor growth through many processes, including the 

induction of apoptosis and inhibition of the Erk1/2 signaling pathway indicating 

that B7-H4 is a cancer promoter and a potentially important therapeutic target. 

B7-H4 inhibition might offer an exciting opportunity to inhibit the progression of 

human pancreatic cancers. 
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RESUMEN / SUMMARY:  - Sel-1-like (SEL1L) is a putative tumor suppressor gene 

that is significantly downregulated in human pancreatic ductal adenocarcinoma 

(PDA). The mechanism of the downregulation is unclear. Here, we investigated 

whether aberrantly upregulated microRNAs (miRNAs) repressed the expression 

of SEL1L. From reported miRNA microarray studies on PDA and predicted 

miRNA targets, we identified seven  aberrantly upregulated miRNAs that 

potentially target SEL1L. We assessed the expression levels of SEL1L mRNA 

and the seven miRNAs in human PDA tumors and normal adjacent tissues 

using real-time quantitative polymerase chain reaction. Then statistical methods 

were applied to evaluate the association between SEL1L mRNA and the 

miRNAs. Furthermore, the interaction was explored by functional analysis, 

including luciferase assay and transient miRNA overexpression. SEL1L mRNA 

expression levels were found to correlate inversely with the expression of hsa-

mir-143, hsa-mir-155, and hsa-mir-223 (P < 0.0001, P < 0.0001, and P = 0.002, 

respectively). As the number of these overexpressed miRNAs increased, 

SEL1L mRNA  expression progressively decreased (Ptrend = 0.001). 

Functional analysis revealed that hsa-mir-155 acted as a suppressor of SEL1L 

in PDA cell lines. Our study combined statistical analysis with biological 

approaches to determine the relationships between several miRNAs and the 

SEL1L gene. The finding that the expression of the putative tumor suppressor 
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SEL1L is repressed by upregulation of hsa-mir-155 helps to elucidate the 

mechanism for SEL1L downregulation in some human PDA cases. Our results 

suggest a role for specific miRNAs in the pathogenesis of PDA and indicate that 

miRNAs have potential as therapeutic targets for PDA. © 2013 Wiley 

Periodicals, Inc. 
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RESUMEN / SUMMARY:  - Pancreatic cancer is the fourth leading cause of cancer-

related mortality in the  world. Pancreatic cancer can be localized, locally 

advanced or metastatic. The median 1- and 5-year survival rates are 25% and 

6%, respectively. Epigenetic modifications such as DNA methylation play a 

significant role during both normal  human development and cancer 

progression. To investigate epigenetic regulation of genes in the tumor-initiating 

population of pancreatic cancer cells, which are also termed cancer stem cells 

(CSCs), we conducted epigenetic arrays in PANC1 and HPAC pancreatic 

cancer cell lines and compared the global DNA methylation status  of CpG 

promoters in invasive cells, demonstrated to be CSCs, to their non-invasive 

counterparts, or non-CSCs. Our results suggested that the NF-kappaB  

pathway is one of the most activated pathways in pancreatic CSCs. In 

agreement with this, we determined that upon treatment with NF-kappaB 

pathway inhibitors, the stem cell-like properties of cells are significantly 

disrupted. Moreover, SOX9, demethylated in CSCs, is shown to play a crucial 

role in the invasion process. Additionally, we found a potential NF-kappaB 

binding site located in the SOX9 promoter, and determined that the NF-kappaB 

subunit p65 positively regulates SOX9 expression by binding to its promoter 

directly. This interaction can be efficiently blocked by NF-kappaB inhibitors. 

Thus, our work establishes a link between the classical NF-kappaB signaling 

transduction pathway and the invasiveness of pancreatic CSCs, which may 

result in the identification of novel  signals and molecules that function at an 

epigenetic level, and could potentially be targeted for pharmaceutical 

investigations and clinical trials. 
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RESUMEN / SUMMARY:  - It is difficult to predict prognosis in patients with 

locoregional well-differentiated (WD) pancreatic neuroendocrine tumors 

(PanNET). We aimed to examine commonly used stratification systems [World 

Health organization (WHO) 2004 and 2010 classifications, American Joint 

Committee on Cancer (AJCC) and European Neuroendocrine Tumor Society 

(ENETS) staging, and the Hochwald grading system] for their power in 

predicting recurrence-free survival (RFS) in these patients. Seventy-five such 

patients (mean age 56 y, mean follow-up 79 mo) who underwent resection with 

sufficient tissue material and follow-up data were studied. RFS was correlated 

with variable clinicopathologic features and stratified with above-mentioned 

systems. Concordance index (CI) was then calculated. With the WHO 2004 

classification, 16, 35, and 24 PanNETs were classified as benign behavior, 

uncertain behavior, and WD endocrine carcinoma, respectively. By the WHO 

2010 classification, 26, 41, and 8 tumors were grade 1,  2, and 3, respectively. 

Using the Hochwald system, 47 were low grade, and 28 were intermediate 

grade. The AJCC staging information was complete for 62 patients (13 had the 

lymph node status Nx) and included: stages IA (19/62), IB (10/62), IIA (10/62), 

and IIB (23/62). The ENETS staging information was stages I (16/62), IIa (8/62), 

IIb (14/62), IIIa (0/62), and IIIb (24/62). The average Ki-67 proliferation index 

(PI) was 8.1%. Factors that predicted RFS included tumor size, nodal 

metastasis, vascular invasion, perineural invasion, necrosis, mitosis, and Ki-67 

PI (all P<0.01). The CI for each system was: 0.6361 for WHO 2004, 0.6735 for 

WHO 2010, 0.6495 for AJCC staging, 0.6642 for ENETS staging, and 0.6851 

for the Hochwald grading system. When these systems were analyzed in 

conjunction with various additional important pathologic features, combination of 

the Hochwald grading system and Ki-67 PI achieved the highest CI (0.7946). 
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Therefore, although all these systems predict RFS well in locoregional WD 

PanNETs, the Hochwald grading system achieves the highest predictive ability. 

Further predictive power can be achieved by combining the Hochwald grading 

system and Ki-67 PI. 
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RESUMEN / SUMMARY:  - Pancreatic secretory trypsin inhibitor is expressed in 

most bladder carcinomas where its pathophysiological relevance is unclear. 

Using recombinant normal sequence PSTI/TATI, a variant associated with 

familial pancreatitis (N34S), an active site inactivated variant (R18/V19) and 

immunoneutralization and RNA interference-mediated knockdown (KD) 

techniques, we investigated the actions of PSTI/TATI on cell migration 

(wounding monolayers), collagen invasion (gel invasion assays) and 

proliferation (Alamar blue) on 253J, RT4 and HT1376 human bladder carcinoma 

cell lines. All three forms of PSTI/TATI stimulated migration two-fold and normal 

sequence PSTI/TATI showed synergistic promigratory effects when added with 

EGF. Addition of structurally unrelated soya bean trypsin inhibitor had no pro-

migratory activity. Similar results were seen using collagen invasion assays 

although the active site mutated variant had no pro-invasive activity, probably 

due to reduced Akt2 activation. PSTI/TATI did not stimulate proliferation despite 

acting, at least partially, through the EGF receptor as effects of PSTI/TATI were 

truncated by adding an EGFR blocking antibody or the tyrosine kinase inhibitor 

Tyrphostin. Cell lines produced endogenous PSTI/TATI and PSTI/TATI RNA 

interference knockdown or addition of PSTI/TATI, EGF-receptor or Tyrphostin 

blocking agents reduced migration and invasion below baseline. PSTI/TATI 

induced phosphorylation of the EGF receptor, ERK1 and 2, Akt2 and 3, JNK1, 

MKK3 and RSK1. This profile was more limited than that induced by EGF and 

did not include Akt1, probably explaining lack of pro-proliferative activity. Our 

findings of autocrine stimulation and synergistic responses between EGF & 

PSTI/TATI at concentrations found in urine and tissue suggest PSTI/TATI has 

pathophysiological relevance. 
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[93] 

TÍTULO / TITLE:  - Sulindac inhibits pancreatic carcinogenesis in LSL-KrasG12D-

LSL-Trp53R172H-Pdx-1-Cre mice via suppressing aldo-keto reductase family 

1B10 (AKR1B10). 

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

REVISTA / JOURNAL:  - Carcinogenesis. 2013 May 20. 

 ●●Enlace al texto completo (gratuito o de pago) 1093/carcin/bgt170 

AUTORES / AUTHORS:  - Li H; Yang AL; Chung YT; Zhang W; Liao J; Yang GY 

INSTITUCIÓN / INSTITUTION:  - Department of Pathology, Northwestern University 

Feinberg School of Medicine, 303 East Chicago Avenue, Chicago, IL 60611, 

USA. 

RESUMEN / SUMMARY:  - Sulindac has been identified as a competitive inhibitor 

of aldo-keto reductase 1B10 (AKR1B10), an enzyme that plays a key role in 

carcinogenesis. AKR1B10 is overexpressed in pancreatic ductal 

adenocarcinoma (PDAC) and exhibits lipid substrate specificity, especially for 

farnesyl and geranylgeranyl. There have been no studies though showing that 

the inhibition of PDAC by sulindac is via inhibition of AKR1B10, particularly the 

metabolism of farnesyl/geranylgeranyl and Kras protein prenylation. To 

determine the chemopreventive effects of sulindac on pancreatic 

carcinogenesis, 5-week old LSL-KrasG12D-LSL-Trp53R172H-Pdx-1-Cre mice  

(Pankras/p53 mice) were fed an AIN-93M diet with or without 200ppm sulindac 

(n=20/group). Kaplan-Meier survival analysis showed that average animal 

survival  in Pankras/p53 mice was 143.7 +/- 8.8 days, and average survival with 

sulindac was increased to 168.0 +/- 8.8 days (p<0.005). Histopathological 

analyses revealed that 90% of mice developed PDAC, 10% with metastasis to 

the liver and lymph nodes. With sulindac, the incidence of PDAC was reduced 

to 56% (P<0.01) and only one mouse had lymph node metastasis. 

Immunochemical analysis showed that sulindac significantly decreased Ki-67-

labeled cell proliferation and markedly reduced the expression of 

phosphorylated ERK1/2, c-Raf and MEK1/2. In in vitro experiments with PDAC 

cells from Pankras/p53 mice, sulindac exhibited dose-dependent inhibition of 

AKR1B10 activity. By silencing AKR1B10 expression through siRNA or by 

sulindac treatment, these in vitro models showed a reduction  in Kras and HDJ2 

protein prenylation, and down-regulation of phosphylated C-raf,  ERK1/2 and 

MEK1/2 expression. Our results demonstrate that sulindac inhibits pancreatic 

carcinogenesis by the inhibition of Kras protein prenylation by targeting 

AKR1B10. 

 

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

[94] 

TÍTULO / TITLE:  - Detection and molecular analysis of circulating tumor cells for 

early diagnosis of pancreatic cancer. 
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RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Med Hypotheses. 2013 Jun;80(6):833-6. doi: 

10.1016/j.mehy.2013.03.027. Epub 2013  Apr 12. 

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

1016/j.mehy.2013.03.027 

AUTORES / AUTHORS:  - Ren C; Chen H; Han C; Jin G; Wang D; Wang D; Tang 

D 

INSTITUCIÓN / INSTITUTION:  - Medical Laboratory, Northern Jiangsu People’s 

Hospital and Clinical Medical College of Yangzhou University, Yangzhou 

225001, China. 

RESUMEN / SUMMARY:  - Circulating tumor cells (CTCs) have the potential to 

provide a surrogate for “real-time biopsy” of tumor biological activity. 

Enumeration and molecular characterization of CTCs in pancreatic cancer could 

play an important role in diagnosis, predicting the risk for tumor recurrence, and 

providing novel target therapy biomarkers. CTCs can disseminate into 

peripheral blood in the preinvasive and early stages of pancreatic cancer. In 

view of these facts, we propose that identification and molecular analysis of the 

malignant characteristics of CTCs may serve as a “liquid biopsy” in pancreatic 

cancer for early diagnosis. 

 

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

[95] 

TÍTULO / TITLE:  - Curcumin reverses the epithelial-mesenchymal transition of 

pancreatic cancer cells by inhibiting the Hedgehog signaling pathway. 

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

REVISTA / JOURNAL:  - Oncol Rep. 2013 Jun;29(6):2401-7. doi: 

10.3892/or.2013.2385. Epub 2013 Apr 4. 

 ●●Enlace al texto completo (gratuito o de pago) 3892/or.2013.2385 

AUTORES / AUTHORS:  - Sun XD; Liu XE; Huang DS 

INSTITUCIÓN / INSTITUTION:  - Department of Hepatopancreatobiliary Surgery, 

Zhejiang Provincial People’s Hospital, Hangzhou, Zhejiang 310014, P.R. China. 

RESUMEN / SUMMARY:  - Curcumin, a phenolic compound extracted from 

Zingiberaceae turmeric, has strong anti-inflammatory, antioxidant and antitumor 

properties. However, the anticarcinogenic mechanism of curcumin has yet to be 

fully elucidated. Epithelial-mesenchymal transition (EMT) induced by 

transforming growth factor-beta1 (TGF-beta1) is involved in the promotion of 

tumor invasion and metastasis, and is closely related to the drug resistance of 

tumor cells. The abnormal activation of Hedgehog signaling also plays an 

important role in tumorigenesis and metastasis. In order to investigate whether 

curcumin can reverse the TGF-beta1-stimulated EMT of pancreatic cancer 

PANC-1 cells, and its possible mechanism, the pancreatic cancer cell line 

PANC-1 was stimulated with TGF-beta1 (5 ng/ml) for 7 days to induce formation 

of EMT, and the TGF-beta1-stimulated PANC-1 cells were treated with different 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23587480&dopt=Abstract
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concentrations of curcumin (10, 20 and 30 micromol/ml) for 48 h. The growth 

inhibition rate of the  cells was measured by MTT assay, apoptosis was 

detected by flow cytometry, the expression levels of Shh, GLI1, E-cadherin and 

vimentin were detected by western  blot analysis, and cell invasion and 

migration ability were examined by transwell cell invasion assay and wound 

healing assay. Following stimulation with TGF-beta1, the expression levels of 

Shh, GLI1 and vimentin in the TGF-beta1-stimulated group were significantly 

increased, compared with those in the control group (P<0.01, respectively). The 

expression levels of E-cadherin in  the TGF-beta1-stimulated group were 

significantly decreased, compared with those  in the control group (P<0.01). 

The TGF-beta1-stimulated PANC-1 cells were treated with curcumin and the 

results showed that curcumin significantly inhibited TGF-beta1-stimulated 

PANC-1 cell proliferation and induced apoptosis, compared with other groups 

(P<0.01), and the expression levels of Shh, GLI1 and vimentin in the curcumin-

treated group were significantly decreased compared with those in the control 

group (P<0.01, respectively). The expression level of E-cadherin in the 

curcumin-treated group was significantly increased compared with that in the  

control group (P<0.01). Cell invasion in the curcumin-treated group (30 

micromol/ml) was significantly decreased compared with that in the control 

group  (P<0.01). The scratch wounds in the curcumin-treated group healed 

slower compared with those in the control group (P<0.01). Curcumin 

significantly inhibited the invasion and migration of TGF-beta1-stimulated 

PANC-1 cells. These results indicate that curcumin can inhibit the proliferation 

of TGF-beta1-stimulated PANC-1 cells, it can induce apoptosis, and reverse the 

EMT. The possible underlying molecular mechanisms are through inhibition of 

the Shh-GLI1 signaling  pathway. 

 

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

[96] 

TÍTULO / TITLE:  - A comparison of Ki-67 and mitotic count as prognostic markers 

for metastatic pancreatic and midgut neuroendocrine neoplasms. 

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

REVISTA / JOURNAL:  - Br J Cancer. 2013 Mar 14;108(9):1838-45. doi: 

10.1038/bjc.2013.156. Epub 2013 Apr 11. 

 ●●Enlace al texto completo (gratuito o de pago) 1038/bjc.2013.156 

AUTORES / AUTHORS:  - Khan MS; Luong TV; Watkins J; Toumpanakis C; Caplin 

ME; Meyer T 

INSTITUCIÓN / INSTITUTION:  - 1] Neuroendocrine Tumour Unit, Centre for 

Gastroenterology, Royal Free Hospital,  London NW3 2QG, UK [2] Department 

of Oncology, UCL Cancer Institute, Paul O’Gorman Building, Huntley Street, 

London WC1E 6BT, UK. 

RESUMEN / SUMMARY:  - Background:The aim of this study was to compare 

mitotic count (MC) and Ki-67 proliferation index as prognostic markers in 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23579216&dopt=Abstract
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pancreatic and midgut neuroendocrine neoplasms (NENs).Methods:Two 

hundred eighty-five patients with metastatic NENs were recruited. Concordance 

between histological grade according to either Ki-67  or MC as defined by the 

European Neuroendocrine Tumour Society guidelines was assessed and the 

prognostic significance of Ki-67 or MC were evaluated.Results:There was a 

discrepancy of 44 and 38% in grade assignment when  using Ki-67 or MC in 

pancreatic and midgut NENs, respectively. In multivariate analysis, grade using 

Ki-67, but not MC, was a significant prognostic factor in determining overall 

survival (hazard ratios: midgut G2 2.34, G3 15.1, pancreas G2 2.08, G3 11.3). 

The prognostic value of Ki-67 was improved using a modified classification 

(hazard ratios: midgut G2 3.02, for G3 22.1, pancreas G2 5.97, G3  

33.8).Conclusion:There is a lack of concordance between Ki-67 and MC in 

assigning tumour grade. Grade according to Ki-67 was a better prognostic 

marker than MC for metastatic pancreatic and midgut NENs. We suggest that 

Ki-67 alone should be used for grading pancreatic and midgut NENs and that 

the current threshold for classifying G1/G2 tumours should be revised from 2 to 

5%. 

 

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

[97] 

TÍTULO / TITLE:  - A novel serum metabolomics-based diagnostic approach to 

pancreatic cancer. 

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

REVISTA / JOURNAL:  - Cancer Epidemiol Biomarkers Prev. 2013 Apr;22(4):571-

9. doi: 10.1158/1055-9965.EPI-12-1033. Epub 2013 Mar 29. 

 ●●Enlace al texto completo (gratuito o de pago) 1158/1055-9965.EPI-12-

1033 

AUTORES / AUTHORS:  - Kobayashi T; Nishiumi S; Ikeda A; Yoshie T; Sakai A; 

Matsubara A; Izumi Y; Tsumura H; Tsuda M; Nishisaki H; Hayashi N; Kawano 

S; Fujiwara Y; Minami H; Takenawa T; Azuma T; Yoshida M 

INSTITUCIÓN / INSTITUTION:  - Division of Gastroenterology, Kobe University 

Graduate School of Medicine, 7-5-1  Kusunoki-cho, Chu-o-ku, Kobe, Hyogo 

6500017, Japan. 

RESUMEN / SUMMARY:  - BACKGROUND: To improve the prognosis of patients 

with pancreatic cancer, more accurate serum diagnostic methods are required. 

We used serum metabolomics as a diagnostic method for pancreatic cancer. 

METHODS: Sera from patients with pancreatic cancer, healthy volunteers, and 

chronic pancreatitis were collected at multiple institutions. The pancreatic 

cancer and healthy volunteers were randomly allocated to the training or the 

validation set. All of the chronic pancreatitis  cases were included in the 

validation set. In each study, the subjects’ serum metabolites were analyzed by 

gas chromatography mass spectrometry (GC/MS) and a data processing 

system using an in-house library. The diagnostic model constructed via multiple 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23542803&dopt=Abstract
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logistic regression analysis in the training set study was evaluated on the basis 

of its sensitivity and specificity, and the results were confirmed by the validation 

set study. RESULTS: In the training set study, which included 43 patients with 

pancreatic cancer and 42 healthy volunteers, the  model possessed high 

sensitivity (86.0%) and specificity (88.1%) for pancreatic cancer. The use of the 

model was confirmed in the validation set study, which included 42 pancreatic 

cancer, 41 healthy volunteers, and 23 chronic pancreatitis; that is, it displayed 

high sensitivity (71.4%) and specificity (78.1%); and furthermore, it displayed 

higher sensitivity (77.8%) in resectable pancreatic cancer and lower false-

positive rate (17.4%) in chronic pancreatitis than conventional markers. 

CONCLUSIONS: Our model possessed higher accuracy than  conventional 

tumor markers at detecting the resectable patients with pancreatic cancer in 

cohort including patients with chronic pancreatitis. IMPACT: It is a promising 

method for improving the prognosis of pancreatic cancer via its early detection 

and accurate discrimination from chronic pancreatitis. 

 

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

[98] 

TÍTULO / TITLE:  - Inhibition of SCAMP1 suppresses cell migration and invasion 

in human pancreatic and gallbladder cancer cells. 

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

REVISTA / JOURNAL:  - Tumour Biol. 2013 May 8. 

 ●●Enlace al texto completo (gratuito o de pago) 1007/s13277-013-0825-

9 

AUTORES / AUTHORS:  - Yang S; Lee KT; Lee JY; Lee JK; Lee KH; Rhee JC 

INSTITUCIÓN / INSTITUTION:  - Samsung Biomedical Research Institute, Seoul, 

South Korea. 

RESUMEN / SUMMARY:  - Lymph node (LN) metastasis is one of the most 

important risk factors for the prognosis of pancreatic cancer. This study aimed 

to identify novel LN metastasis-associated markers and therapeutic targets for 

pancreatic and gallbladder cancers. DNA microarray analysis was carried out to 

identify genes differentially expressed between 17 pancreatic cancer tissues 

with LN metastasis  and 17 pancreatic cancer tissues without LN metastasis. 

The expression of LZIC, FXR, SCAMP1, and SULT1E1 is significantly higher in 

pancreatic cancer tissues with LN metastasis than in pancreatic cancer tissues 

without LN metastasis. We recently reported that FXR plays an important role in 

LN metastasis of pancreatic cancer, and in this study, we selected the secretory 

carrier membrane protein 1 (SCAMP1) gene. To determine that function of the 

SCAMP1 gene, we examined the effects of SCAMP1 knockdown on pancreatic 

and gallbladder cancer proliferation, migration, and invasion using SCAMP1 

small interfering RNA (siRNA) and the activity of vascular endothelial growth 

factor (VEGF) was measured by enzyme-linked immunosorbent assay. 

SCAMP1 overexpression is associated with LN metastasis in pancreatic cancer 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23653380&dopt=Abstract
http://dx.doi.org/10.1007/s13277-013-0825-9
http://dx.doi.org/10.1007/s13277-013-0825-9


80 

 

patients. The siRNA-mediated downregulation of SCAMP1 resulted in a marked 

reduction in cell migration and invasion, but not proliferation in MIA-PaCa2, 

PANC-1, TGBC-1, and TGBC-2 cells. In addition, downregulation of SCAMP1 

inhibited VEGF levels of conditioned medium from SCAMP1  siRNA-transfected 

cells. These results suggest that downregulation of SCAMP1 could be a 

potential therapeutic target for patients with pancreatic and gallbladder cancer. 
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[99] 

TÍTULO / TITLE:  - Perivascular epithelioid cell tumor: an unusual pancreatic mass 

diagnosed by EUS-FNA. 

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

REVISTA / JOURNAL:  - Gastrointest Endosc. 2013 Mar 27. pii: S0016-

5107(13)00130-2. doi: 10.1016/j.gie.2013.02.011. 

 ●●Enlace al texto completo (gratuito o de pago) 1016/j.gie.2013.02.011 

AUTORES / AUTHORS:  - Al-Haddad M; Cramer HM; Muram T; Wang X; Pitt HA 

INSTITUCIÓN / INSTITUTION:  - Department of Medicine, Division of 

Gastroenterology, Indiana University School of Medicine, Indianapolis, Indiana, 

USA. 
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[100] 

TÍTULO / TITLE:  - Aberrant MicroRNAs Expression Patterns in Pancreatic Cancer 

and Their Clinical Translation. 

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

REVISTA / JOURNAL:  - Cancer Biother Radiopharm. 2013 Apr 27. 

 ●●Enlace al texto completo (gratuito o de pago) 1089/cbr.2012.1389 

AUTORES / AUTHORS:  - Du Y; Liu M; Gao J; Li Z 

INSTITUCIÓN / INSTITUTION:  - Department of Gastroenterology, Changhai 

Hospital, Second Military Medical University , Shanghai, China . 

RESUMEN / SUMMARY:  - Abstract Pancreatic cancer (PC) has a high rate of 

mortality and a poorly understood mechanism of progression. MicroRNA 

(miRNA) molecules have been proved  to play an important role in malignant 

transformation and cancer development. Thousands of miRNAs have been 

screened in PC and several of them, such as miR-21, 155, and 196ª, show up- 

or down-regulation that is associated with progression of the disease. However, 

the roles of these molecules in the regulation of tumorigenesis are not clear. 

Some studies have investigated whether circulating miRNAs could be detected 

in serum of patients with PC and whether expression levels of specific miRNAs 

differed between PC patients, pancreatitis patients, and healthy individuals. The 

current review focuses on this topic along with a possible role for miRNAs in the 

early diagnosis of PC. 
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TÍTULO / TITLE:  - TL-118-anti-angiogenic treatment in pancreatic cancer: a case 

report. 

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

REVISTA / JOURNAL:  - Med Oncol. 2013 Jun;30(2):585. doi: 10.1007/s12032-

013-0585-9. Epub 2013 Apr 23. 

 ●●Enlace al texto completo (gratuito o de pago) 1007/s12032-013-0585-

9 

AUTORES / AUTHORS:  - Breuer S; Maimon O; Appelbaum L; Peretz T; Hubert A 

INSTITUCIÓN / INSTITUTION:  - Sharett Institute of Oncology, Hadassah Hebrew 

University Medical Center, Jerusalem, Israel. shanibr@hadassah.org.il 

RESUMEN / SUMMARY:  - Pancreatic cancer is one of the most aggressive 

malignant tumors. In recent years, little progress has been made in 

understanding and treatment of the disease. The two most commonly used 

chemotherapy drugs approved for the treatment of pancreatic cancer are 

gemcitabine and fluorouracil. Anti-angiogenic treatment  is one of the current 

promising approaches in cancer translational research. Its  aim is to inhibit 

development of new blood vessels and thereby prevent further tumor growth. 

We present a first description of a pancreatic cancer patient treated with 

standard chemotherapy and TL-118, an anti-angiogenic combination of  4 drugs 

that target non-overlapping aspects of the angiogenic process (Provided by 

Tiltan Pharma Ltd for compassionate use). Our patient, treated with standard 

chemotherapy combined with TL-118, was diagnosed about 16 months ago and 

is still considered progression free, while being treated with that combination. 

Moreover, when the treatment with TL-118 was stopped, there was a clear 

elevation of tumor  marker which dropped again with the renewal of TL-118. 

This effect was not achieved by gemcitabine treatment alone. Recently, a phase 

II clinical trial of TL-118 for pancreatic cancer patients that have not yet been 

treated with chemotherapy was initiated. (Tiltan Pharma Ltd). The study 

objective is to evaluate the efficacy, safety, and tolerability of TL-118 in 

gemcitabine-treated  metastatic pancreatic cancer patients. This report 

describes a new approach in treating pancreatic cancer, enabling patients to 

obtain a longer progression-free survival using this new anti-angiogenic drug 

combination, added on standard chemotherapy. 
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[102] 

TÍTULO / TITLE:  - Prognostic factors associated with long-term survival and 

recurrence in pancreatic adenocarcinoma. 

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

REVISTA / JOURNAL:  - Hepatogastroenterology. 2013 Mar-Apr;60(122):358-62. 

doi: 10.5754/hge12727. 
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 ●●Enlace al texto completo (gratuito o de pago) 5754/hge12727 

AUTORES / AUTHORS:  - Lee SR; Kim HO; Son BH; Yoo CH; Shin JH 

RESUMEN / SUMMARY:  - Background/Aims: It is very important to determine the 

prognostic factors for pancreatic adenocarcinoma when choosing surgical and 

conservative management strategies. In this study, we identified prognostic 

factors for survival and recurrence in patients with histologically proven 

pancreatic adenocarcinoma. Methodology: Between January 2003 and 

December 2009, 82 patients with histologically proven pancreatic 

adenocarcinoma were considered for this study. Follow-up consisted of 

personal contact with patients or review of electronic medical records at this 

center and was terminated on December 31, 2011 or upon the patient’s death. 

Results: Overall survival rates of all patients at 1, 3, and 5 years were 51.9, 21.6 

and 16.0%. Preoperative jaundice was the only independent prognostic factor 

for total pancreatic cancer patients, while N stage and perineural invasion in 

pathological findings was identified as an independent prognostic factor for 

survival of patients with surgical resection. Chemotherapy  was the only 

independent prognostic factor for survival of patients who underwent palliative 

surgical bypass. Conclusions: Preoperative jaundice in any patients, lymph 

node metastasis, perineural invasion in patients with surgical resection, and 

chemotherapy in patients undergoing palliative surgical bypass are important  

prognostic factors for survival of pancreatic cancer. 
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[103] 

TÍTULO / TITLE:  - Combination therapy of portal vein resection and adjuvant 

gemcitabine improved prognosis of advanced pancreatic cancer. 

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

REVISTA / JOURNAL:  - Hepatogastroenterology. 2013 Mar-Apr;60(122):354-7. 

doi: 10.5754/hge12614. 

 ●●Enlace al texto completo (gratuito o de pago) 5754/hge12614 

AUTORES / AUTHORS:  - Nakamura M; Kayashima T; Fujiwara K; Nagayoshi Y; 

Kono H; Ohtsuka T; Takahata S; Mizumoto K; Tanaka M 

RESUMEN / SUMMARY:  - Background/Aims: Although adjuvant chemotherapy 

(AC) using gemcitabine improves the prognosis of patients with resectable 

pancreatic cancer, the effect of gemcitabine AC on the prognosis of patients 

with borderline resectable pancreatic cancer is not clear. Methodology: We 

analyzed the prognosis of patients with pancreatic cancer who underwent 

curative pancreatoduodenectomy or total pancreatectomy in combination with 

portal/superior mesenteric vein resection (PVR) [PVR (+) group] or without PVR 

[PVR(-) group]. Results: MST of the PVR (+)  group was significantly shorter 

than that of the PVR(-) group (p=0.017). In contrast, when we focused on the 

patients with gemcitabine AC, there was no significant difference in MST 

between the PVR (+) and the PVR (-) groups (p=0.247). Furthermore, we 
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compared MST of two subgroups in the PVR (+) group depending on 

gemcitabine AC status. In the PVR (+) group, MST of the patients with 

gemcitabine AC was significantly longer than that without gemcitabine AC 

(p=0.003). This was also true for the patients with pancreatic cancer which had 

histologically proven invasion to portal/superior mesenteric vein (PV/SMV) 

(p=0.001). Conclusions: The prognosis of patients with pancreatic cancer 

invading PV/SMV can be improved by combination therapy with PVR and 

gemcitabine adjuvant chemotherapy. 
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[104] 

TÍTULO / TITLE:  - Modelling the benefits of early diagnosis of pancreatic cancer 

using a biomarker  signature. 

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

REVISTA / JOURNAL:  - Int J Cancer. 2013 May 6. doi: 10.1002/ijc.28256. 

 ●●Enlace al texto completo (gratuito o de pago) 1002/ijc.28256 

AUTORES / AUTHORS:  - Ghatnekar O; Andersson R; Svensson M; Persson U; 

Ringdahl U; Zeilon P; Borrebaeck CA 

INSTITUCIÓN / INSTITUTION:  - Swedish Institute for Health Economics, Lund, 

Sweden. 

RESUMEN / SUMMARY:  - Pancreatic cancer (PC) has a poor prognosis, with a 5-

year survival of 3-4%. This is mainly due to late diagnosis because of diffuse 

symptoms, where 80-85% of the  patients are inoperable. Consequently, early 

diagnosis would be of significant benefit, resulting in a potential 5-year survival 

of 30-40%. However, new technologies must be carefully evaluated concerning 

effectiveness and healthcare  costs. We have developed a framework for 

modelling cost and health effects from early detection of PC, which for the first 

time allowed us to analyse its cost-effectiveness. A probabilistic cohort model 

for estimating costs and quality adjusted life-years (QALY) arising from 

screening for PC, compared to a “wait-and-see”-approach, was designed. The 

test accuracy, Swedish survival and costs by tumour stage, expected life gain 

from early detection and pre-test probabilities in risk-groups, were retrieved 

from previous investigations. In a cohort of newly diagnosed diabetic patient 

(incidence 0.71%) the incremental cost per QALY gained (ICER) was 

euro13,500, which is considered cost-effective in Europe. Results were mainly 

sensitive to the incidence with the ICER ranging from euro315 to euro204,000 

(familial PC 35% and general population 0.046%, respectively). This is the first 

study focusing on clinical implementation of advanced testing and what is 

required for novel technologies in cancer care to be cost-effective. The model 

clearly demonstrated the potential of multiplexed proteomic-testing of PC and 

also identified the requirements for test accuracy. Consequently, it can serve as 

a model for assessing the possibilities to introduce advanced test platforms also 

for other cancer indications. © 2013 Wiley Periodicals, Inc. 
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RESUMEN / SUMMARY:  - INTRODUCTION: A major barrier to the advancement 

of therapeutic nanomedicines has been the non-target toxicity caused by the 

accumulation of the drug delivery systems in organs associated with the 

reticuloendothelial system, particularly the liver and spleen. Herein, we report 

the development of peptide based metabolically active linkers (MALs) that are 

enzymatically cleaved by cysteine cathepsin B and S, two proteases highly 

expressed in the liver and spleen. The overall goal of this approach is to utilize 

the MALs to lower the non-target retention and toxicity of radiolabeled drug 

delivery systems, thus resulting in higher diagnostic and radiotherapeutic 

efficacy. METHODS: In this study three MALs (MAL0, MAL1 and MAL2) were 

investigated. MAL1 and MAL2 are composed of known substrates of cathepsin 

B and S, respectively, while MAL0 is a non-cleavable control. Both MAL1 and 

MAL2 were shown to undergo enzymatic cleavage with the appropriate 

cathepsin protease. Subsequent to conjugation to the HPMA copolymer and 

radiolabeling with (177)Lu, the peptide-polymer conjugates were renamed 

(177)Lu-metabolically active copolymers ((177)Lu-MACs) with the 

corresponding designations: (177)Lu-MAC0, (177)Lu-MAC1 and (177)Lu-

MAC2. RESULTS: In vivo evaluation of the (177)Lu-MACs was performed in an 

HPAC human pancreatic cancer xenograft mouse model. (177)Lu-MAC1 and 

(177)Lu-MAC2 demonstrated 3.1 and 2.1 fold lower liver retention, respectively, 

compared to control ((177)Lu-MAC0) at 72h post-injection. With regard to 

spleen retention, (177)Lu-MAC1 and (177)Lu-MAC2 each exhibited a nearly 

fourfold lower retention, relative to control, at the 72h time point. However, the 

tumor accumulation of the (177)Lu-MAC0 was two to three times greater than 

(177)Lu-MAC1 and (177)Lu-MAC2 at the same time point. The MAL approach 

demonstrated the capability of substantially reducing the non-target retention of 
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the (177)Lu-labeled HPMA copolymers. CONCLUSIONS: While further studies 

are needed to optimize the pharmacokinetics of the (177)Lu-MACs design, the 

ability of the MAL to significantly decrease non-target retention establishes the 

potential this avenue of research may have for the improvement of diagnostic 

and radiotherapeutic drug  delivery systems. 
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RESUMEN / SUMMARY:  - Pancreatic ductal adenocarcinoma (PDAC) is a lethal 

cancer with a poor prognosis. Our previous proteomic analysis found 

apolipoprotein E (ApoE) protein to be up-regulated in the sera of patients with 

PDAC. In this study, we sought to confirm this finding and investigate the 

relationship between ApoE and PDAC. We measured ApoE expression in 

tissues from PDAC patients and normal controls (NC) by real-time PCR, 

western blot, and immunohistochemistry. Enzyme-linked immunosorbent assay 

(ELISA) was applied to measure the levels of ApoE and carbohydrate antigen 

19-9 (CA19-9) in the sera from patients with PDAC and NC. Real-time PCR and 

western blots showed that the ApoE mRNA and protein levels were up-

regulated in PDAC tissues. The immunohistochemical results revealed that 

overexpression of ApoE was detected in 43 of 55 (78.2 %) PDAC cases and 3 

of 20 (15 %) NC. High levels of ApoE were more likely in PDAC patients with 

advanced T  status and TNM stages (p = 0.023 and p = 0.018, respectively). 

The ELISA results  also confirmed that ApoE levels were elevated in the sera of 

PDAC patients. The sensitivity and specificity for distinguishing PDAC from NC 

were 76.2 and 71.4 %, respectively, for ApoE, 66.7 and 85.7 %, respectively, for 

CA19-9, and 81.0 and 85.7 %, respectively, for their combination. These results 

suggest that ApoE may  be a potential PDAC-related biomarker and alone or in 

combination with other markers may provide additional information for the 

diagnosis and clinical management of PDAC. 
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RESUMEN / SUMMARY:  - BACKGROUND/AIM: Overexpression of microRNA-21 

(miR-21) indicates chemoresistance  in pancreatic cancer. We evaluated the 

change of chemosensitivity to gemcitabine  through the down-regulation of miR-

21 in human pancreatic cancer cells (Panc-1).  MATERIALS AND METHODS: 

The efficacy of indole-3-carbinol (I3C) in suppressing miR-21 expression and its 

anticancer effect in combination with gemcitabine were  investigated. 

RESULTS: Down-regulation of miR-21 by I3C was positively-correlated in a 

time- and dose-dependent manner. I3C and gemcitabine combination therapy 

increased cytotoxicity in Panc-1 cells. Transfection of miR-21 mimic abrogated 

I3C-induced sensitivity to gemcitabine. DNA fragmentation and terminal 

deoxynucleotidyl transferase-mediated dUTP nick-end labeling (TUNEL) assays 

showed that pre-treatment with I3C enhanced apoptosis and this effect was 

attenuated by miR-21 transfection. The expression of programmed cell death-4 

(PDCD4) was increased by I3C and reduced by miR-21 transfection. 

CONCLUSION: I3C  would be effective for enhancing sensitivity of pancreatic 

cancer cells to gemcitabine via down-regulation of miR-21. Such enhanced 

chemosensitivity might be explained by the increased expression of PDCD4, 

which is a downstream target which miR-21 negatively regulates. 
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RESUMEN / SUMMARY:  - OBJECTIVE: This study aimed to investigate whether 

the overexpression of protein  kinase C beta1 (PKCbeta1) is able to modulate 

the malignant phenotype displayed by the human ductal pancreatic carcinoma 

cell line PANC1. METHODS: PKCbeta1 overexpression was achieved using a 

stable transfection approach. PANC1-PKCbeta1  and control cells were 

analyzed both in vitro and in vivo. RESULTS: PANC1-PKCbeta1 cells displayed 

a lower growth capacity associated with the down-regulation of the MEK/ERK 

pathway and cyclin expression. Furthermore, PKCbeta1 overexpression was 

associated with an enhancement of cell adhesion to fibronectin and with 

reduced migratory and invasive phenotypes. In agreement with these results, 

PANC1-PKCbeta1 cells showed an impaired ability to secrete proteolytic 

enzymes. We also found that PKCbeta1 overexpressing cells were more 

resistant to cell death induced by serum deprivation, an event associated with 

G0/G1 arrest and the modulation of PI3K/Akt and NF-kappaB pathways. Most 

notably, the overexpression of PKCbeta1 completely abolished the ability of 

PANC1 cells to induce tumors in nude mice. CONCLUSIONS: Our results 

established an important role for PKCbeta1 in PANC1 cells suggesting it would 

act as a suppressor of tumorigenic behavior in pancreatic cancer. 
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RESUMEN / SUMMARY:  - The exact mechanisms underlying chemotherapy 

insensitivity in pancreatic cancer remain largely unclear. The dynamic cross talk 

between tumors and their microenvironment is an important determinant of 

cancer chemosensitivity. However, whether additional signals provided during 

the intravascular transit of tumor cells affect the sensitivity of pancreatic cancer 

cells to chemotherapy is unknown. We have found that activated platelet-cancer 

cell interactions are sufficient to prime cisplatin (CDDP) insensitivity in 

pancreatic cancer cells. Activated platelet-derived TGF-beta1 rather than direct 

platelet-tumor cell contacts stimulates PI3K/Akt and MEK/Erk signaling in 

pancreatic cancer cells, resulting in reduction of CDDP sensitivity in these cells. 

Therefore, the platelet-tumor cell interactions and the relevant signaling 

pathways that prime CDDP insensitivity may be potential targets for adjuvant 

chemotherapy for pancreatic cancer. 
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RESUMEN / SUMMARY:  - OBJECTIVES: We have established rat models of 

pancreatic ductal adenocarcinoma (PDAC) in which expression of a human H-

ras or K-ras oncogene regulated by the Cre/lox system drives pancreatic 

carcinogenesis. Pancreatic ductal adenocarcinoma, which develops in H-ras 

and K-ras transgenic rats is cytogenetically and histopathologically similar to 

human PDAC. The present study  was designed to determine the feasibility of 

using the commercially available H-ras transgenic rat to find diagnostic protein 

biomarkers for human pancreatic cancer. METHODS: For an animal model to 

be useful for searching for protein biomarkers for a disease, it is essential that 

the proteins, which are up-regulated in the model, are also up-regulated in 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23648844&dopt=Abstract
http://dx.doi.org/10.1097/MPA.0b013e3182883624


89 

 

humans. We used liquid chromatography-tandem mass spectrometry (LC-

MS/MS) to compare H-ras transgenic rat PDAC with surrounding normal 

pancreas tissue. RESULTS: We identified 30 up-regulated proteins in the H-ras 

transgenic rat PDAC lesions; importantly, 21 human homologs of these 30 rat 

proteins are up-regulated in human pancreatic cancer patients. 

CONCLUSIONS: These results indicate that numerous proteins that  are up-

regulated in H-ras transgenic rat PDAC are also up-regulated in human 

pancreatic cancer; therefore, this rat model can be used to search for diagnostic 

biomarkers for this disease. 
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RESUMEN / SUMMARY:  - BACKGROUND: Better pancreatic cyst fluid biomarkers 

are needed. OBJECTIVE: To determine whether metabolomic profiling of 

pancreatic cyst fluid would yield clinically useful cyst fluid biomarkers. DESIGN: 

Retrospective study. SETTING: Tertiary-care referral center. PATIENTS: Two 

independent cohorts of patients (n = 26 and n = 19) with histologically defined 

pancreatic cysts. INTERVENTION: Exploratory analysis for differentially 

expressed metabolites between (1) nonmucinous and mucinous cysts and (2) 

malignant and premalignant cysts was performed in the first cohort. With the 

second cohort, a validation analysis of promising identified metabolites was 

performed. MAIN OUTCOME MEASUREMENTS: Identification of differentially 

expressed metabolites between clinically relevant cyst categories and their 

diagnostic performance (receiver operating characteristic [ROC] curve). 

RESULTS: Two metabolites had diagnostic significance-glucose and 

kynurenine. Metabolomic abundances for both were significantly lower in 

mucinous cysts compared with nonmucinous cysts in both cohorts (glucose first 

cohort P = .002, validation P = .006; and kynurenine first cohort P = .002, 

validation P = .002). The ROC curve for glucose was 0.92 (95% confidence 

interval [CI], 0.81-1.00) and 0.88 (95% CI, 0.72-1.00) in the first and validation 

cohorts, respectively. The ROC for kynurenine was 0.94 (95% CI, 0.81-1.00) 

and 0.92 (95% CI, 0.76-1.00) in the first and validation cohorts, respectively. 
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Neither could differentiate premalignant from malignant cysts. Glucose and 

kynurenine levels were significantly elevated for serous cystadenomas in both 

cohorts. LIMITATIONS: Small sample sizes. CONCLUSION: Metabolomic 

profiling identified glucose and kynurenine to have potential clinical utility for 

differentiating mucinous from nonmucinous pancreatic cysts. These markers 

also may diagnose serous cystadenomas. 
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RESUMEN / SUMMARY:  - Dimethyl sulfoxide porous silicon (DMSO-PSi) colloid in 

which DMSO was used as a  surfactant suitable for inhibiting the agglomeration 

of PSi nanoparticles was prepared for use in cancer photothermotherapy. The 

photothermal effect of the DMSO-PSi colloid was found to be high enough to 

destroy cancer cells (T = approximately 52 degrees C). The mean particle size 

of the PSi nanoparticles in the DMSO-PSi colloid was 67 nm, which is low 

enough to flow through blood vessels without causing a blockage. The DMSO-

PSi colloid in combination with an NIR laser resulted in a cell viability of 5.70 %, 

which is a sufficiently high cytotoxic effect. 
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RESUMEN / SUMMARY:  - KRAS codon 12 mutations are present in about 90% of 

ductal adenocarcinomas and in undifferentiated carcinomas of the pancreas. 
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The role of KRAS copy number changes and resulting KRAS mutant allele-

specific imbalance (MASI) in ductal adenocarcinoma (n=94), and its 

progression into undifferentiated carcinoma of the pancreas (n=25) was studied 

by direct sequencing and KRAS fluorescence in situ hybridization (FISH). Semi-

quantitative evaluation of sequencing electropherograms showed KRAS MASI 

(ie, mutant allele peak higher than or equal to the wild-type allele peak) in 22 

(18.4%) cases. KRAS FISH (performed on 45 cases) revealed a trend for more 

frequent KRAS amplification among cases with KRAS MASI (7/20, 35% vs 3/25, 

12%, P=0.08). KRAS amplification by FISH was seen only in undifferentiated 

carcinomas (10/24, 42% vs 0/21 pancreatic ductal adenocarcinoma, 0%, 

P=0.0007). In 6 of 11 cases with both undifferentiated and well-differentiated 

components, transition to undifferentiated carcinoma was associated with an 

increase in KRAS copy number, due to amplification and/or chromosome 12 

hyperploidy. Pancreatic carcinomas with KRAS MASI (compared to those 

without MASI) were predominantly undifferentiated (16/22, 73% vs 9/97, 9%,  

P<0.001), more likely to present at clinical stage IV (5/22, 23% vs 7/97, 7%, 

P=0.009), and were associated with shorter overall survival (9 months, 95% 

confidence interval, 5-13, vs 22 months, 95% confidence interval, 17-27; 

P=0.015) and shorter disease-free survival (5 months, 95% confidence interval, 

2-8 vs 13 months, 95% confidence interval, 10-16; P=0.02). Our findings 

suggest that in a subset of ductal adenocarcinomas, KRAS MASI correlates 

with the progression to undifferentiated carcinoma of the pancreas.Modern 

Pathology advance online publication, 19 April 2013; 

doi:10.1038/modpathol.2013.71. 
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RESUMEN / SUMMARY:  - Cancer targeting gene-viro-therapy (CTGVT) may prove 

to be an effective treatment for pancreatic cancer (PC). This study was intended 

to explore the anti-tumor effect of ZD55-IL-24 (oncolytic adenovirus ZD55 

harboring IL-24) on PC in immune-competent mice. The expression of gene 

harbored by oncolytic adenovirus ZD55 in PC cells was detected by reporter-

gene assays. The in vitro anti PC ability of ZD55-IL-24 was tested by MTT, 
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crystal violet staining and apoptosis assays. The in vivo anti PC effect of ZD55-

IL-24 was further observed in an immune-competent mice model by detecting 

anti-tumor immunity and induction of apoptosis. The expression of gene 

harbored by ZD55 in PC cells was significantly  higher than that harbored by the 

replicated-deficient adenovirus, and the amount  of gene expression was time-

dependent and dose-dependent. Both ZD55-IL-24 and ZD55 inhibited PC cells 

growth, but the anti-tumor effect of ZD55-IL-24 was significantly stronger than 

that of ZD55, and the ability of ZD55-IL-24 in inducing PC apoptosis was 

significantly stronger than that of ZD55. The tumor-forming rate of group ZD55-

IL-24 was the lowest, and the tumor-growing rate was also significantly lower 

than that of group ZD55 in immune-competent PC models. Moreover, ZD55-IL-

24 mediated more anti-cancer immunity effects by induction of stronger T-

lymphocytes response to PC cells, higher levels of gamma-IFN and IL-6 

cytokines. ZD55-IL-24-mediated CTGVT could inhibit PC growth not only by 

inducing oncolysis and apoptosis but enhancing the anti-cancer immune effects 

by inducing T cell response to PC and up-regulating gamma-IFN and IL-6 

cytokine in immune-competent mice. This may serve as a candidate therapeutic 

approach for the treatment of PC. 
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TÍTULO / TITLE:  - Severe Postoperative Complications Adversely Affect Long-

Term Survival After R1 Resection for Pancreatic Head Adenocarcinoma. 

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

REVISTA / JOURNAL:  - World J Surg. 2013 Apr 6. 
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AUTORES / AUTHORS:  - Petermann D; Demartines N; Schafer M 

INSTITUCIÓN / INSTITUTION:  - Department of Visceral Surgery, University 

Hospital CHUV, Rue du Bugnon 46, 1011, Lausanne, Switzerland, 

david.petermann@chuv.ch. 

RESUMEN / SUMMARY:  - BACKGROUND: Survival after pancreatic head 

adenocarcinoma surgery is determined by tumor characteristics, resection 

margins, and adjuvant chemotherapy. Few studies have analyzed the long-term 

impact of postoperative morbidity. The aim of the present study was to assess 

the impact of postoperative complications on long-term survival after 

pancreaticoduodenectomy for cancer. METHODS: Of 294 consecutive 

pancreatectomies performed between January 2000 and July 2011, a total of 

101 pancreatic head resections for pancreatic ductal adenocarcinoma were 

retrospectively analyzed. Postoperative complications were classified on a five-

grade validated scale and were correlated with long-term survival. Grade IIIb to 

IVb complications were defined as severe. RESULTS: Postoperative mortality 

and morbidity were 5 and 57 %, respectively. Severe postoperative 
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complications occurred in 16 patients (16 %). Median overall survival was 1.4 

years. Significant prognostic factors of survival were the N-stage of the tumor 

(median survival 3.4 years for N0 vs. 1.3 years for N1, p = 0.018) and R status 

of the resection (median survival 1.6 years for R0 vs. 1.2 years for R1, p = 

0.038). Median survival after severe postoperative complications was 

decreased from 1.9 to 1.2 years (p = 0.06). Median survival for N0 or N1 tumor 

or after R0  resection was not influenced by the occurrence and severity of 

complications, but patients with a R1 resection and severe complications 

showed a worsened median survival of 0.6 vs. 2.0 years without severe 

complications (p = 0.0005). CONCLUSIONS: Postoperative severe morbidity 

per se had no impact on long-term survival except in patients with R1 tumor 

resection. These results suggest that severe complications after R1 resection 

predict poor outcome. 
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TÍTULO / TITLE:  - ERK1/2 activity contributes to gemcitabine resistance in 

pancreatic cancer cells. 

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

REVISTA / JOURNAL:  - J Int Med Res. 2013 Feb 6. 
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INSTITUCIÓN / INSTITUTION:  - Department of General Surgery, Jinan Central 

Hospital of Shandong University, Jinan, China. 

RESUMEN / SUMMARY:  - OBJECTIVE: To test the hypothesis that 

chemoresistance in pancreatic cancer is mediated via extracellular signal-

regulated protein kinase (ERK) ½ overactivity. METHODS: The human 

pancreatic cancer cell lines BxPC3, PANC-1 and a stably gemcitabine-resistant 

subline, PANC1GemRes, were treated with combinations of gemcitabine and 

the ERK1/2 inhibitor, U0126. Phosphorylated (p)ERK1/2 was examined by 

Western blotting; cell proliferation and apoptosis were quantified. A nude mouse 

xenograft model was established with each cell line, and the therapeutic 

efficacy of gemcitabine and U0126 alone or in combination was examined. 

RESULTS: Gemcitabine treatment visibly increased pERK1/2 levels in BxPC-3 

and PANC-1 cells. PANC-1GemRes constitutively produced high levels of 

pERK1/2. U0126 treatment reversed the gemcitabine-associated increase in 

cell proliferation and reduction in apoptosis, in all three cell lines. Combination 

treatment with U0126 and gemcitabine inhibited tumour growth and promoted 

apoptosis in xenograft tumours derived from all three cell lines. 

CONCLUSIONS: ERK1/2 activity may protect pancreatic cancer cells from 

chemotherapy-induced apoptosis. The combined use of an ERK1/2 inhibitor 
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(such as U0126) together with  gemcitabine may result in synergistic 

therapeutic effects at tolerable gemcitabine doses. 
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TÍTULO / TITLE:  - Disparities in pancreas cancer care. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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University of Minnesota Surgical Outcomes Research Center, University of 
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RESUMEN / SUMMARY:  - BACKGROUND: Prior literature shows demographic 

differences in patients surgically treated for pancreatic cancer (PC). We 

hypothesized that socioeconomic disparities also exist across all aspects of PC 

care, in both surgically and non-surgically treated patients. METHODS: We 

identified a cohort of patients with American Joint Committee on Cancer (AJCC) 

stage I-IV PC in the 1994-2008 California Cancer Registry. We used 

multivariate logistic regression to examine the impact of race, sex, and 

insurance status on (1) resectability (absence of advanced disease), (2) receipt 

of surgery, and (3) receipt of adjuvant/primary chemotherapy (+/- radiotherapy). 

RESULTS: Among 20,312 patients, 7,585 (37 %) had resectable disease; 40 % 

who met this definition received surgery (N = 3,153). On multivariate analysis, 

males were less likely to present with resectable tumors [odds ratio (OR) 0.91, 

95 % confidence interval (CI) 0.85-0.96], but sex did not  otherwise predict 

treatment. Black patients were as likely as White patients to show resectable 

disease, yet were less likely to receive surgery (OR 0.66, 95 % CI 0.54-0.80), 

and adjuvant (OR 0.75, 95 % CI 0.58-0.98) or primary chemotherapy  +/- 

radiation. Compared with Medicaid recipients, non-Medicare/Medicaid enrollees 

were more likely to receive surgery (OR 1.7, 95 % CI 1.4-2.2), and the 

uninsured  were less likely to receive adjuvant therapy (OR 0.54, 95 % CI 0.30-

0.98). CONCLUSIONS: Though Black patients appear to present with 

comparable rates of resectability, they receive care that deviates from current 

guidelines. Insurance status is associated with inferior profiles of resectability 

and treatments. Future policies and research should identify effective strategies 

to ensure receipt of standard care. 
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TÍTULO / TITLE:  - Activated EGFR stimulates MUC1 expression in human uterine 

and pancreatic cancer  cell lines. 

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

REVISTA / JOURNAL:  - J Cell Biochem. 2013 May 18. doi: 10.1002/jcb.24580. 
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RESUMEN / SUMMARY:  - MUC1 is a large cell surface mucin glycoprotein that 

plays diverse roles in both  normal and tumor cell biology. These roles include 

mucosal hydration and protection, inhibition of embryo implantation, protection 

of tumor cells from the immune system and reduction of cytotoxic drug uptake. 

Similarly, the EGFR family  of cell surface receptors drives many normal 

developmental processes as well as various aspects of tumor growth and gene 

expression. EGFR family members have been demonstrated to form complexes 

with MUC1 in various cellular contexts. Nonetheless, the role that EGFR 

activation plays in modulating MUC1 levels has not been considered. In this 

study we demonstrate that activated EGFR drives high level MUC1 expression 

in multiple cell lines of uterine adenocarcinoma and pancreatic cancer origins. 

In some cells, addition of exogenous EGFR ligands (EGF or HB-EGF) elevates 

MUC1 levels while addition of the EGFR tyrosine kinase inhibitor, AG1478, 

reduces MUC1 levels. The thiazolidinedione, rosiglitazone, previously shown to 

reduce progesterone-stimulated MUC1 expression, also blocks EGFR ligand-

driven MUC1 expression. This activity was observed at relatively high 

rosiglitazone concentrations (above 10 microM) and appeared to be largely 

PPARgamma independent indicating a novel utility of this drug to reduce mucin-

expression in various tumor settings. Collectively, these data demonstrate  that: 

1) activation of EGFR stimulates MUC1 expression in multiple cellular contexts 

and; 2) it may be possible to develop useful interventions to reduce MUC1 

expression as a complementary strategy for tumor therapy. J. Cell. Biochem.  © 

2013 Wiley Periodicals, Inc. 
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RESUMEN / SUMMARY:  - Pancreatic ductal adenocarcinoma (PDAC) is a 

notoriously therapy resistant desmoplastic tumor. Antifibrotic therapy is shown 

to increase drug delivery in the preclinical setting. However, this approach can 

be a double-edged sword: Firstly, PDAC is not uniform and some types of 

(dormant) stroma may in fact be protective. Secondly; conventional 

chemotherapeutics are not powerful enough to eradicate all cancer cells in the 

tumor, therefore breaking down the stromal wall non-selectively may also lead 

to the increased dissemination of cancer cells. Recently Kadaba et al. have 

analyzed the impact of the stromal cells in pancreatic, esophageal and skin 

cancers, in bio-engineered, physiomimetic organotypic cultures. The authors 

show that the maximal effect on increasing cancer cell proliferation and 

invasion, as well as decreasing cancer cell apoptosis, occurs when pancreatic 

stellate cells constitute the majority of the cellular population in a three 

dimensional model. This work may be instrumental for better understanding the 

types of stoma in PDAC before eliminating it non-selectively. 
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RESUMEN / SUMMARY:  - To date, pancreatic cancer (PDAC) can’t be diagnosed 

early. Consequently, a majority of patient (80%) display an advanced disease 

that results in a low resection rate leading to an overall median survival of 4 to 

6months. Accordingly, robust markers for the early diagnosis and prognosis of 

pancreatic cancer, or markers indicative of survival and/or metastatic disease 

are desperately needed to help alleviate the dismal prognosis of this disease. In 

this chapter, we review the translational studies demonstrating that miRNAs, 

alone or in combination, may soon translate into clinical applications as long-

awaited screening tools for PDAC. 
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RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - World J Gastroenterol. 2013 Apr 28;19(16):2569-73. doi: 
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RESUMEN / SUMMARY:  - Extrahepatic portal vein (PV) stenosis has various 

causes, such as tumor encasement, pancreatitis and as a post-surgical 

complication. With regard to post-pancreaticoduodenectomy, intraoperative 

radiation therapy with/without PV resection is reported to be associated with PV 

stenosis. However, there has been  no report of PV stenosis after 

pancreatectomy following neoadjuvant chemoradiation therapy (NACRT). Here 

we report the cases of three patients with PV stenosis after pancreatectomy and 

PV resection following gemcitabine-based NACRT for pancreatic cancer and 

their successful treatment with stent placement.  We have performed NACRT in 

18 patients with borderline resectable pancreatic cancer since 2005. Of the 15 

patients who completed NACRT, nine had undergone pancreatectomy. 

Combined portal resection was performed in eight of the nine patients. We 

report here three patients with PV stenosis, and thus the ratio of post-operative 

PV stenosis in patients with PV resection following NACRT is 37.5% in this 

series. We encountered no case of PV stenosis among 22 patients operated  

with PV resection for pancreatobiliary cancer without NACRT during the same 

period. A relationship between PV stenosis and NACRT is suspected, but 

further investigation is required to determine whether NACRT has relevance to 

PV stenosis. 
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INSTITUCIÓN / INSTITUTION:  - Laboratory of Molecular Oncology, Centre for DNA 

Fingerprinting and Diagnostics,  Hyderabad, India. 

RESUMEN / SUMMARY:  - Background:The human ATP-dependent 

SWItch/sucrose nonfermentable (SWI/SNF) complex functions as a primary 

chromatin remodeler during ontogeny, as well as in adult life. Several 

components of the complex have been suggested to function as  important 

regulators of tumorigenesis in various cancers. In the current study, we have 

characterised a possible tumour suppressor role for the largest subunit of the 

complex, namely the AT-rich interaction domain 1B (ARID1B).Methods:We 

performed Azacytidine and Trichostatin A treatments, followed by bisulphite 

sequencing to determine the possible DNA methylation-induced transcription 

repression of the gene in pancreatic cancer (PaCa) cell lines. Functional 

characterisation of effect of ARID1B ectopic expression in MiaPaCa2 PaCa cell 

line, which harboured ARID1B homozygous deletion, was carried out. Finally, 

we evaluated ARID1B protein expression in pancreatic tumour samples using 

immunohistochemistry on a tissue microarray.Results:ARID1B was 

transcriptionally  repressed due to promoter hypermethylation, and ectopic 

expression severely compromised the ability of MiaPaCa2 cells to form colonies 

in liquid culture and  soft agar. In addition, ARID1B exhibited significantly 

reduced/loss of expression in PaCa tissue, especially in samples from 

advanced-stage tumours, when compared  with normal 

pancreas.Conclusion:The results therefore suggest a possible tumour-

suppressor function for ARID1B in PaCa, thus adding to the growing list of 

SWI/SNF components with a similar function. Given the urgent need to design 

efficient targeted therapies for PaCa, our study assumes significance. 

 

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

[124] 

TÍTULO / TITLE:  - Autoantibodies to MUC1 glycopeptides cannot be used as a 

screening assay for early detection of breast, ovarian, lung or pancreatic 

cancer. 

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

REVISTA / JOURNAL:  - Br J Cancer. 2013 May 28;108(10):2045-55. doi: 

10.1038/bjc.2013.214. Epub 2013 May 7. 

 ●●Enlace al texto completo (gratuito o de pago) 1038/bjc.2013.214 

AUTORES / AUTHORS:  - Burford B; Gentry-Maharaj A; Graham R; Allen D; 

Pedersen JW; Nudelman AS; Blixt O; Fourkala EO; Bueti D; Dawnay A; Ford J; 

Desai R; David L; Trinder P; Acres B; Schwientek T; Gammerman A; Reis CA; 

Silva L; Osorio H; Hallett R; Wandall HH; Mandel U; Hollingsworth MA; Jacobs 

I; Fentiman I; Clausen H; Taylor-Papadimitriou J; Menon U; Burchell JM 

INSTITUCIÓN / INSTITUTION:  - 1] Research Oncology, King’s College London, 3rd 

Floor Bermondsey Wing, Guy’s Hospital, London SE1 9RT, UK [2] Computer 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23652307&dopt=Abstract
http://dx.doi.org/10.1038/bjc.2013.214


99 

 

Learning Research Centre, Royal Holloway, University of London, Egham Hill, 

Egham, UK. 

RESUMEN / SUMMARY:  - Background:Autoantibodies have been detected in sera 

before diagnosis of cancer leading to interest in their potential as 

screening/early detection biomarkers. As we have found autoantibodies to 

MUC1 glycopeptides to be elevated in early-stage breast cancer patients, in this 

study we analysed these autoantibodies in large population cohorts of sera 

taken before cancer diagnosis.Methods:Serum samples from women who 

subsequently developed breast cancer, and aged-matched controls, were 

identified from UK Collaborative Trial of Ovarian Cancer Screening (UKCTOCS) 

and Guernsey serum banks to formed discovery and validation sets. These 

were screened on a microarray platform of 60mer MUC1 glycopeptides and 

recombinant MUC1 containing 16 tandem repeats. Additional case-control sets 

comprised of women who subsequently developed ovarian, pancreatic and lung 

cancer were also screened on the arrays.Results:In the discovery (273 cases, 

273 controls) and the two validation sets (UKCTOCS 426 cases, 426 controls; 

Guernsey 303 cases and 606 controls), no differences were found in 

autoantibody reactivity to MUC1 tandem repeat peptide or glycoforms between 

cases and controls. Furthermore, no differences were observed between 

ovarian, pancreatic and lung cancer cases and controls.Conclusion:This robust, 

validated study shows autoantibodies to MUC1 peptide or glycopeptides cannot 

be used for breast, ovarian, lung or pancreatic cancer screening. This has 

significant implications for research on the use of MUC1 in cancer detection. 
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RESUMEN / SUMMARY:  - Background:The aims of our study were to identify 

serum biomarkers that distinguish pancreatic cancer (pancreatic ductal 

adenocarcinoma, PDAC) patients from benign pancreatic disease patients and 

healthy subjects, and to assess the effects of jaundice on biomarker 

performance.Methods:Isobaric tags for relative and absolute quantification were 
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used to compare pooled serum and pancreatic juice samples from a test set of 

59 and 25 subjects, respectively. Validation was undertaken in 113 independent 

subjects.Results:Candidate proteins Complement C5,  inter-alpha-trypsin 

inhibitor heavy chain H3, alpha1-beta glycoprotein and polymeric 

immunoglobulin receptor were elevated in cancer, as were the reference  

markers CA19-9 and Reg3A. Biliary obstruction had a significant effect on the 

performance of the markers, in particular within the PDAC group where the 

presence of jaundice was associated with a significant increase in the levels of  

all six proteins (P<0.01). Consequently, in the absence of jaundice, proteins 

showed reduced sensitivity for PDAC patients over benign subjects and healthy 

controls (HCs). Similarly, in the presence of jaundice, markers showed reduced 

specificity for PDAC patients over benign subjects with jaundice. Combining 

markers enabled improved sensitivity for non-jaundiced PDAC patients over 

HCs and improved specificity for jaundiced PDAC patients over jaundiced 

benign disease subjects.Conclusions:The presence-absence of jaundice in the 

clinical scenario severely impacts the performance of biomarkers for PDAC 

diagnosis and has implications for their clinical translation. 
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RESUMEN / SUMMARY:  - Abstract Pancreatic cancer is an aggressive malignancy 

with a five-year mortality of 97-98% due to widespread metastatic disease. A 

better understanding of the molecular mechanism of pancreatic cancer is 

beneficial for the development of novel approaches for early detection and 

monitoring of pancreatic cancer. We aim  to comprehensively identify the gene 

expression profile in pancreatic cancer and  explore the molecular pathway of 

pancreatic cancer disorder. Using GSE15471 datasets downloaded from Gene 

Expression Omnibus data, we first screened the differentially expressed genes 

in pancreatic cancer using packages in R language. The key pathways of 

differentially expressed genes were investigated with the Kyoto Encyclopedia of 

Genes and Genomes (KEGG) pathway enrichment analysis and synergetic 

network construction based on weighted Jaccard index. A total of 13,211 

differentially expressed genes were identified, and they were enriched in  

several pathways, such as mitogen-activated protein kinase (MAPK) signaling 

pathway, transforming growth factor (TGF)-beta signaling pathway, Janus 

kinase-signal transducers and activators of transcription (JAK-STAT) signaling 

pathway, and calcium signaling pathway, as well as cell cycle, focal adhesion, 

complement and coagulation cascades, and leukocyte transendothelial 

migration. Synergetic pathway network analysis revealed that cytokine-cytokine 

receptor interaction pathway, calcium signaling pathway, and focal adhesion 

pathway were three important pathways in the development of pancreatic 

cancer. The method introduced here is helpful to screen the key pathways for 

controlling pancreatic  cancer progression and provide potential therapeutic 

targets in the treatment of  pancreatic cancer. 
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RESUMEN / SUMMARY:  - AIM: To retrospectively study pancreatic cancer 

patients with respect to their ABO blood type and diabetes. METHODS: Our 

analysis included a cohort of 1017 patients with pancreatic ductal cancer 

diagnosed at our hospital in Tokyo. They were divided into two groups: 114 

patients with long-standing type 2 diabetes (DM group, defined as diabetes 
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lasting for at least three years before the diagnosis  of pancreatic cancer) and 

903 patients without diabetes (non-DM group). Multivariate analysis was 

performed to identify factors that are associated with  long-standing diabetes. 

The DM group was further divided into three subgroups according to the 

duration of diabetes (3-5 years, 5.1-14.9 years, and 15 years or more) and 

univariate analyses were performed. RESULTS: Of the 883 pancreatic cancer 

patients with serologically assessed ABO blood type, 217 (24.6%) had blood 

type O. Compared with the non-DM group, the DM group had a higher 

frequency of blood type B [odds ratio (OR) = 2.61, 95%CI: 1.24-5.47; reference 

group: blood type A]. Moreover, male (OR = 3.17, 95%CI: 1.67-6.06), older than 

70 years of age (OR = 2.19, 95%CI: 1.20-3.98) and presence of a family history 

of diabetes (OR =  6.21, 95%CI: 3.38-11.36) were associated with long-

standing type 2 diabetes. The  mean ages were 64.8 +/- 9.2 years, 67.1 +/- 9.8 

years, and 71.7 +/- 7.0 years in  the subgroups with the duration of diabetes, 3-

5 years, 5.1-14.9 years, and 15 years or more, respectively (P = 0.007). A 

comparison of ABO blood type distribution among the subgroups also showed a 

significant difference (P = 0.03). CONCLUSION: The association of pancreatic 

cancer with blood type and duration of  diabetes needs to be further examined 

in prospective studies. 
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RESUMEN / SUMMARY:  - Among 31 benign cystic neoplasms of the pancreas 

diagnosed as mucinous cystadenomas, we identified 9 (29%) cases of 

nonmucinous cystadenomas with a pancreatobiliary phenotype and an ovarian-

like stroma. Although both cystic tumors belong to the same family, they should 

be separated because their epithelial lining and cyst fluid are different. The 

lining cells of the nonmucinous cystadenomas consisted of a single layer of 

cuboidal cells, similar to the epithelial cells of the normal pancreatic ducts, and 

were not dysplastic (90%-100% of the lining cells). The cyst fluid was described 

as serous or clear.  The remaining 22 classical mucinous cystadenomas, lined 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23596111&dopt=Abstract
http://dx.doi.org/10.1309/AJCPHSV7TV2WOJFE
mailto:alboresjorge@yahoo.com


103 

 

predominantly by mucinous and foveolar epithelium, revealed focal 

pancreatobiliary epithelium in 86% of the cases, and 6 pancreatic invasive 

mucinous cystadenocarcinomas failed to show pancreatobiliary differentiation. 

We believe that these nonmucinous cystadenomas  of the pancreas represent a 

distinctive subset of cystic neoplasms of the pancreas that probably have no 

malignant potential. 
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RESUMEN / SUMMARY:  - The objectives of this study were to validate the 

immunohistochemical expression  patterns of CK19 and KIT in primary 

pancreatic neuroendocrine tumors (pNETs) and  to verify the potential 

biomarkers that can be used to predict the clinical behaviors and postoperative 

outcomes. The immunohistochemical expressions of CK19 and KIT were 

determined in normal pancreatic islets and resectable pNETs. Associations of 

the immunohistochemical features with the clinicopathologic features and 

prognosis were evaluated. All 20 samples from the normal control group were 

negative for both KIT and CK19 in normal pancreatic islets. Positive rates for 

KIT and CK19 in pNETs were 49.5 % (45/91) and 70.0 % (70/100), respectively. 

The percentages of G1, G2, and G3 tumors were 54.9, 42.9, and 2.2 %, 

respectively. Ki-67 index was significantly higher in the KIT-positive subgroup 

than in the KIT-negative subgroup (p < 0.05); however, no statistically  

significant difference of the Ki-67 index was found between the CK19-positive 

and the CK19-negative subgroups (p = 0.656). The positive CK19 expression 

was significantly associated with non-functioning tumors, regional lymph nodes 

metastases, and advanced tumor node metastasis (TNM) stage (p < 0.05). 

Meanwhile, the positive KIT expression was significantly associated with 

advanced TNM grade  (p < 0.05). In univariate analysis, the overall survival in 

patients with positive CK19 expression was significantly lower than that in 

patients with CK19-negative expression (p < 0.05). Also, patients with negative 

KIT expression  showed a tendency of longer survival duration compared with 

those with positive KIT expression (p = 0.188). The high-risk subgroup (2.1 +/- 

2.9) might have a higher Ki-67 index than the low-risk subgroup (1.0 +/- 1.7, p = 

0.208). There was a significant difference in functioning status among the three 
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risk levels (p < 0.05). Pairwise comparison prompted that patients at high risk 

were more prone to have regional lymph nodes metastases, distant 

metastases, and/or recurrences. In  conclusion, the expressions of CK19 and 

KIT are associated with aggressive clinical behaviors in patients with resectable 

pNETs. CK19 and KIT may play a role in tumor progression and metastases. 
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RESUMEN / SUMMARY:  - OBJECTIVE: Localisation of small insulinomas may be 

difficult. Selective pancreatic arterial injection of calcium with hepatic venous 

insulin measurement  (SACST) has been used for this purpose, but can rarely 

cause hypoglycaemia. Two low-dose concentrations of calcium, 0.25 and 0.1 of 

the usual concentration used  for the test, have been compared for sensitivity of 

localisation and safety. DESIGN: SACST was performed at calcium 

concentrations of 0.0025 (Protocol A) and  0.00625 (Protocol B) mEq calcium 

per kg. The standard concentration is 0.025mEq/kg. PATIENTS: 21 successive 

patients with biochemical evidence of insulinoma were studied. RESULTS: 

Using surgical localisation as the gold standard, Protocol A had a sensitivity of 

91% and Protocol B 75% for correct localisation. The false positive localisation 

rate was 16%. No hypoglycaemia was  observed. These results compare 

favorably with published data using the standard  calcium concentration. 

SACST was superior to localisation by non-invasive imaging; in 7 cases SACST 

was correct when conventional imaging was negative (5)  or false positive (2). 

CONCLUSION: Low concentrations of calcium are effective and safe when 

performing SACST for localisation of insulinoma. This article is protected by 

copyright. All rights reserved. 
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RESUMEN / SUMMARY:  - The purposes of this study were to clarify the 

expression patterns of phosphorylated mammalian target of rapamycin (p-

mTOR), mTOR, and phosphatase and  tensin homolog (PTEN) in primary 

pancreatic neuroendocrine tumors (pNETs) and their significance in predicting 

clinical behaviors and postoperative outcomes. The expressions of p-mTOR, 

mTOR, and PTEN were assessed in 20 normal pancreatic islets and in 90 

resectable pNETs using immunohistochemistry. The associations of the 

biomarker expressions with clinicopathologic variables and survival duration  

were analyzed. The percentages of G1, G2, and G3 tumors were 54.4, 43.3, 

and 2.2  %, respectively. A strongly positive staining was observed for both 

mTOR and PTEN in normal pancreatic islets, whereas negative staining was 

observed for p-mTOR. In primary pNETs, the mTOR and p-mTOR positive rates 

were 70.8 % (63/89) and 44.4 % (40/90), respectively. p-mTOR expressions 

strongly correlate with mTOR expressions. No significant correlation between p-

mTOR and clinicopathological features was found. The high expression rate of 

PTEN was 56.7 % (51/90), whereas  the low expression rate was 43.4 % 

(39/90). PTEN loss (low expression) was significantly more frequent in patients 

with advanced WHO grades (p = 0.004) and  in patients with higher Ki-67 index 

(p = 0.002). In our immunohistochemical classification system, the Ki-67 index 

was significantly higher in the PTEN low expression/p-mTOR-positive subgroup 

(2.7 +/- 2.5) than in the PTEN high expression/p-mTOR-negative subgroup (1.0 

+/- 1.7, p = 0.006). Patients in the PTEN low expression/p-mTOR-positive 

subgroup presented a significantly lower 5-year overall survival (OS) than those 

in the PTEN high expression/p-mTOR-negative subgroup (p = 0.049; 5-year OS 

= 79 vs. 100 %, HR = 7.0). ENETS TNM staging and major vascular invasion 
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were independently associated factors for predicting the overall survival rate of 

patients (p = 0.019 and 0.011, respectively). In conclusion, positive p-mTOR 

expression and PTEN loss may have a synergic effect on tumorigenesis and 

proliferation; targeted therapy based on mTOR/PTEN signal pathway and its 

associated molecular mechanism may play a role in the treatment of pancreatic 

neuroendocrine tumors. 

 

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

[134] 

TÍTULO / TITLE:  - ANTI-METASTATIC AND SURVIVAL EFFICACY AND 

SAFETY COMPARISON OF TRADITIONAL CHINESE MEDICINE HERBAL 

MIXTURE LQ VERSUS GEMCITABINE IN A HUMAN PANCREATIC CANCER 

ORTHOTOPIC NUDE-MOUSE MODEL. 

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

REVISTA / JOURNAL:  - J Cell Biochem. 2013 Apr 3. doi: 10.1002/jcb.24561. 

 ●●Enlace al texto completo (gratuito o de pago) 1002/jcb.24561 

AUTORES / AUTHORS:  - Zhang L; Wu C; Zhang Y; Liu F; Zhao M; Bouvet M; 

Hoffman RM 

INSTITUCIÓN / INSTITUTION:  - AntiCancer, Inc., San Diego, CA, U.S.A.; 

Department of Surgery, University of California, San Diego, CA, U.S.A. 

RESUMEN / SUMMARY:  - Pancreatic cancer is highly treatment-resistant and has 

one of the highest fatality rates of all cancers and is the fourth highest cancer 

killer worldwide.  Novel, more effective strategies are needed to treat this 

disease. We report here on the use of patient-like orthotopic nude-mouse 

models of human metastatic pancreatic cancer to compare the traditional 

Chinese medicine (TCM) herbal mixture LQ to gemcitabine, which is first-line 

therapy for this disease, for anti-metastatic and anti-tumor activity as well as 

safety. The human pancreatic cancer cell line, MiaPaCa-2, labeled with red 

fluorescent protein (RFP), was used for the orthotopic model. LQ (gavage, 600 

mg/kg/day) significantly inhibited pancreatic cancer tumor growth and 

metastasis, as measured by imaging, with no overt toxicity. Survival of tumor-

bearing mice was also prolonged by LQ treatment. The therapeutic efficacy of 

LQ is comparable with gemcitabine but with less toxicity, as indicated by a lack 

of body-weight loss with LQ, but not gemcitabine. The results indicate that TCM 

can have non-toxic efficacy against metastatic pancreatic cancer comparable to 

gemcitabine in a clinically-relevant orthotopic mouse model of cancer and that 

TCM can have an important role in the treatment of pancreatic cancer. J. Cell. 

Biochem. © 2013 Wiley Periodicals, Inc. 
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RESUMEN / SUMMARY:  - BACKGROUND: Insulin-like growth factor 1 receptor 

(IGF1R) plays important roles in the progression of pancreatic cancer. However, 

the underlying mechanism remains unclear. AIMS: The purpose of this study 

was to investigate the effects of IGF1R knockdown on the proliferation, 

apoptosis and chemosensitivity of pancreatic cancer cells, and explore the 

possible mechanisms. METHODS: Pancreatic cancer cells expressing IGF1R 

shRNA were established, and the cell proliferation, colony formation, and 

chemosensitivity to gemcitabine were examined in vitro. The activation of AKT 

and NF-kappaB was detected by Western blot analysis and luciferase assay, 

respectively. Xenograft mice models were established to evaluate the in vivo 

anti-tumor effects of IGF1R knockdown. RESULTS: IGF1R knockdown notably 

inhibited pancreatic cancer cell proliferation and colony formation, induced 

apoptosis, and inhibited xenograft tumor growth. Moreover, IGF1R knockdown 

significantly enhanced chemosensitivity to gemcitabine in pancreatic cancer 

cells, and this was correlated with the inhibition of PI3K/AKT  and NF-kappaB 

pathways. CONCLUSIONS: IGF1R knockdown suppresses tumor growth and  

enhances chemosensitivity in pancreatic cancer via the inhibition of PI3K/AKT 

and NF-kappaB pathways, and is a promising approach to overcome the 

chemoresistance of pancreatic cancer. 
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RESUMEN / SUMMARY:  - Metastatic pancreatic cancer carries a poor prognosis, 

with median survival on the order of several months. There is evidence that 

combining gemcitabine with either erlotinib or cisplatin may be superior to single 
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agent gemcitabine in patients with good performance (PS 0-1). We 

retrospectively compared outcomes of  patients treated with either the three 

drug regimen of gemcitabine, cisplatin, and erlotinib (GCE) or the doublet of 

gemcitabine and cisplatin (GC) in order to  assess the potential benefit of 

erlotinib. We also evaluated the role of erlotinib among smokers and non-

smokers. We retrospectively analyzed 145 patients who presented between 

2006 and 2009 with previously untreated metastatic pancreatic cancer initially 

treated at the M.D. Anderson cancer center with either GC or GCE. Information 

on tumor characteristics and overall survival time  (OS) was collected by 

medical record review. Kaplan-Meier curves were used to estimate OS. Log 

rank tests were used to compare OS between groups. The Cox proportional 

hazards regression model was used to evaluate the ability of patient prognostic 

variables or treatment group to predict OS. A total of 71 patients were treated 

with GC, while 74 were treated with GCE. Cox analyses found no significant 

difference in overall survival (median 5.5 vs. 8.0 months, respectively, p-value = 

0.1). Small sampling numbers may have contributed to this result. One year 

survival was 23 % in the GCE group and 13 % in the GC group. Patients with 

poor performance status (PS = 2-3) had worse survival as compared to patients 

with better performance status (PS = 0-1, p = 0.001). As in earlier studies, 

patients treated with more lines of therapy tended to have better survival (p 

<0.0001), and CA19-9 was found to be a significant predictor for OS (p = 

0.001). No statistical evidence of a survival difference was found between 

smokers and non-smokers in both treatment groups (p = 0.72). In conclusion, 

though there was a trend towards improved survival with the addition of erlotinib 

to gemcitabine and cisplatin, this does not reach statistical significance. 
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RESUMEN / SUMMARY:  - BACKGROUND: Pancreatic cancer (PC) carries 

frequent chemoresistance and extremely dismal prognosis. The underlying 

mechanisms remain to be further elucidated. We here report the role of Notch1 
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in gemcitabine resistance and its prognostic significance in PC. METHODS: A 

small interfering RNA (siRNA) specifically targeting Notch1 was transiently 

transfected into three PC cell lines (AsPC-1, BxPC-3, and MIA PaCa-2), 

followed by examination of chemosensitivity to gemcitabine. On the other hand, 

Notch1 expression was evaluated immunohistochemically and correlated with 

clinicopathological and prognostic variables. RESULTS: Successful knockdown 

of Notch1 by specific siRNA induced increased chemosensitivity to gemcitabine 

in all three cell lines. Immunohistochemical staining revealed that Notch1 was 

highly expressed in PC tissues (54.8 %), in contrast to that in para-tumor 

tissues (16.4 %). In addition, Notch1 positivity was significantly correlated with 

early-term metastasis and shortened overall survival. Multivariate Cox 

regression identified Notch1 as an independent prognostic factor. 

CONCLUSIONS: Notch1 contributes to chemoresistance to gemcitabine, and 

serves as a significant indicator of unfavorable prognosis in PC. 
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RESUMEN / SUMMARY:  - BACKGROUND: Parenchymal-sparing pancreatic 

surgery is ideal for lesions such as small pancreatic neuroendocrine tumors 

(PanNET). However, precise localization of these small tumors at surgery can 

be difficult. The placement of fiducials under  endoscopic ultrasound (EUS) 

guidance (EUS-F) has been used to direct stereotactic radiation therapy for 

pancreatic adenocarcinoma. This report describes two cases  in which 

placement of fiducials was used to guide surgical resection. This study  aimed 

to assess the feasibility, safety, and efficacy of using EUS-F for intraoperative 

localization of small PanNETs. METHODS: A retrospective study analyzed two 

consecutive patients with small PanNETs who underwent EUS-F followed by 

enucleation in a tertiary-care referral hospital. The following features were  

examined: technical success and complication rates of EUS-F, visibility of the 

fiducial at the time of surgery, and fiducial migration. RESULTS: In the study, 

EUS-F was performed for two female patients with a 7-mm and a 9-mm 

PanNET respectively in the uncinate process and neck of the pancreas. In both 
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patients,  EUS-F was feasible with two Visicoil fiducials (Core Oncology, Santa 

Barbara, CA, USA) placed either within or adjacent to the tumors using a 22-

gauge Cook Echotip needle. At surgery, the fiducials were clearly visible on 

intraoperative ultrasound, and both the tumor and the fiducials were 

successfully enucleated in  both cases. No complications were associated with 

EUS-F, and no evidence of pancreatitis was shown either clinically or on 

surgical pathology. This investigation had the limitations of a small single-center 

study. CONCLUSIONS: For patients undergoing enucleation, EUS-F is 

technically feasible and safe and aids intraoperative localization of small 

PanNETs. 
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RESUMEN / SUMMARY:  - Background: Mixed acinar-endocrine carcinoma 

(MAEC) is a rare mixed tumor of the  pancreas defined by both acinar and 

endocrine cell differentiation. Case: We present 2 cases of MAEC initially 

diagnosed as pancreatic endocrine neoplasm on fine-needle aspiration. Both 

patients were male, aged 51 and 75 years, and presented with 16-mm and 6-

mm pancreatic masses, respectively. Aspirates showed loose aggregates and 

dispersed single plasmacytoid cells with moderate nuclear size variation, 

slightly irregular nuclear contours, fine to coarsely granular chromatin, 

occasional prominent nucleoli, and scant to moderate finely granular cytoplasm. 

Rare mitotic figures and pyknotic forms were noted in one of the cases. 

Endocrine differentiation was confirmed by immunocytochemistry which led to 

an initial diagnosis of pancreatic endocrine neoplasm. Trypsin and lipase 

immunocytochemistry were later obtained, confirming a component of acinar 

cell differentiation. Findings were confirmed on surgical excision. Conclusion: 

Because of their potentially more aggressive clinical course and different 

therapeutic implications, MAECs are an important consideration in the 

differential diagnosis of pancreatic neoplasms. Certain cytomorphologic 

features  and immunocytochemical markers of acinar cell differentiation may be 

helpful in raising the possibility of MAEC on cytology. 
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RESUMEN / SUMMARY:  - Glucagonomas are slow-growing, rare pancreatic 

neuroendocrine tumors. They may present with paraneoplastic phenomena 

known together as the “glucagonoma syndrome.” A hallmark sign of this 

syndrome is a rash known as necrolytic migratory erythema (NME). In this 

paper, the authors describe a patient with NME  and other features of the 

glucagonoma syndrome. The diagnosis of this rare tumor  requires an elevated 

serum glucagon level and imaging confirming a pancreatic tumor. Surgical and 

medical treatment options are reviewed. When detected early,  a glucagonoma 

is surgically curable. It is therefore imperative that clinicians recognize the 

glucagonoma syndrome in order to make an accurate diagnosis and refer for 

treatment. 
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RESUMEN / SUMMARY:  - Pancreatic ductal adenocarcinoma (PDA) is a highly 

aggressive and lethal cancer which is poorly responsive to standard therapies. 

Although the PDA tumor microenvironment is considered especially 

immunosuppressive, recent data mostly from genetically engineered and other 

mouse models of the disease suggest that novel immunotherapeutic 
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approaches hold promise. Here, we describe both laboratory and clinical efforts 

to target the CD40 pathway for immunotherapy in PDA. Findings suggest that 

CD40 agonists can mediate both T-cell-dependent and T-cell-independent 

immune mechanisms of tumor regression in mice and patients. T-cell-

independent mechanisms are associated with macrophage activation and the 

destruction of PDA tumor stroma, supporting the concept that immune 

modulation of the tumor microenvironment represents a useful approach in 

cancer immunotherapy. 
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TÍTULO / TITLE:  - Ethyl pyruvate significantly inhibits tumour necrosis factor-
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RESUMEN / SUMMARY:  - In this study, we examined the effect of ethyl pyruvate 

(EP) on pulmonary inflammation in rats with severe pancreatitis-associated 

acute lung injury (ALI). Severe acute pancreatitis (SAP) was induced in rats by 

the retrograde injection of 5% sodium taurocholate into the pancreatic duct. 

Rats were randomly divided into the following experimental groups: control 

group, SAP group and EP-treated group. The tissue specimens were harvested 

for morphological studies, Streptavidin-peroxidase immunohistochemistry 

examination. Pancreatic or lung tissue oedema was evaluated by tissue water 

content. Serum amylase and lung tissue malondialdehyde (MDA) and 

myeloperoxidase (MPO) were measured. Meanwhile,  the nuclear factor-

kappaB (NF-kappaB) activation, tumour necrosis factor-alpha (TNF-alpha), 

interleukin-1beta (IL-1beta) levels and HMGB1 protein expression levels in the 

lung were studied. In the present study, we demonstrated that treatment with 

EP after SAP was associated with a reduction in the severity of SAP and lung 

injury. Treatment with EP significantly decreased the expression of  TNF-alpha, 

IL-1beta, HMGB1 and ameliorated MDA concentration, MPO activity in the lung 

in SAP rats. Compared to SAP group, administration of EP prevented 

pancreatitis-induced increases in nuclear translocation of NF-kappaB in the 

lung. Similarly, treatment with EP significantly decreased the accumulation of 

neutrophils and markedly reduced the enhanced lung permeability. In 
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conclusion, these results demonstrate that EP might play a therapeutic role in 

pulmonary inflammation in this SAP model. 
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RESUMEN / SUMMARY:  - Gemcitabine was approved for advanced pancreatic 

cancer in 1996. We investigated  uptake and predictors of its use. We identified 

3,231 individuals > 65 years in the SEER-Medicare database with stage IV 

pancreatic adenocarcinoma, diagnosed between 1998-2005, who survived >30 

days. Of these, 54% received chemotherapy, 93% with gemcitabine. 

Gemcitabine nonreceipt was associated with advanced age and unmarried (OR: 

0.65, 95% CI: 0.55-0.76). Diagnosis in 2004-2005 versus 1998-2000  was more 

likely to receive gemcitabine (OR: 1.51, 95% CI: 1.23-1.84) as were higher SES 

patients (highest versus lowest quintile, OR: 2.14, 95% CI: 1.60-2.85). 

Gemcitabine was rapidly adopted among elderly advanced pancreatic cancer 

patients; several factors are associated with use. 
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RESUMEN / SUMMARY:  - Tropomyosin-related kinase A (TrkA) is emerging as an 

important player in carcinogenic progression. TrkA overexpression, which is 

associated with cell growth, proliferation, survival, and invasion, has been 

observed in pancreatic cancer. We therefore synthesized HS-345, a novel TrkA 

inhibitor, and evaluated its anti-cancer effect and underlying mechanism of 

action in pancreatic cancer. In this study, HS-345 effectively inhibited the growth 

and proliferation in three pancreatic cancer cell lines (PANC-1, MIA PaCa-2, 

and BxPC-3). Activation of the  TrkA/Akt signal cascade was also inhibited by 

HS-345 treatment in a dose-dependent manner. The pro-apoptotic effect of HS-

345 was evidenced by increased levels of cleaved caspase-3 and cleaved 

PARP, and decrease of Bcl/Bax expression via mitochondria membrane 

potential, as well as elevated numbers of TUNEL-positive apoptotic cells. HS-

345 was additionally found to exert anti-angiogenic effect by decreasing the 

expression of HIF-1alpha and VEGF, major factors of angiogenesis, which were 

also demonstrated by the suppression of tube  formation and migration of 

VEGF-treated human umbilical vein endothelial cells along with inhibition of 

blood vessel formation by HS-345 in a Matrigel plug assay with mice. Results of 

our investigation show that HS-345 inhibited the TrkA/Akt signaling pathway 

resulting in cell growth/angiogenesis inhibition and apoptosis induction. Based 

on our data, we suggest that HS-345 is a potential candidate for treating 

pancreatic cancer. 
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RESUMEN / SUMMARY:  - Ellagic acid (EA) is a polyphenol found in several plants 

and fruits. The objectives of this study were to examine the molecular 

mechanisms by which EA inhibits pancreatic cancer growth in Balb C nude 

mice. PANC-1 cells were injected subcutaneously into Balb c nude mice, and 

tumor-bearing mice were treated with EA. The expression of Akt, Shh and 

Notch and their target gene products were measured by the 

immunohistochemistry and Western blot analysis. Treatment of PANC-1 

xenografted mice with EA resulted in significant inhibition in tumor growth which 

was associated with suppression of cell proliferation and caspase-3  activation, 

and induction of PARP cleavage. EA inhibited the expression of Bcl-2, cyclin 

D1, CDK2, and CDK6, and induced the expression of Bax in tumor tissues 

compared to untreated control group. EA inhibited the markers of angiogenesis 

(COX-2, HIF1alpha, VEGF, VEGFR, IL-6 and IL-8), and metastasis (MMP-2 

and MMP-9)  in tumor tissues. Furthermore, treatment of mice with EA caused a 

significant inhibition in phospho-Akt, Gli1, Gli2, Notch1, Notch3, and Hey1. EA 

also reversed epithelial to mesenchymal transition by up-regulating E-cadherin 

and inhibiting the expression of Snail, MMP-2 and MMP-9. These data suggest 

that EA can inhibit  pancreatic cancer growth, angiogenesis and metastasis by 

suppressing Akt, Shh and Notch pathways. In view of the fact that EA could 

effectively inhibit human pancreatic cancer growth by suppressing Akt, Shh and 

Notch pathways, our findings suggest that the use of EA would be beneficial for 

the management of pancreatic cancer. 
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RESUMEN / SUMMARY:  - This article reviews the genetics and incipient pathology 

of familial pancreatic  cancer and the screening modalities in current use, and 

summarizes the outcomes of reported screening programs. 
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RESUMEN / SUMMARY:  - Thymoquinone (TQ), isolated from the seeds of Nigella 

sativa, show moderate efficacy against pancreatic cancer. In the present work 

we report synthesis and characterization of novel TQ analogs appended with 

gallate and fluorogallate pharmacophores and evaluation of their effects against 

pancreatic cancer cell lines for cell viability and induction of apoptosis. The 

efficacy of the analogs  alone or in combination with Gemcitabine was assessed 

in vitro. LC-MS spectra of  ATQTHB and ATQTFB showed major peaks 

corresponding to expected M+1 fragment at 316.34 and 322.34 respectively. 

Molecular docking studies revealed good fit for these analogs in the COX-2 

protein cavity with better binding energies compared to parent TQ compound. 

Present TQ analogs exhibit superior anti-proliferative activity, excellent chemo-

sensitizing activity against pancreatic cancer in vitro and in combination with 

Gemcitabine. 
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RESUMEN / SUMMARY:  - We herein present the first case to be reported of 

synchronous quadruple primary  cancer of the thyroid, breast, pancreas and 
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stomach in a 70-year-old female. Fluorine-18-fluorodeoxyglucose (FDG)-

positron-emission tomography/computed tomography (PET/CT) revealed 

increased FDG activity in the thyroid, left breast,  pancreatic body and antrum of 

the stomach. To make a definitive diagnosis of synchronous quadruple primary 

tumors, ultrasound-guided fine-needle aspiration (FNA) cytology and biopsy of 

the thyroid, breast, pancreas and stomach were performed. FNA cytology and 

biopsy findings showed papillary carcinoma of the thyroid, invasive ductal 

adenocarcinoma of the breast, adenocarcinoma of the pancreas and 

gastrointestinal stromal tumor. To the best of our knowledge, this combination 

of synchronous multiple primary tumors has not been reported. 
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RESUMEN / SUMMARY:  - OBJECTIVES: Oxidative stress has been implicated in 

the pathogenesis of chronic pancreatitis (CP) and pancreatic cancer (PC). The 

study aim was to assess the oxidative stress markers and antioxidant defense 

system in patients with CP and those with PC. METHODS: Activities of 

superoxide dismutase 1 (SOD1), catalase (CAT), glutathione peroxidase 1 

(GPX1), glutathione reductase (GR), arylesterase  (PON1-A) and lactonase 

(PON1-L) activities of paraoxonase 1 (PON1) and concentrations of reduced 

glutathione, conjugated dienes in low-density lipoprotein (CD/LDL) and oxidized 

LDL (ox-LDL/LDL) were assessed in 50 PC and 50  CP patients and 50 age 

and sex-matched controls. RESULTS: Comparison of PC and CP groups to 

controls found the following changes: glutathione peroxidase 1 (GPX1) (-20.2%, 

-25.5%; P < 0.001), glutathione reductase (GR) (-9.5%, -11.9%; P < 0.05), 

SOD1 (+22.9%; P < 0.01), CAT (-10.6%; P < 0.05), PON1-A (-34.3%, -16.0%; P 

< 0.001), PON1-L (-44.2%; -17.0%; P < 0.01), conjugated dienes in LDL 

(CD/LDL) (+20%, +33.3%; P < 0.05) and ox-LDL/LDL (+42.2%, +14.4%; P < 

0.05). The patients  with PC had changed activities and levels of SOD1 

(+24.2%), CAT (-10.4); P < 0.01), PON1-A (-21.7%), PON1-L (-32.9%), and ox-

LDL/LDL (+24.3%); (all P < 0.01)  compared with the patients with CP. 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23558240&dopt=Abstract
http://dx.doi.org/10.1097/MPA.0b013e318288360a
mailto:Jana.Kodydkova@seznam.cz


118 

 

CONCLUSIONS: Reduced antioxidant defense system capacity and increased 

markers of oxidative stress were found in PC and CP. PON1-L and CAT 

activities, along with ox-LDL/LDL levels, were the independent factors 

differentiating the patients with PC from the patients with CP. 
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RESUMEN / SUMMARY:  - To assess UK histopathologists’ approach to reporting 

resection specimens for carcinomas of the pancreatic head. Questions were 

asked using an online survey service. The responses revealed considerable 

variation in dissection and sampling procedures, interpretation of histology, and 

the structure of services in the UK. Assessment of resection margins was a 

notable area of inconsistency. Information  in guidelines and better support for 

some centres could help reduce the observed  differences in practice. 
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RESUMEN / SUMMARY:  - CONTEXT: Diagnoses rendered as atypical/suspicious 

for malignancy on fine-needle  aspiration (FNA) of pancreatic mass lesions 

range from 2% to 29% in various studies. We have identified the expression of 

3 genes, MUC4, MUC16, and NGAL that are highly upregulated in pancreatic 

adenocarcinoma. In this study, we analyzed the expression of these markers in 
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FNA samples to determine whether they could improve sensitivity and 

specificity. OBJECTIVE: To evaluate the utility of MUC4,  MUC16, and NGAL in 

the evaluation of pancreatic FNA specimens. DESIGN: Records of pancreatic 

FNAs performed during 10 consecutive years were reviewed. Unstained 

sections from corresponding cell blocks were immunostained for MUC4, 

MUC16, and NGAL (polyclonal). Immunostaining was assessed using the H-

score (range, 0-3). Any case with an H-score of >0.5 was considered positive. 

RESULTS: Cases were classified using cytomorphologic criteria as 

adenocarcinoma (31 of 64; 48.4%), benign (17 of 64; 26.6%), and 

atypical/suspicious (16 of 64; 25%). On follow-up,  all cases (100%; 31 of 31) 

diagnosed as carcinoma on cytology were confirmed on biopsy/resection 

samples or by clinical follow-up (such as unresectable disease). Of the cases 

diagnosed as atypical/suspicious, 69% (11 of 16) were found to be positive for 

adenocarcinoma and 31% (5 of 16) were benign on subsequent follow-up. 

Overall sensitivity and specificity, respectively, for the various markers for the 

detection of pancreatic adenocarcinoma were as follows: MUC4 (74% and 

100%), MUC16 (62.9% and 100%), and NGAL (61.3% and 58.8%). In cases 

that were atypical/suspicious on cytology, expression of MUC4 and MUC16 was 

100% specific for carcinoma with sensitivities of 63.6% and 66.7%, respectively. 

CONCLUSION: Immunocytochemistry for MUC4 and MUC16 appears to be a 

useful adjunct in the classification of pancreatic FNA samples, especially in 

cases that are equivocal  (atypical/suspicious) for adenocarcinoma on 

cytomorphologic assessment. 
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RESUMEN / SUMMARY:  - Pancreatic ductal adenocarcinoma (PDAC) is one of the 

most lethal types of human  cancer. In the present study, we evaluated serum 

microRNA-192 (miR-192) as a potential biomarker in patients with PDAC and 

investigated its biological functions in this disease. miRNA expression profiling 

of human PDACs and adjacent normal pancreatic tissues identified 16 

upregulated miRNAs including miR-192 and  8 downregulated miRNAs. 

Quantitative real-time polymerase chain reaction (PCR) revealed elevation of 
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serum miR-192 levels in PDAC patients relative to these levels in duodenal 

adenocarcinoma patients and healthy controls. Receiver operating 

characteristic analysis demonstrated that serum miR-192 had a sensitivity of 

76% and a specificity of 55% for detecting PDAC. Ectopic expression of miR-

192 in PANC-1 pancreatic cancer cells enhanced cell proliferation and 

migration, reduced apoptosis and promoted cell cycle progression from the 

G0/G1 to the S phase. Western blot analysis showed that enforced expression 

of miR-192 decreased the expression of smad-interacting protein 1 (SIP1) and 

altered a set of cell cycle-related genes in the PANC-1 cells. miR-192 

overexpression increased tumor volume in an orthotopic pancreatic  cancer 

mouse model, coupled with suppression of SIP1 and elevation of collagen I. In 

conclusion, serum miR-192 may serve as a sensitive diagnostic biomarker for 

PDAC. Overexpression of miR-192 contributes to tumor growth and progression 

in PDAC, which is associated with repression of SIP1 and alteration of cell cycle 

regulatory genes. 
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RESUMEN / SUMMARY:  - The imaging findings of primary solid pancreatic tumors 

have long been studied and are generally well-established. However, 

interestingly enough, a wealth of new information has recently appeared in the 

literature, including the imaging findings of novel or previously seldom-

addressed pathological entities as well as atypical imaging findings of common 

tumors, both of which are well-correlated with the pathology findings. 5 %-14 % 

of pancreatic ductal adenocarcinomas have been reported on dynamic contrast-

enhanced computed tomography to be isoattenuating, and thus making the 

imaging diagnosis challenging. The imaging-pathology correlation in such 

isoattenuating tumors is presented along with a discussion regarding the early 

imaging detection of pancreatic cancers. Colloid (or mucinous non-cystic) 

pancreatic cancer may resemble a less harmful cystic lesion due to its abundant 

extracellular mucin, and thus requiring caution in the image interpretation. 

Serotonin-producing neuroendocrine tumors have recently been recognized as 

a separate entity from usual neuroendocrine tumors. Exuberant fibrosis caused 
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by serotonin metabolites and scarce tumor cells creates a unique pattern of 

pancreatic ductal obstruction seen on imaging. Small solid pseudopapillary 

tumors appear as unencapsulated, completely solid lesions with gradually 

increasing enhancement after contrast administration, unlike typical solid 

pseudopapillary neoplasms that present as a large mixed solid and 

degenerated cystic or hemorrhagic mass encapsulated by a thick capsule and 

which, therefore, tend to be misdiagnosed on imaging. Solid serous adenoma is 

a rare, solid variant of serous cystadenoma and appears on imaging as a 

hypervascular, solid nodule due to its genuinely microscopic cystic, alveolar, 

and ectatic tubular tumor architecture. 
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RESUMEN / SUMMARY:  - A 73-year-old woman with malignant insulinoma was 

treated with 100 mug/day octreotide for unresected insulinoma and liver 

metastases. The daily administration of the drug induced hyperglycemia after 

dinner in addition to existing fasting hypoglycemia possibly because this drug 

suppressed both insulin  and glucagon secretion and its blood concentration 

was unstable. After replacing  a daily injection of octreotide with a monthly 

injection of octreotide long-acting repeatable (LAR), blood glucose levels 

stabilized within the normal range. The findings of the present study showed 

that octreotide LAR could be useful for the long-term treatment of unresectable 

insulinomas. 
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RESUMEN / SUMMARY:  - Lymph node metastasis is considered one of the most 

significant factors associated with postoperative prognosis in patients with 

pancreatic cancer. Some  prospective studies found no significant differences in 

survival between patients who underwent pancreatic cancer surgery with 

extended lymphadenectomy and those who underwent surgery with standard 

lymphadenectomy. However, recent reports, such as those describing the 

significance of the metastatic to examined lymph node ratio, suggest the need 

for some degree of lymphadenectomy. This review describes the findings of 

published studies and discusses the usefulness of LN dissection in patients with 

pancreatic cancer. 
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RESUMEN / SUMMARY:  - AIMS: To compare the accuracy of eyeball estimates of 

the Ki-67 proliferation index (PI) with formal counting of 2000 cells as 

recommend by the Royal College of Pathologists. METHODS: Sections from 

gastroenteropancreatic neuroendocrine tumours were immunostained for Ki-67. 

PI was calculated using three methods: (1)  a manual tally count of 2000 cells 

from the area of highest nuclear labelling using a microscope eyepiece 

graticule; (2) eyeball estimates made by four pathologists within the same area 
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of highest nuclear labelling; and (3) image analysis of microscope photographs 

taken from this area using the ImageJ ‘cell counter’ tool. ImageJ analysis was 

considered the gold standard for comparison. RESULTS: Levels of agreement 

between methods were evaluated using Bland-Altman plots. Agreement 

between the manual tally and ImageJ assessments was very high at low PIs. 

Agreement between eyeball assessments and ImageJ analysis varied between 

pathologists. Where data for low PIs alone were analysed, there was a 

moderate level of agreement between pathologists’ estimates and the gold 

standard, but when all data were included, agreement was poor. 

CONCLUSIONS: Manual tally counts of 2000 cells exhibited similar levels of 

accuracy to the gold standard, especially at low PIs. Eyeball estimates were 

significantly less accurate than the gold standard. This suggests that tumour 

grades may be misclassified by eyeballing and that formal tally counting of 

positive cells produces more reliable results. Further studies are needed to 

identify accurate clinically appropriate ways of calculating. 
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RESUMEN / SUMMARY:  - BACKGROUND: Insulinoma is a neuroendocrine tumor 

derived from the beta cells of pancreatic islets. They are usually relatively 

inaccessible for surgical intervention. High expression levels of glucagon-like 

peptide-1 (GLP-1) receptor  have been detected in insulinoma. AIM: The aim of 

the study was to evaluate the potential of F-radiolabeled GLP-1 analog exendin-

4 for the diagnosis of insulinoma using PET/computed tomography imaging. 

MATERIALS AND METHODS: The GLP-1 receptor-specific molecular probe 

[F]FB-exendin-4 was prepared by the conjugation of exendin-4 and N-

succinimidyl-4-[F] fluorobenzoate ([F]SFB). High expression of GLP-1 by the 

RIN-m5f insulinoma line and GLP-1 receptor specificity were evaluated by 

determining the saturation curve for in-vitro binding of I-radiolabeled exendin-4 

and by investigation of the competitive binding between  I-radiolabeled and 

unlabeled exendin-4. Further, the in-vivo biodistribution and  micro-

PET/computed tomography images of insulinoma-bearing mice were studied. 
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RESULTS: An overall radiochemical yield of 35.6+/-2.3% (decay corrected, 

n=5) and specific radioactivity of around 30 GBq/micromol were achieved for 

[F]FB-exendin-4, and the radiochemical purity was over 98%. Both in-vitro and 

in-vivo studies confirmed the specificity of [F]FB-exendin-4 to insulinoma cells. 

CONCLUSION: [F]FB-exendin-4 has been found to be an effective molecular 

imaging probe for detecting insulinomas. 
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RESUMEN / SUMMARY:  - Objectives: Endoscopic ultrasound (EUS) fine needle 

aspiration (FNA) biopsies are commonly used to diagnose tumors of the 

pancreas. Serous cystadenoma (SCA) is a benign neoplasm that is uncommon 

and accounts for 1-2% of all pancreatic neoplasms. Study Design: Surgically 

excised SCAs with preoperative EUS FNA biopsy over a 10-year span were 

identified. Clinical data were collected, and cytomorphologic features reviewed 

retrospectively and correlated with surgical excision data. Original 

cytopathologic diagnoses and retrospectively reviewed cytomorphology features 

were recorded. Results: Seventeen patients were identified. Original EUS FNA 

interpretation included 1 ‘unsatisfactory’, 9 ‘negative for malignancy’ and 7 

‘atypical’ or greater; however, all cases were categorized as benign/negative or 

nondiagnostic on retrospective review. The cases were hypocellular and 

possessed variable (rare to few-moderate) groups of bland cuboidal epithelial 

cells embedded in granular debris. Mucosal sampling was present (7/17) and 

cell blocks were acellular (5/17). Conclusion: This is a large series of pancreas 

SCAs subjected exclusively to EUS FNA biopsy where all cases had surgical 

excision confirmation. The 17 cases had hypocellular aspirate smears with the 

majority showing few bland epithelial cells; however, this can limit definitive 

diagnosis based on the cytomorphologic evaluation alone. The aspirate  smear 

pattern of EUS FNA of SCAs of the pancreas supports a benign/negative or 

nondiagnostic categorization. 

 

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

[161] 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23635954&dopt=Abstract
http://dx.doi.org/10.1159/000346911


125 

 

TÍTULO / TITLE:  - Choledochoduodenal fistula after biliary placement of a self-

expanding metallic stent for palliation of pancreatic cancer. 
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RESUMEN / SUMMARY:  - Background: new aspects have emerged in the clinical 

and diagnostic scenarios of  insulinoma: current guidelines have lowered the 

diagnostic insulin threshold to 3FU/ml in the presence of hypoglycemia (<55 

mg/dL); post-prandial hypoglycemia has been reported as the only presenting 

symptom; preexisting diabetes mellitus was recognized in some patients. Aim: 

to evaluate clinical features, diagnostic criteria and glucose metabolic profile in 

a monocentric series of patients affected by insulinomas including two 

subgroups: sporadic and MEN-1. Subjects and methods: clinical, pathological 

and biochemical data regarding 33 patients were analyzed. Results: following 

the current guidelines the 72h-fasting test was initially positive in all cases but 

one. In this case the test, initially negative, became positive after a 2-year 

follow-up. Nadir insulin level was >/= 3FU/mL but < 6 FU/mL in three patients 

and >/= 6 FU/mL in the remaining 30 cases. At presentation 27 patients (82%) 

reported only fasting symptoms, 3 (9%) only post-prandial and 3 (9%) both. 

Seven cases (21%) had previously been affected by  type 2 diabetes mellitus or 

impaired glucose metabolism. Conclusions: in our series the new cut-off of 

insulin increased the sensitivity of the 72h-fasting test from 87% to 97%. The 

absence of hypoglycemia during the test cannot definitively rule out the 

diagnosis and the test should be repeated in every highly suspicious case. 

Post-prandial hypoglycaemia can be the only presenting symptom. Diabetes 

mellitus may be associated with the occurrence of insulinoma. A possible 
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diagnosis of insulinoma must not be ignored if previous impaired glucose 

handling is evident. 
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RESUMEN / SUMMARY:  - AIM: To clarify the effectiveness and safety of 

endoscopic ultrasound-guided fine-needle aspiration (EUS-FNA) for the 

diagnosis of pancreatic cancer (PC). METHODS: Patients who were diagnosed 

with unresectable, locally advanced or metastatic PC between February 2006 

and September 2011 were selected for this retrospective study. FNA biopsy for 

pancreatic tumors had been performed percutaneously under extracorporeal 

ultrasound guidance until October 2009; then, beginning in November 2009, 

EUS-FNA has been performed. We reviewed the complete  medical records of 

all patients who met the selection criteria for the following  data: sex, age, 

location and size of the targeted tumor, histological and/or cytological findings, 

details of puncture procedures, time from day of puncture until day of definitive 

diagnosis, and details of severe adverse events. RESULTS: Of the 121 patients 

who met the selection criteria, 46 had a percutaneous biopsy  (Group A) and 75 

had an EUS-FNA biopsy (Group B). Adequate cytological specimens  were 

obtained in 42 Group A patients (91.3%) and all 75 Group B patients (P = 

0.0192), and histological specimens were obtained in 41 Group A patients 

(89.1%)  and 65 Group B patients (86.7%). Diagnosis of malignancy by cytology 

was positive in 33 Group A patients (78.6%) and 72 Group B patients (94.6%) 

(P = 0.0079). Malignancy by both cytology and pathology was found in 43 

Group A (93.5%) and 73  Group B (97.3%) patients. The mean period from the 

puncture until the cytological diagnosis in Group B was 1.7 d, which was 

significantly shorter than that in Group A (4.1 d) (P < 0.0001). Severe adverse 

events were experienced in two Group A patients (4.3%) and in one Group B 

patient (1.3%). CONCLUSION: EUS-FNA, as well as percutaneous needle 

aspiration, is an effective modality to obtain cytopathological confirmation in 

patients with advanced PC. 
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RESUMEN / SUMMARY:  - Pancreatic ductal adenocarcinoma (PDA) is one of the 

most aggressive malignancies in humans, and its prognosis is generally poor 

even after surgery. Many advances  have been made to understand the 

pathogenesis of PDA; however, the molecular mechanisms that lead to 

pancreatic carcinogenesis are still not clearly understood. The aims of this study 

were to investigate the relationship between DLC-1 methylation status and 

clinicopathological characteristics of PDA patients  and evaluate the role of 

DLC-1 methylation status in PDA. The expression of DLC-1 mRNA in PDA 

tissues was analyzed by real-time PCR. The methylation status of DLC-1 was 

analyzed by methylation-specific polymerase chain reaction (MSP). 

Furthermore, we determined the prognostic importance of DLC-1 methylation 

status  in PDA patients. Our results showed that the expression level of DLC-1 

mRNA in PDA tissues was lower than that in non-cancerous tissues. The rate of 

DLC-1 promoter methylation was significantly higher in PDA tissues than in 

adjacent non-cancerous tissues (p < 0.001). Downregulation of DLC-1 was 

strongly correlated with promoter methylation (P = 0.003). The presence of 

DLC-1 methylation in PDA tissue samples was significantly correlated with 

clinical stage (P = 0.005), histological differentiation (P = 0.05), and lymph node 

metastasis (P = 0.006). Kaplan-Meier survival analysis showed that DLC-1 

methylation status was inversely correlated with overall survival of the PDA 

patients. Further, Cox multivariate analysis indicated that DLC-1 methylation 

status was an independent prognostic factor for the overall survival rate of PDA  

patients. In conclusion, our data suggest that downregulation of DLC-1 may be 

explained by DNA methylation; DLC-1 may be a biomarker for PDA. 
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RESUMEN / SUMMARY:  - BACKGROUND: Pancreatic metastases are rare and 

only sparse data exists on treatment options. After recent advances in 

pancreatic surgery, metastasectomies  have become promising treatment 

alternatives. METHODS: Twenty-six patients underwent pancreatic 

metastasectomy between 1991 and 2010 at our institution. Data was evaluated 

retrospectively. RESULTS: Renal cell carcinoma was the most common origin 

of pancreatic metastases (n = 16; 62%). Other primaries include gall bladder 

carcinoma, leiomyosarcoma, colon cancer (all n = 2), and others. The median 

time interval between primary tumor and pancreatic resection was 5.3 years [0-

24]. Eleven pancreatic head resections (42%), fourteen distal pancreatectomies 

(54%), and one total pancreatectomy were performed (4%). The estimated 3- 

and 5-year survival rates were 73.2% and 52.3%, respectively. The estimated 

median overall survival was 63 months (CI: 37.8-88.1 months). There’ was no 

perioperative death. The complication rate and relaparotomy rate was 31% and 

19%, respectively. Patients suffering from synchronous metastases at the time 

of pancreatic surgery had a statistically significant shorter median overall 

survival time (11 months vs. 64 months). CONCLUSIONS: Despite the 

operative risk  involved, we believe that pancreatic resection should be 

considered in selected patients with good performance status, stable disease 

and isolated pancreatic metastases. J. Surg. Oncol. 2013;107:859-864. © 2013 

Wiley Periodicals, Inc. 
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RESUMEN / SUMMARY:  - Cystic tumours of the pancreas are heterogeneous 

lesions with a spectrum of morphology and biological behaviour in people. 

These are poorly characterized in  animals. A multicystic tumour of the 

pancreas was identified in an 11-year-old, female, mixed breed cat. The tumour 

was 5.5 cm in diameter and the largest cysts  were 1.5 cm in diameter. 

Microscopically, the cysts were lined by single layered  or pseudostratified, flat, 

cuboidal or columnar epithelial cells that occasionally formed papillary 

structures with a thin fibrous core. The tumour cells had eosinophilic granules in 

the apical cytoplasm, similar to zymogen granules, and the nuclei were uniform 

in size and shape. Mitotic figures were not observed. Immunohistochemically, 

the tumour cells expressed trypsin, but not cytokeratin 7. A diagnosis of acinar 

cell cystadenoma of the pancreas was made and this is the first report of this 

tumour in a cat. 
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RESUMEN / SUMMARY:  - Pancreatic ductal adenocarcinoma (PDAC) imposes a 

heavy burden of disease, especially in the most developed countries, and the 

mortality rate has not declined over the past decades. Therefore, there is an 

urgent need for a better understanding of the molecular mechanisms of PDAC, 

which may help to improve early detection, prognosis, and treatment 

efficiency.This review focuses on PDAC  epidemiology and on recent advances 

in our understanding of the molecular mechanisms of PDAC carcinogenesis. 

We discuss the cancer stem cell hypothesis, which provides a rationale for the 

pervasive resistance of PDAC to chemoradiotherapy and explains the disease 

recurrence after the currently used genotoxic treatment.Identification of an 

inherited predisposition to PDAC due to  genetic factors should allow high-risk 

groups to benefit from early detection programs. The presence in biofluids of 

stable tumor-specific microRNAs (miRs) makes them the most promising 

biomarkers potentially capable of detecting tumors  long before their clinical 

manifestation. The cancer stem cell hypothesis made it realistic to anticipate a 

clinical impact of miR-based therapy (miR mimics and antagomirs) to overcome 

the otherwise insurmountable barrier of frequent resistance of PDAC to 
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chemoradiotherapy.The investigation of miRs in PDAC may provide exciting 

novel strategies for both diagnosis and treatment. 
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RESUMEN / SUMMARY:  - The objectives of this work are to study angiogenesis in 

pancreatic ductal adenocarcinoma using computerized morphometric and 

image analysis and to compare  the microvascular density in intratumoral and 

peritumoral areas and normal pancreatic tissue. Microvascular density was 

analyzed in 60 cases of pancreatic ductal adenocarcinoma and 30 samples of 

normal pancreatic tissue using an avidin-biotin immunoperoxidase technique 

with an anti-CD31 antibody. Microvascular density (MVD) was analyzed through 

digital microimaging and computerized analysis. The blood vessel density in the 

tumor was significantly higher than in peritumoral areas and in normal 

pancreatic tissue. Well differentiated pancreatic ductal adenocarcinomas 

contained higher MVD than poorly differentiated carcinomas. In pancreatic 

adenocarcinoma, MVD is higher than in peritumoral tissue or normal pancreatic 

tissue. 
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RESUMEN / SUMMARY:  - Aim: Advanced pancreatic neuroendocrine tumor 

(PNET) presents a therapeutic challenge as many are unresectable and 

relatively resistant to systemic therapy with a high malignant potential. We 

share our experience using concurrent capecitabine or infusional 5-fluorouracil 

with radiation for patients with resected and locally advanced PNET. PATIENTS 

AND METHODS: Six patients (two females, four males) with PNET were 

treated with capecitabine or infusional 5-FU  and concurrent radiation. 

RESULTS: The median age was 52 years (range: 38 to 63 years), with ECOG 

Performance Status (PS) 0-1, grade 0-1 weight loss, and grade 0-1 pain. One 

patient underwent resection with negative margins, two with positive margins, 

and three had unresectable locally advanced disease. All six patients 

demonstrated partial radiographic response and sustained local control.  The 

treatment was tolerable with only grade 2 hand-foot syndrome and grade 1 

mucositis observed. CONCLUSION: Prospective studies to further investigate 

the role of chemoradiation in this setting are warranted. 
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RESUMEN / SUMMARY:  - OBJECTIVE:: Pancreatectomy with portal and/or 

superior mesenteric vein resection  remains a controversial procedure because 

of high complexity and morbidity. Neoadjuvant chemotherapy has been shown 

to increase resectability of these locally advanced lesions. We aimed to assess 

the utility and efficacy of direct percutaneous transhepatic portomesenteric 

venous stenting (THVS) with neoadjuvant chemotherapy in increasing surgical 

resectability of locally advanced pancreatic  carcinoma. METHODS:: Forty 

pancreatic carcinoma patients with tumor thrombus involving the portal vein and 

superior mesenteric vein were identified. Patients  underwent THVS followed by 

neoadjuvant chemotherapy. Whipple procedure was offered to responders. 

RESULTS:: THVS was attempted in all. The tumor thrombus could not be 

crossed in 2 patients (95% technical success rate). All patients underwent 3 

cycles of neoadjuvant gemcitabine, paclitaxel, and capecitabine. Disease 
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progression was noted in 16 patients and surgery was not offered. Twenty-two 

patients were explored with intent-to-perform a Whipple procedure. In  7 of 

these (32%), extensive disease precluding surgical resection was identified  and 

the procedure was abandoned. Whipple procedure without vascular resection 

was performed successfully in 15 patients (68%). There were no perioperative 

deaths.  Negative vascular margins were noted in 3 patients and negative 

peripancreatic lymph nodes in 5 patients. Median survival was 17 months 

(range, 5 to 70 mo). In  the stented nonoperative group, median survival was 9 

months (range, 3 to 19 mo). The stented and resected group achieved a 

statistically significant (P=0.0422) survival advantage. CONCLUSIONS:: THVS 

in combination with neoadjuvant chemotherapy can increase tumor resectability 

and survival in a select group of locally advanced pancreatic cancer patients. 
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RESUMEN / SUMMARY:  - Objective: According to the World Health Organization, 

pancreatic endocrine tumors are graded by assessment of the Ki67 proliferation 

index and/or mitotic count. The objective was to find comparable grading on the 

basis of the novel mitotic marker phosphohistone-H3 (PHH3). Study Design: A 
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computer-assisted system was used to assess 23 cell blocks stained with PHH3 

and Ki67 antibodies. We investigated possible cut-points for PHH3 and 

computed percent agreement between  the PHH3- and Ki67-based grading. 

Results: The Spearman correlation between percent Ki67 positive and percent 

PHH3 positive was 0.76 (p = 0.001). A value of  0.3% for the lower cut-point 

(‘cut-point 1’, differentiating between grades 1 and 2) and values of about 1.8-

1.9% for the higher cut-point (‘cut-point 2’, differentiating between grades 2 and 

3) shows optimal agreement between PHH3 and  Ki67 grading. The percentage 

of positive cells was much higher for Ki67 than for  PHH3 (mean 10.6 vs. 3.0%). 

Conclusions: PHH3 has good correlation with Ki67, but  the range of PHH3 

positivity is much narrower than that of Ki67 (range 0-4% for PHH3 vs. 0-50% 

for Ki67). Therefore, to be as accurate, grading on the basis of PHH3 requires 

evaluation of a larger number of tumor cells for a precise determination of 

percent PHH3-positive nuclei. 
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RESUMEN / SUMMARY:  - Pancreatic ductal adenocarcinoma (PDAC) stands as 

the poorest prognostic tumor of the digestive tract, with a 5-year survival rate of 

less than 5 %. Therapeutic options for unresectable PDAC are extremely limited 

and there is a pressing need  for expanded therapeutic approaches to improve 

current options available with gemcitabine-based regimens. With PDAC 

displaying one of the most prominent desmoplastic stromal reactions of all 

carcinomas, recent research has focused on  the microenvironment surrounding 

PDAC cells. Secreted protein acid and rich in cysteine (SPARC), which is 

overexpressed in PDAC, may display tumor suppressor functions in several 

cancers (e.g., in colorectal, ovarian, prostate cancers, and acute myelogenous 

leukemia) but also appears to be overexpressed in other tumor types (e.g., 

breast cancer, melanoma, and glioblastoma). The apparent contradictory 

functions of SPARC may yield inhibition of angiogenesis via inhibition of 

vascular endothelial growth factor, while promoting epithelial-to-mesenchymal 

transition and invasion through matrix metalloprotease  expression. This feature 
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is of particular interest in PDAC where SPARC overexpression in the stroma 

stands along with inhibition of angiogenesis and promotion of cancer cell 

invasion and metastasis. Several therapeutic strategies  to deplete stromal 

tissue have been developed. In this review, we focused on key  preclinical and 

clinical data describing the role of SPARC in PDAC biology, the properties, and 

mechanisms of delivery of drugs that interact with SPARC and discuss the 

proof-of-concept clinical trials using nab-paclitaxel. 
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RESUMEN / SUMMARY:  - Lack of effective therapy is a major problem in the 

treatment of pancreatic cancer. In the present study, we investigated a natural 

product, the extract of Pao Pereira (Pao), for its anti-pancreatic cancer effect in 

vitro and in vivo, either alone or in combination with the first-line 

chemotherapeutic drug gemcitabine (Gem). Pao induced dose-dependent 

apoptosis to all five tested pancreatic cancer cell lines. The combination of Pao 

and Gem had a synergistic effect in the inhibition of cell growth, with 

combination indices (CIs) <1 by Chou-Talalay’s median effect analysis based 

on the isobologram principle. Adding  Pao to Gem treatment reduced the 

concentration of Gem to produce an equitoxic effect on pancreatic cancer cells. 

In an orthotopic pancreatic xenograft mouse model, mice bearing PACN-1 

tumors were treated with Pao and Gem, either alone or  in combination. The 

progression of tumors was monitored longitudinally by imaging of live animals. 

While Gem did not provide significant inhibition, Pao treatment  significantly 

suppressed tumor growth by 70-72%. Combined Pao and Gem treatment 

further enhanced the tumor inhibitory effect compared to Gem alone, and 

markedly  reduced metastatic lesions in the peritoneum. Collectively, these data 

suggest that the extract of Pao possesses anti-pancreatic cancer activity and 

can enhance the effects of Gem in vitro and in vivo. 
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RESUMEN / SUMMARY:  - Pancreatic cancer is highly invasive and is currently the 

fourth leading cause of cancer death worldwide. CXC chemokine receptor-4 

(CXCR4) is a G protein-coupled receptor for CXC chemokine ligand 12/stromal 

cell-derived factor-1alpha (SDF-1alpha), a member of a large family of small, 

structurally related, heparin-binding chemokine proteins. SDF-1alpha/CXCR4 

plays an important role in tumor growth, invasion, metastasis, and 

angiogenesis. SDF-1alpha and CXCR4 are upregulated in many tumors, 

including pancreatic cancer tissues, and preliminary  data indicate that the SDF-

1/CXCR4 axis plays an important role in tumor invasion. However, their precise 

role and the mechanism through which they function remain largely unknown. In 

this study, analysis of SDF-1alpha, CXCR4 and MMP-2 expression in 

pancreatic cancer and adjacent tissue samples from ten patients revealed that 

all three proteins are overexpressed in human pancreatic cancer. SDF-1alpha 

induced MMP-2 and MMP-9 upregulation in PANC-1 and SW-1990 cells, which 

was associated with increased pancreatic cancer cell proliferation and invasion. 

Furthermore, SDF-1alpha induced p38 phosphorylation and p38 inhibition 

reduced both the level of SDF-1alpha-stimulated MMP-2 expression and PANC-

1 cell invasion. Overall, our results demonstrate that SDF-1alpha/CXCR4 

upregulates MMP-2 expression and induces pancreatic cancer cell invasion in 

PANC-1 and SW-1990 cell lines by activating p38 MAPK. 
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RESUMEN / SUMMARY:  - Tumorigenesis of pancreatic cancer (PC) and the 

pathophysiology of type 2 diabetes mellitus (DM2) are emerging as intertwined 
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pathways. As the operative morbidity and mortality of pancreatectomy has 

improved, incidence has increased and survival has remained mostly 

unchanged. The diagnosis of DM2 suggests pancreatic dysfunction and 

possible early carcinogenesis. DM2 is a significant comorbidity predicting worse 

outcomes in patients undergoing pancreatic resection as part of the treatment of 

PC. This article examines this phenomena and suggests possible approaches 

to screening and diagnosis. 
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RESUMEN / SUMMARY:  - Aim of the study was to investigate the value of serum 

and bile neutrophil gelatinase-associated lipocalin (NGAL) for distinguishing 

malignant strictures caused by cholangiocarcinoma (CCA) or pancreatic cancer 

from benign biliary strictures. The study was performed prospectively on 

patients admitted for endoscopic or radiologic biliary decompression. Forty 

patients with dilated biliary ducts, including 16 cases of CCA, 6 cases of 

pancreatic cancer, and 18 cases of benign biliary stricture were enrolled. Their 

sera and bile were collected to measure NGAL. Routine biochemistry including 

measurement of serum levels of carbohydrate antigens (CA) 19-9 and 

carcinoembryonic antigen (CEA) was  also performed. The serum CA19-9, 

serum CEA, and bile NGAL levels were significantly increased in patients with 

malignant strictures as compared with patients with benign biliary diseases. 

Serum NGAL had no significant value for discriminating between malignant and 

benign biliary strictures. Bile NGAL levels  had a receiver characteristic area 

under the curve of 0.74, sensitivity 77.3, and specificity 72.2% for discriminating 

between pancreatobiliary cancer and benign biliary diseases. Bile NGAL and 

serum CA19-9 were independent parameters and their combined use improved 

diagnostic accuracy (sensitivity 91%, negative predictive value 85.7%). We 

conclude that measurement of biliary, but not serum NGAL, may differentiate 

malignant pancreatobiliary from benign biliary strictures, serving as a 

complementary biomarker for serum CA19-9. 
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RESUMEN / SUMMARY:  - Solid pseudopapillary neoplasms of the pancreas (SPN) 

have been reported increasingly; however, series focusing on portal-superior 

mesenteric vein (PV/SMV) or adjacent organ resection are limited in the 

literature. The aim of this study was to present our experience in treating 

patients with SPN who underwent this extensive resection. Ten eligible patients 

were retrospectively reviewed and analyzed. Eight females and two males with 

a median age of 23 years  (range, 11 to 58 years) and a median tumor diameter 

of 12 cm (range, 4 to 20 cm)  were observed. All patients had imaging signs of 

vascular and/or adjacent organ involvement. Resection with curative intent was 

performed in all patients; eight  underwent synchronous PV/SMV resection and 

two underwent synchronous left nephrectomy. Malignant SPN was confirmed in 

seven patients. Postoperative mortality was nil and morbidity occurred in five 

patients. At a median follow-up  of 67.5 months (range, 12 to 110 months), nine 

patients were alive with no evidence of disease and one died of liver 

metastases. In conclusion, malignant SPN are low-grade tumors with good 

prognosis. More aggressive attitude should be  adopted when PV/SMV or 

adjacent organ involvement is indicated on preoperative imaging. En bloc 

synchronous PV/SMV or adjacent organ resection should be applied, when 

necessary, to achieve complete resection. 
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stages when treatment is most effective. Therefore, we performed a 

comparative proteomic study to identify new biomarkers for the detection of 

PDAC. METHODS: Serum samples from patients with PDAC, chronic 

pancreatitis and normal controls were compared using  two-dimensional 

difference gel electrophoresis (2D-DIGE). Differentially expressed separated 

proteins were subsequently identified by matrix-assisted laser desorption 

ionization time-of-flight mass spectrometry (MALDI-TOF/TOF-MS).  Then, 

transthyretin (TTR), one of the differentially expressed proteins, was validated 

through real-time PCR, western blot and immunohistochemistry. Finally,  

enzyme-linked immunosorbent assays (ELISA) were employed to confirm the 

levels of transthyretin in the sera. RESULTS: A total of 21 protein spots showed 

greater than 1.5-fold changes in expression level in the sera from PDAC 

patients compared with the normal controls. Among the identified proteins, 

validation experiments verified the differential expression of transthyretin in 

PDAC tissue, confirming  the proteomic data showing that transthyretin was 

significantly elevated in patients with PDAC. The ELISA results revealed that 

the sensitivity and specificity for TTR and CA19-9 in distinguishing PDAC 

patients from normal individuals were 90.5, 47.6, 66.7 and 85.7 %, respectively, 

and 81.0 and 85.7 % for their combination. CONCLUSIONS: These results 

suggest that the level of transthyretin is elevated in patients with PDAC. In 

combination with CA19-9, transthyretin may provide additional information for 

the detection of PDAC and should be further investigated. 
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RESUMEN / SUMMARY:  - Controversy regarding various aspects of microscopic 

margin involvement (R1) in pancreatic cancer has resulted in conflicting 

published data on the R1 rate and the prognostic significance of margin 

involvement. This article discusses the current lack of consensus regarding the 

definition and diagnostic criteria of R1  resection, the terminology for the various 

surgical margins, and the pathology grossing technique. Recent developments 

in pathology examination that allow a more accurate margin assessment are 

described. Furthermore, the need of a quality assurance system that ensures 
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robustness and comparability of data on resection margins in pancreatic cancer 

is highlighted. 
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cancer. 
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RESUMEN / SUMMARY:  - Historically, borderline resectable (BLR) pancreatic 

cancer has had many definitions, which has made interpretation of treatment 

data and outcomes difficult. Advances in imaging, surgical technique, and the 

potential benefit of  neoadjuvant therapy have emphasized the need for uniform 

classification. Despite  recent efforts to provide a clearer definition, prospective 

randomized trials are lacking in the literature. This article reviews current 

definitions, treatment sequences, outcomes, and prognostic factors associated 

with BLR pancreatic cancer. Further clarification and consensus on the 

definition of BLR pancreatic cancer will allow for further data collection and 

cooperation in future efforts to make progress and standardize treatment. 
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RESUMEN / SUMMARY:  - Pancreatic neuroendocrine tumors account for 1% to 

2% of pancreatic neoplasms and may occur sporadically or as part of a 

hereditary syndrome. Patients may present  with symptoms related to hormone 

secretion by functional tumors or to locally advanced or metastatic 

nonfunctional tumors. Asymptomatic pancreatic neuroendocrine tumors are 

increasingly detected incidentally during abdominal imaging performed for other 

reasons. The management of localized pancreatic neuroendocrine tumors is 

surgical resection. Hepatic metastases are common and their management 

involves a variety of liver-directed therapies, which should be  tailored according 

to extent of disease, symptoms, presence of extrahepatic metastases, and 

patient performance status. 
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RESUMEN / SUMMARY:  - The objective of this study was to describe a multiple 

endocrine neoplasia type 1 (MEN1) family characterized by primary 

hyperparathyroidism, in association with acromegaly because of ectopic growth 

hormone-releasing hormone (GHRH) secretion by a pancreatic neuroendocrine 
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tumor in a young man and with a bronchial carcinoid in his mother. We 

investigate the clinical, radiological imaging, histopathologic findings, and 

therapy. An 18-year-old man successfully underwent  subtotal 

parathyroidectomy for primary hyperparathyroidism. A subsequent genetic  

analysis showed a MEN1 gene mutation. Three years later, acromegaly 

because of ectopic GHRH secretion was diagnosed (pituitary MRI negative and 

elevated GHRH levels). A search for an ectopic tumor was unsuccessful and 

somatostatin analog therapy was started. Successively, scintigraphy with 

somatostatin analogs (68-Ga-DOTATOC-PET) showed three focal areas in the 

pancreatic tail. Distal pancreatectomy showed multiple pancreatic 

neuroendocrine tumors and hormonal status was normalized. Afterwards, the 

evaluation of the patient’s mother, carrying the same mutation, indicated a 

primary hyperparathyroidism and a 4 cm lung mass. The patient underwent 

subtotal pneumonectomy and the histological analysis was consistent with the 

diagnosis of a typical bronchial carcinoid. In conclusion, an atypical phenotype 

may be recorded in MEN1 families, thus emphasizing the importance of the new 

imaging and surgical techniques in the diagnosis and treatment of such a rare 

disease. 
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RESUMEN / SUMMARY:  - Many studies have investigated the association 

between glutathione S-transferase  T1 (GSTT1) polymorphism and risk for 

pancreatic cancer, but those studies have yielded contradictory findings on the 

association. We performed a comprehensive search in the PubMed, EMBASE, 

and the Chinese National Knowledge Infrastructure databases to identify 

relevant studies. A meta-analysis was performed to examine  the association 

between GSTT1 polymorphism and susceptibility to pancreatic cancer by 

calculating the pooled odds ratios (ORs) and corresponding 95 % confidence 

intervals (95 % CIs). Eight studies involving a total of 4,437 individuals were 

included. Overall, significantly increased pancreatic cancer risk was associated 

with GSTT1 null genotype when all studies were pooled into the meta-analysis 

(random effects OR = 1.61, 95 % CI 1.06-2.44; P = 0.025). Significantly 
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increased risk of pancreatic cancer was also found for GSTT1 null genotype in 

Asians when stratified by ethnicity (fixed effects OR = 2.67, 95 % CI 1.74-4.09; 

P < 0.001). The findings demonstrate that GSTT1 null genotype have a modest 

effect on the genetic susceptibility to pancreatic cancer, and GSTT1 null  

genotype is associated with increased risk of pancreatic cancer. 
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RESUMEN / SUMMARY:  - BackgroundInterstitial brachytherapy (IBT) has been 

introduced as treatment for unresectable pancreatic cancers to maximize local 

dose and minimize irradiation of surrounding normal tissue. MicroPET-CT 

systems provide excellent anatomic and  molecular information.PurposeTo use 

18F-FDG micro-positron emission tomography (PET)/computed tomography 

(CT) to evaluate the therapeutic effect of 125I interstitial brachytherapy on 

transplantation tumor of human pancreatic carcinoma in Balb/c-nu mice.Material 

and MethodsXenograft models were created by subcutaneous injection of 

Swl990 human pancreatic cancer cell suspensions into the immunodeficient 

Balb/c-nu mice. The study was randomly divided into three groups: control 

group (n = 6), empty seed implant group (n = 6), and 125I seed implant group (n 

= 6), respectively. Before and 1 week after treatment, 18F-FDG microPET-CT 

scan was performed. In-vivo cell proliferation and apoptosis were monitored by 

thymidine kinase 1 (TK1) immunostaining and Dutp-biotin nick end labeling 

(TUNEL) assay.ResultsOur results showed that before treatment the SUVmax 

and SUVmean values among three groups had no significant statistical 

difference.  One week after treatment the SUVmax and SUVmean in 125I seed 

implant group were significantly lower than before, while for the empty seed 

group and control group there were no significant difference compared with 

before treatment. Immunohistochemical analysis of tumor tissue revealed 

significantly less TK1 positive cells in 125I seed implant group than in empty 

seed group and control group. The index of apoptosis was slightly higher in 125I 

seed implant group than in empty seed group and control group as evaluated by 

TUNEL assay.ConclusionThese results suggest that 18F-FDG microPET-CT 

may be useful as a non-invasive imaging  modality to assess early response to 

125I seed brachytherapy in a pancreatic carcinoma Xenograft. 
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RESUMEN / SUMMARY:  - Abstract The aim of our study was to analyse the 

mitochondrial ultrastructure in  primary ductal adenocarcinomas of the pancreas 

and to compare it with normal pancreatic cells. 52 samples of adenocarcinoma 

of the pancreas obtained by surgical resection or by endosonographic biopsy 

were examined. Compared to normal mitochondrial ultrastructure in non-

tumorous cells, the mitochondria in cancer cells had a dense matrix and 

condensed configuration or with lucent-swelling matrix associated with 

disarrangement and distortion of cristae and partial or total cristolysis. 

Functionally, these structural alterations presume the presence of hypoxia-

tolerant and hypoxia-sensitive cancer cells. 
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RESUMEN / SUMMARY:  - AIM: To evaluate the utility of measuring epigenetic 

alterations in pancreatic and biliary fluids in determining molecular markers for 

pancreatobiliary cancers. METHODS: DNA was extracted from undiluted 

pancreatic and biliary fluids. As a surrogate for a genome-wide hypomethylation 

assay, levels of long interspersed nuclear element-1 (LINE-1) methylation were 

analyzed using bisulfite pyrosequencing. CpG island hypermethylation of 10 
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tumor-associated genes, aryl-hydrocarbon receptor repressor, adenomatous 

polyposis coli, calcium channel, voltage dependent, T type alpha1G subunit, 

insulin-like growth factor 2, O-6-methyl-guanine-DNA methyltransferase, 

neurogenin 1, CDKN2A, runt-related transcription factor 3 (RUNX3), secreted 

frizzled-related protein 1, and ubiquitin carboxyl-terminal esterase L1 (UCHL1), 

was analyzed using MethyLight. To examine the role of CpG methylation and 

histone deacetylation in the silencing of UCHL1, human gallbladder carcinoma 

cell lines and pancreatic carcinoma cell lines were treated with 2 or 5 mumol/L 

5-AZA-dC for 72 h or 100 nmol/L Trichostatin A for 24 h. After the treatment, 

UCHL1 expression was analyzed by real-time reverse transcription-polymerase 

chain reaction. RESULTS: Pancreatobiliary cancers exhibited significantly lower 

LINE-1 methylation levels  in pancreatic and biliary fluids than did noncancerous 

pancreatobiliary disease (58.7% +/- 4.3% vs 61.7% +/- 2.2%, P = 0.027; 53.8% 

+/- 6.6% vs 57.5% +/- 1.7%, P = 0.007); however, LINE-1 hypomethylation was 

more evident in pancreatic cancer tissues than in pancreatic fluids (45.4% +/- 

5.5% vs 58.7% +/- 4.3%, P < 0.001).  CpG island hypermethylation of tumor-

associated genes was detected at various frequencies, but it was not correlated 

with LINE-1 hypomethylation. Hypermethylation of the UCHL1 gene was 

cancer-specific and most frequently detected in pancreatic (67%) or biliary 

(70%) fluids from patients with pancreatobiliary cancer. As a single marker, 

hypermethylation of the UCHL1 gene in pancreatic and biliary fluids was most 

useful for the detection of pancreatic  and pancreatobiliary cancers, respectively 

(100% specificity). Hypermethylation of the UCHL1 and RUNX3 genes in 

pancreatic and biliary fluids was the most useful combined marker for 

pancreatic (87% sensitivity and 100% specificity) and pancreatobiliary (97% 

sensitivity and 100% specificity) cancers. Treatment with a demethylating agent, 

5-AZA-2’-deoxycytidine, restored UCHL1 expression in pancreatobiliary cancer 

cell lines. CONCLUSION: Our results suggest that hypermethylation of UCHL1 

and RUNX3 in pancreatobiliary fluid might be useful for the diagnosis of 

pancreatobiliary cancers. 
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RESUMEN / SUMMARY:  - We report a 74-year-old man with intraductal 

tubulopapillary neoplasm (ITPN), a rare primary intraductal neoplasm of the 

pancreas. Focal intense uptake of F-FDG  was seen on the initial PET, 

corresponding to a pancreatic mass. Although the patient had no treatment, the 

uptake was mild to moderate on a second PET performed about 1 month later. 

The tumor was resected, with the final diagnosis of ITPN with an associated 

invasive carcinoma. Clinicians should be aware that decreased uptake of FDG 

during the follow-up period without treatment can occur even in malignant 

tumors. 

 

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

[191] 

TÍTULO / TITLE:  - Characterization of neuroendocrine tumors of the pancreas by 

real-time quantitative polymerase chain reaction. A methodological approach. 
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RESUMEN / SUMMARY:  - The aim of this study was to assess the suitability of 

using real-time quantitative PCR (RT-qPCR) to characterize neuroendocrine 

(NE) tumors of the pancreas. For a series of tumors, we evaluated several 

genes of interest, and the data were matched with the “classical” 

immunohistochemical (IHC) features. In 21  cases, we extracted RNA from 

formalin-fixed paraffin-embedded (FFPE) blocks, and  in nine cases, we also 

extracted RNA from fresh-frozen tissue. The RT-qPCR procedure was 

performed using two sets of customized arrays. The test using the first set, 

covering 96 genes of interest, was focused on assessing the feasibility of the 

procedure, and the results were used to select 18 genes indicative of NE 

differentiation, clinical behavior, and therapeutic responsiveness for use in the 
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second set of arrays. Threshold cycle (Ct) values were used to calculate the 

fold-changes in gene expression using the 2-Ct method. Statistical procedures 

were used to analyze the results, which were matched with  the IHC and follow-

up data. Material from fresh-frozen samples performed better in terms of the 

level of amplification, but acceptable and concordant results were also obtained 

from FFPE samples. In addition, high concordance was observed  between the 

mRNA and protein expression levels of somatostatin receptor type 2ª (R = 0.52, 

p = 0.016). Genes associated with NE differentiation, as well as the gastrin-

releasing peptide receptor and O-6-methylguanine-DNA methyltransferase 

genes, were underexpressed, whereas angiogenesis-associated markers 

(CDH13 and SLIT2) were overexpressed in tissues with malignant behavior. 

The RT-qPCR procedure is practical and feasible in economic terms for the 

characterization of NE tumors of the pancreas and can complement 

morphological and IHC-based evaluations. Thus, the results of the RT-qPCR 

procedure might offer an objective  basis for therapeutic choices. 
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RESUMEN / SUMMARY:  - Abstract Objectives. Endoscopic ultrasonography-

guided fine needle aspiration (EUS-FNA) is widely performed for pancreatic 

masses. The 25-gauge needle (25G) might be easier to be manipulated and 

expected to be associated with fewer complications since it is thinner and more 

flexible than the 22-gauge needle (22G) although obtaining adequate 

specimens is questioned. In this randomized trial, the authors tried to compare 

prospectively 25G and 22G in diagnostic accuracy, manipulability from the 

operator’s viewpoint and procedure-related complications. Material and 

methods. A total of 188 consecutive patients undergoing EUS-FNA for solid or 

cystic pancreatic masses were consecutively enrolled and 94 patients were 

randomized to either 25G or 22G group, respectively. Results. Baseline 

characteristics were similar except that more masses of 25G group were 

located in the head or uncinate process of pancreas than those from 22G 
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group. Although there was no difference in diagnostic accuracy (89.4% vs. 

88.3% with p = 0.82), 25G was easier to be manipulated (p = 0.004) and related 

with fewer procedure-related complications (10.6% vs. 3.2% with p = 0.004). 

Conclusions. 25G can be chosen in preference to 22G when performing 

pancreatic EUS-FNA because 25G was significantly superior to 22G in terms of 

manipulability and complications although both were effective for accurate 

diagnosis. 
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RESUMEN / SUMMARY:  - OBJECTIVE: To prospectively record the clinical 

consequences of R1 resection of pancreatic adenocarcinoma compared to 

patients with locally advanced tumours not  undergoing surgery. 

BACKGROUND: Surgery is the only potentially curative treatment of pancreatic 

cancer, and postoperative safety is increasing. The rate  of R1 resections might 

also increase unintentionally as surgical procedures with  curative goal become 

more comprehensive, and the clinical outcome requires further prospective 

evaluation. MATERIAL AND METHODS: Prospective observational cohort 

study from October 2008 to December 2010. Outcome after R1 resection 

(group 1, surgery, n = 32) and conservative palliative 

chemoradiation/endoscopy (group 2, no surgery, n = 56) is compared with 

survival and longitudinal patient-reported quality of life (QoL) as endpoints. QoL 

was assessed by the Edmonton Symptom Assessment System (ESAS). 

RESULTS: Demographic characteristics and tumour diameters were similar in 

both groups: 38.0 (31.3, 49.8) mm in group 1 versus 44.0 (39.6, 49.1) mm in 

group 2 (p = 0.18). Perioperative morbidity was 25% with no mortality. Disease-

specific survival was 18.0 (14.5, 23.8) months in  group 1 versus 8.1 (4.8, 10.1) 

months in group 2 (p < 0.0001). Overall survival was 11 (7.8, 14.4) months. 

Reduction in fatigue was significantly improved in the surgery group 6, 12, and 

19 weeks after baseline, whereas reduction in global health was significantly 
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better in group 2. CONCLUSION: Radical removal (R0 resection) is the primary 

aim of surgery, but also R1 resection seems to improve  survival and QoL, 

compared to outcome in patients with locally advanced tumours not undergoing 

surgery. 
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Medical University, Szczecin, Poland. 

RESUMEN / SUMMARY:  - Various experimental studies indicate potential 

involvement of bone marrow (BM)-derived stem cells (SCs) in malignancy 

development and progression. In this  study, we comprehensively analysed 

systemic trafficking of various populations of BM-derived SCs (BMSCs), i.e., 

mesenchymal, haematopoietic, endothelial stem/progenitor cells (MSCs, HSCs, 

EPCs respectively), and of recently discovered population of very small 

embryonic/epiblast-like SCs (VSELs) in pancreatic cancer patients. Circulating 

CD133+ /Lin- /CD45- /CD34+ cells enriched for HSCs, CD105+  /STRO-1+ 

/CD45- cells enriched for MSCs, CD34+ /KDR+ /CD31+ /CD45- cells enriched 

for EPCs and small CXCR4+ CD34+ CD133+ subsets of Lin- CD45- cells that 

correspond to VSELs were enumerated and sorted from blood samples derived 

from 29 patients with pancreatic cancer, and 19 healthy controls. In addition, 

plasma levels of stromal-derived factor-1 (SDF-1), growth/inhibitory factors and 

sphingosine-1-phosphate (S1P; chemoattractants for SCs), as well as, of 

complement cascade (CC) molecules (C3a, C5a and C5b-9/membrane attack 

complex - MAC) were measured. Higher numbers of circulating VSELs and 

MSCs were detected in pancreatic cancer patients (P < 0.05 and 0.01 

respectively). This trafficking of  BMSCs was associated with significantly 

elevated C5a (P < 0.05) and C5b-9/MAC (P  < 0.005) levels together with S1P 

concentrations detected in plasma of cancer patients, and seemed to be 

executed in a SDF-1 independent manner. In conclusion, we demonstrated that 

in patients with pancreatic cancer, intensified peripheral trafficking of selected 

populations of BMSCs occurs. This phenomenon seems to correlate with 

systemic activation of the CC, hepatocyte growth factor and S1P levels. In 

contrast to previous studies, we demonstrate herein that systemic SDF-1 levels 
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do not seem to be linked with increased mobilization of stem cells in patients 

with pancreatic cancer. 

 

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

[195] 
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glucose concentrations in a patient with metastatic insulinoma. 
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RESUMEN / SUMMARY:  - Standard cytotoxic chemotherapy has limited efficacy in 

advanced insulinomas, and control of blood glucose concentrations in these 

patients may be difficult. This  article describes an elderly (74-year-old) man 

with metastatic insulinoma and severe hypoglycemia who was treated with 

repeated 6-week cycles of oral sunitinib malate (25 mg/day for 4 weeks, 

followed by 2 weeks off treatment). After treatment for more than 2 years, his 

condition improved and he continued to have  a good quality of life with no 

evidence of tumor progression based on PET/CT findings. Although sunitinib 

treatment lowered the patient’s blood glucose concentrations further and 

induced repeated symptomatic hypoglycemic episodes, he was able to tolerate 

the treatment well after changing the timing of sunitinib dosing and adjusting his 

diet. 
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RESUMEN / SUMMARY:  - Gastroenteropancreatic neuroendocrine tumours (GEP-

NET) have heterogenic clinical presentations. The majority of GEP-NET 

tumours have an indolent behaviour, but patients will eventually develop 

symptoms of tumour progression or hormone secretion that may require 
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systemic medical interventions. Cytotoxic chemotherapy has been tested in 

GEP-NETs since the 80s, but treatment recommendations are controversial in 

many instances. Patient selection is mandatory for optimal use of 

chemotherapy. Important prognostic factors such as primary tumour site, 

tumour differentiation, tumour staging and proliferation index have been 

identified and  validated in retrospective and prospective series. The 

combination of those factors and the natural history of GEP-NET provide 

valuable information with respect to treatment planning. In this report we 

provide treatment recommendations to improve systemic therapy in patients 

with advanced GEP-NETs based on a comprehensive review of the literature. 
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RESUMEN / SUMMARY:  - Pancreatic neuroendocrine tumors (pNETs) comprise 

with gastrointestinal carcinoids, the main groups of gastrointestinal 

neuroendocrine tumors (GI-NETs).  Although these two groups of GI-NETs 

share many features including histological aspects; over-/ectopic expression of 

somatostatin receptors; the ability to ectopically secrete 

hormones/peptides/amines which can result in distinct functional syndromes; 

similar approaches used for tumor localization and some aspects of treatment, it 

is now generally agreed they should be considered separate. They differ in their 

pathogenesis, hormonal syndromes produced, many aspects of biological 

behaviour and most important, in their response to certain  anti-tumour 

treatment (chemotherapy, molecular targeted therapies). In this chapter the 

clinical features of the different types of pNETs will be considered  as well as 

aspects of their diagnosis and medical treatment of the hormone-excess state. 

Emphasis will be on controversial areas or recent advances. The other aspects 

of the management of these tumors (surgery, treatment of advanced disease, 

tumor localization) are not dealt with here, because they are covered in other 

chapters in this volume. 
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TÍTULO / TITLE:  - Treatment outcome of advanced pancreatic cancer patients 

who are ineligible for a clinical trial. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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RESUMEN / SUMMARY:  - OBJECTIVE: The aim of this study was to evaluate the 

outcome of patients with advanced pancreatic cancer in clinical practice, and 

assess whether chemotherapy  provided a clinical benefit for patients who did 

not meet the eligibility criteria of the clinical trial. METHODS: We retrospectively 

analyzed the medical  records of 75 patients who received first-line 

chemotherapy for pancreatic cancer between April 2006 and September 2011. 

Patients were treated with gemcitabine (GEM) alone, S-1 (tegafur, gimeracil, 

and oteracil potassium) alone, or GEM plus  S-1. Patients were divided into the 

clinical trial eligible group (arm eligible)  or the ineligible group (arm ineligible). 

We evaluated the efficacy and the safety of the chemotherapy. RESULTS: A 

total of 23 patients out of 75 (31%) belonged to the ineligible group, for the 

following reasons: 20 patients had poor performance status, eight had massive 

ascites, one had synchronous malignancy, and one had icterus. The median 

progression-free survival (PFS) was 3.5 months, and the median overall 

survival (OS) was 6.7 months in all patients. In arm eligible, median PFS was 

4.5 months, and median OS was 10.5 months. In arm ineligible, median PFS 

was 1.1 months, and median OS was 2.9 months. CONCLUSION:  The 

outcome of the patients who did not meet the eligibility criteria was very poor. It 

is important to select the patients that could benefit from either chemotherapy or 

optimal supportive care. 
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RESUMEN / SUMMARY:  - INTRODUCTION: Pancreatic neuroendocrine tumors 

(PNET) are rare neoplasms with better prognosis than most pancreatic 

malignancies. Surgery of locally advanced PNET remains controversial, and the 

role of vascular reconstruction in this patient group has yet to be defined. The 

aim of this study was to evaluate the feasibility and outcome of pancreatic 

resections with vascular reconstruction in  patients with locally advanced PNET. 

METHODS: Retrospective analysis of patients  who underwent pancreatic 

surgery with vascular reconstruction for locally advanced PNET at a single 

institution. Furthermore, a review of the relevant literature on the topic was 

performed. RESULTS: Seven patients who had undergone  vascular 

reconstruction for locally advanced PNET were identified. Four patients  had 

liver metastases at time of surgery. Postoperative complications developed in 

four patients with no mortality. Median follow-up time of all patients was 21 

(range, 3-58) months. Three patients had disease in remission after 58, 42 and 

3  months, respectively. One patient died 35 months postoperatively due to 

progressive disease, whereas three patients had progression of disease after 

21,  9, and 4 months postoperatively. CONCLUSION: Pancreatic surgery with 

vascular reconstruction in patients with locally advanced PNET is feasible with 

acceptable outcome. 
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RESUMEN / SUMMARY:  - BACKGROUND/OBJECTIVES: In chronic pancreatitis, 

malabsorption of fat is common due to loss of exocrine function. Consequently, 

these patients are at risk to acquire deficiencies of the fat-soluble vitamins, 

which may result in a decreased bone mineral density (BMD) and the 

development of osteopenia and osteoporosis. METHODS: We prospectively 

enrolled all patients diagnosed with chronic pancreatitis, who visited our 

outpatient clinic between March and November 2011.  Data were collected 

regarding demographic characteristics, symptoms, and pancreatic function. 

Serum concentrations of vitamins A, E, K, and D were determined, and BMD 

was assessed by means of bone densitometry. Results were analyzed 
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according to pancreatic function status and enzyme use, and compared to  

reference data, when available. RESULTS: Forty patients were included (43% 

female; mean age of 52). Alcohol abuse was the major cause of pancreatitis 

(50%). Twenty-eight patients were exocrine insufficient (70%), of whom 19 used 

pancreatic enzymes. Vitamin A, D, E, and K deficiencies were present in 3, 53, 

10, and 63% of patients, respectively. Osteopenia and osteoporosis were 

observed  in 45% and 10% of patients. A decreased BMD was more frequently 

observed than expected, based on reference data, even in exocrine sufficient 

patients. CONCLUSIONS: Deficiencies of fat-soluble vitamins and a decreased 

BMD are frequently present in chronic pancreatitis, even in exocrine sufficient 

patients. Consequently, all patients with chronic pancreatitis should be routinely 

screened for fat-soluble vitamin deficiencies and a decreased BMD. 

 

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

[201] 

TÍTULO / TITLE:  - Unnecessary Tests and Procedures in Patients Presenting with 

Solid Tumors of the  Pancreas. 

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

REVISTA / JOURNAL:  - J Gastrointest Surg. 2013 May 4. 

 ●●Enlace al texto completo (gratuito o de pago) 1007/s11605-013-2213-

6 

AUTORES / AUTHORS:  - Cooper M; Newman NA; Ibrahim AM; Lam E; Herman 

JM; Singh VK; Wolfgang CL; Pawlik TM; Cameron JL; Makary MA 

INSTITUCIÓN / INSTITUTION:  - Department of Surgery, Johns Hopkins Hospital, 

Baltimore, MD, USA, mcoope41@jhmi.edu. 

RESUMEN / SUMMARY:  - BACKGROUND: A computed tomography (CT) scan is 

often the only study needed prior  to surgery for resectable solid pancreas 

masses. However, many patients are evaluated with multiple studies and 

interventions that may be unnecessary. METHODS: We conducted a 

retrospective review of patients who presented to the Johns Hopkins 

Multidisciplinary Pancreas Cancer Clinic with a clearly resectable  solid 

pancreas mass, >1 cm in size over a 2-year period (6/2007-6/2009) and 

underwent resection. Pancreas specialists reviewed patient records and 

identified an index CT with a solid pancreas mass deemed to be resectable for 

curative intent. Data were collected on all studies and interventions between the 

index CT and the surgery. RESULTS: A total of 101 patients had an index CT. 

Following the  index CT and before surgery, 78 patients had at least one CT, 19 

had magnetic resonance imaging, 9 had a positron emission tomography scan, 

and 66 underwent pancreatic biopsy. Patients underwent a mean of three 

studies with a mean added cost of $3,371 per patient. Preoperative tests and 

interventions were associated  with a longer time to definitive surgical 

intervention. CONCLUSION: Wide variation exists for evaluation of newly 
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discovered resectable solid pancreas masses, which is associated with delays 

to surgical intervention and added costs. 
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RESUMEN / SUMMARY:  - PURPOSE: Peptide receptor radionuclide therapy 

(PRRT) is a relatively new treatment modality for patients with unresectable or 

metastatic gastroenteropancreatic neuroendocrine tumours (GEP NETs). The 

aim of this study was to determine the time to progression of patients treated 

with PRRT and to identify the prognostic factors related to treatment response. 

METHODS: Patients  with sporadic GEP NETs prospectively treated with PRRT 

were retrospectively analysed. The primary end point was progression-free 

survival (PFS). RESULTS: A total of 69 patients (37 men and 32 women; 45 

with pancreatic and 24 with gastrointestinal lesion; 22 NET G1 and 41 NET G2) 

were treated with 90Y or 177Lu. The objective response rate was 27.5 % 

(partial response, PR), while 50.7 % had stable disease and 23.2 % had 

progressive disease. Significant differences in PFS were observed in 

relationship to the stage of the disease (44 months for stage III, 23 months for 

stage IV), the evidence of a PR 6 months after the end of the  PRRT (39 

months in patients with a PR, 22 months in patients without a PR) and previous 

transarterial chemoembolization (TACE, yes 13 months vs no 31 months). 

Stage IV, NET G2 and previous TACE were found to be significant factors for 

tumour progression at multivariate analysis. CONCLUSION: Low tumour burden 

and a  low proliferation index represent independent prognostic factors for long 

PFS, while previous chemoembolization techniques represent independent 

prognostic factors for early tumour progression and shorter PFS. Our data 

suggest that chemoembolization techniques to reduce the hepatic tumour 

burden should be avoided. 
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RESUMEN / SUMMARY:  - Pancreas cancer is the fourth leading cause of cancer 

death due to the limited treatment success rate. The wide number of signalling 

pathway aberrations contributing to tumorigenesis, progression and drug 

resistance, is the main reason for unsuccessful treatments in pancreatic cancer. 

An additional and still  under-investigated intracellular cancer target is the 

peroxisome proliferator activated receptor gamma (PPAR-gamma). Several 

studies have shown the in vitro antitumor activity of PPAR-gamma agonists in 

cancer cells but, if used in monotherapy, they were poorly effective in cancer 

treatment. The present review will focus on the potential therapeutic role of 

PPAR-gamma agonists in combination with other drugs (type I interferons, 

gemcitabine and COX-2 inhibitors), highlighting molecular interactions and 

signalling pathways involved in pancreatic cancer cells. Understanding of the 

underlying molecular mechanisms  and survival pathways activated in cancer 

cells should promote the development of more successful strategies based on 

the specific targeting of molecular pathways  involved in the resistance to anti-

cancer agents. 
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RESUMEN / SUMMARY:  - BACKGROUND:: Despite advances in combination 

therapies, the prognosis of pancreatic ductal adenocarcinoma (PDAC) remains 

extremely poor. Blocking of overexpressed HER2 oncogene improves survival 

in breast and gastroesophageal cancer and might be also a therapeutic option 
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in PDAC. The purpose of this study  was to evaluate HER2 gene amplification 

and protein expression in PDAC. METHODS:: HER2 protein expression was 

investigated using a FDA-approved antibody in 87 formalin-fixed and paraffin-

embedded cases of PDAC with complete follow-up. HER2  gene amplification 

was assessed on tissue microarrays using dual color silver in  situ hybridization 

(DISH). RESULTS:: Generally, HER2 immunostaining showed considerable 

heterogeneity. In 19 cases, >/=10 of tumor cells showed some positive reaction. 

In no case, complete membranous staining was observed. Using the scoring 

system developed for assessment of HER2 status in gastroesophageal cancer, 

9 cases showed positive immunohistologic staining (score 2+ to 3+). After 

performing DISH, 6 (7%) immunohistochemically 2+ or 3+ cases were found to 

have HER2 gene amplification, whereas none of these cases showed 

polyploidy. No association of HER2 status and clinicopathologic parameters or 

survival was observed (P>0.05). CONCLUSIONS:: HER2 is overexpressed in a 

subset of PDACs, identifying them as possible candidates for a targeted 

therapy. For assessment of HER2 status in PDAC, the scoring system originally 

developed for gastric cancer is recommend. 
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RESUMEN / SUMMARY:  - An epithelial-to-mesenchymal transition (EMT) is 

thought to be an important process in the acquisition of capabilities required for 

metastasis. Until recently, studies of EMT involved mostly in vitro assays and 

transplantation experiments of cancer cells that overexpressed known EMT 

drivers. While valuable, these studies do not allow us to conclude if an EMT 

sustained under “physiologic  conditions” within the tumor microenvironment 

leads to the myriad changes in phenotype observed in vitro. Here we review our 

recently published work using a lineage labeled genetically engineered mouse 

model of pancreatic ductal adenocarcinoma to characterize cells that have 

sustained an EMT in vivo. 
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RESUMEN / SUMMARY:  - Pancreatic cancer has a poor prognosis after complete 

macroscopic resection combined with chemotherapy. Even after neoadjuvant 

chemotherapy, R0 resection is  often not possible. Moreover, current imaging 

techniques cannot reliably distinguish viable cancer cells from scar tissue at the 

resectional margin. Here, we investigated the use of a conditionally replicative 

adenovirus (CRAd), Ad5/3Cox2CRAd-DeltaE3ADP-Luc, for imaging the effects 

of chemotherapy. CRAd infectivity of pancreatic cancer cells was enhanced by 

a chimeric Ad5/3 fiber, E1A expression was under the control of the Cox2 

promoter, and the luciferase gene was inserted adjacent to the adenovirus 

death protein (ADP) gene. Subcutaneous xenografts of the pancreatic cancer 

cell line MiaPaCa-2 were established in 24 BALB/c nu/nu mice. When 

xenografts reached a diameter of 4-6 mm (day 1), the mice were injected 

intraperitoneally with either PBS (group A; n=12) or 1,000 mg/kg gemcitabine 

(group B; n=12), weekly. On days 19, 26, 33, and 40, CRAd were injected 

intratumorally into three mice in groups A and B. Bioluminescence was imaged 

72 h after CRAd administration, and gross tumor volumes were measured then 

tumors were removed for ex vivo histopathology using H&E and Ki-67 staining. 

Correlations between gross tumor volume, pathological evaluation of the% 

viable tumor area, and CRAd bioluminescence were analyzed. 

Bioluminescence correlated closely with the% viable tumor area (R=0.96), but 

not  with gross tumor volume (R=0.31). CRAds might therefore be reliable 

imaging tools for monitoring chemotherapy in pancreatic cancer, and could 

improve our ability to distinguish viable tumor cells from scar tissue. This article 

is protected by  copyright. All rights reserved. 
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RESUMEN / SUMMARY:  - CD44+ /CD24+ /EpCAM+ cells have been reported to 

be cancer stem cells in pancreatic cancer; however, the histological and clinical 

importance of these cells has not yet been investigated. Here we clarified the 

characteristics of CD44+ /CD24+ /EpCAM+ cells in clinical specimens of 

pancreatic cancer using immunohistochemical assay. We used surgical 

specimens of pancreatic ductal adenocarcinoma from 101 patients. In view of 

tumor heterogeneity, we randomly selected 10 high-power fields per case, and 

triple-positive CD44+ /CD24+ /EpCAM+  expression was identified using our 

scoring system. The distribution, histological characteristics, and prognostic 

importance of CD44+ /CD24+ /EpCAM+ cells were then analyzed. As a result, 

the distribution of CD44+ /CD24+ /EpCAM+ cells varied widely among the 101 

cases examined, and CD44+ /CD24+ /EpCAM+ expression was correlated with 

poor glandular differentiation and high proliferation. Survival analysis showed 

that CD44+ /CD24+ /EpCAM+ expression was  not correlated with patient 

outcome; however, CD44+ /CD24+ expression appeared to be correlated with 

poor prognosis. In conclusion, CD44+ /CD24+ /EpCAM+ expression overlapped 

with poorly differentiated cells and possessed high proliferative potential in 

clinical pancreatic cancer. In particular, the presence of double-positive CD44+ 

/CD24+ expression seemed to have clinical relevance, associating with poor 

prognosis. This article is protected by copyright. All rights reserved. 

 

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

[208] 

TÍTULO / TITLE:  - Appropriate indications of initial endoscopic ultrasound 

evaluation for detecting mural nodules in branch duct intraductal papillary 

mucinous neoplasms of the pancreas. 

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

REVISTA / JOURNAL:  - Scand J Gastroenterol. 2013 May;48(5):610-6. doi: 

10.3109/00365521.2013.782065. 

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

3109/00365521.2013.782065 

AUTORES / AUTHORS:  - Kim YI; Woo SM; Lee WJ; Han SS; Park SJ; Kim TH; 

Koh YH; Hong EK 

INSTITUCIÓN / INSTITUTION:  - Center for Liver Cancer, National Cancer Center, 

Goyang, Republic of Korea. 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23597152&dopt=Abstract
http://dx.doi.org/10.3109/00365521.2013.782065


159 

 

RESUMEN / SUMMARY:  - OBJECTIVE: The presence of mural nodules is a strong 

predictor of malignancy in patients with branch-duct intraductal papillary 

mucinous neoplasms (BD-IPMNs). Endoscopic ultrasound (EUS) is the most 

sensitive imaging for the detection of mural nodules. The aim was to evaluate 

whether initial EUS evaluation is necessary to detect mural nodules in all 

patients with BD-IPMNs. MATERIAL AND METHODS: We reviewed 

retrospectively the medical records of all 104 patients with BD-IPMNs 

diagnosed by EUS from January 2008 to December 2011. Of the 104 patients, 

13 (12.5%) had mural nodules (MN-positive group) and 91 (87.5%) did not (MN-

negative group). RESULTS: Patients in the MN-positive group were significantly 

older (69 years vs. 61 years, p = 0.013), had larger-sized cysts on EUS (24.1 

+/- 8.3 mm vs. 16.2 +/- 8.0 mm, p = 0.001), a higher rate of main pancreatic 

duct dilatation (30.8% vs. 3.3%, p = 0.004), and higher serum CA 19-9  

concentrations (67.8 +/- 109.4 U/mL vs. 17.5 +/- 27.0 U/mL, p = 0.012), than 

patients in the MN-negative group. Cyst sizes measured by EUS, CT, and 

MRCP did not differ significantly. Multivariate logistic regression analysis 

showed that cysts >/=16 mm in size on CT (odds ratio [OR], 9.84; 95% 

confidential interval [CI], 1.08-89.93; p = 0.043) and main pancreatic duct 

dilatation (OR, 12.65; 95%  CI, 1.62-98.99; p = 0.016) were independent 

predictors of mural nodules. CONCLUSIONS: Patients with BD-IPMNs, cyst 

size >/=16 mm, and main pancreatic duct dilatation should be further evaluated 

by EUS for the presence of mural nodules. 
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RESUMEN / SUMMARY:  - Pancreatic ductal adenocarcinoma (PDAC), one of the 

deadliest malignancies, is resistant to current chemotherapies. We previously 

showed that triptolide inhibits PDAC cell growth in vitro and blocks metastatic 

spread in vivo. Triptolide downregulates heat shock protein 70 (HSP70), a 

molecular chaperone upregulated in several tumor types. This study 

investigates the mechanism by which triptolide inhibits HSP70. As microRNAs 

(miRNAs) are becoming increasingly  recognized as negative regulators of gene 

expression, we tested whether triptolide regulates HSP70 via miRNAs. Here we 

show that triptolide, as well as quercetin but not gemcitabine, upregulated miR-
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142-3p in PDAC cells (MIA PaCa-2,  Capan-1, and S2-013). Ectopic expression 

of miR-142-3p inhibited cell proliferation, measured by Electric Cell-substrate 

Impedance Sensing, and decreased HSP70 expression, measured by real-time 

PCR and immunoblotting, compared with controls. We demonstrated that miR-

142-3p directly binds to the 3’UTR of HSP70, and that this interaction is 

important as HSP70 overexpression rescued miR-142-3p-induced cell death. 

We found that miR-142-3p regulates HSP70 independently of heat shock factor 

1. Furthermore, Minnelide, a water soluble prodrug of triptolide, induced the 

expression of miR-142-3p in vivo. This is the  first description of an miRNA-

mediated mechanism of HSP70 regulation in cancer, making miR-142-3p an 

attractive target for PDAC therapeutic intervention. 
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RESUMEN / SUMMARY:  - BACKGROUND: Nicotinamide (NAM), the precursor for 

the synthesis of NAD(+) and also an inhibitor of SIRT1, has been discovered to 

inhibit some types of cancer.  However, little is known about the effects of NAM 

on pancreatic cancer cells. Since previous research showed that SIRT1 and K-

Ras/Akt signaling acted as a promoter in tumorigenesis of pancreatic cancer, 

our present research set out to explore whether NAM inhibits proliferation and 

facilitates chemosensitivity in pancreatic cancer cells as well as the potential 

mechanisms involving SIRT1 and K-Ras/Akt pathway. METHODS: Cell viability 

was assessed by MTT assay, and apoptosis and cell cycle were measured by 

flow cytometry. Cell invasive ability was evaluated by matrigel invasion assays. 

The activity of SIRT1 was measured by  the Fluor de Lys deacetylation assay. 

Expression levels of SIRT1, K-Ras, Phosphated Akt (P-Akt, Ser-473) and Akt 

were measured using western blot. In vivo tumor growth was performed in 

pancreatic cancer cells xenografts. RESULTS: NAM inhibited the proliferation of 

pancreatic cancer cells in a dose-dependent manner, and significantly induced 

apoptosis and cell cycle arrest in G2/M phase.  Moreover, NAM obviously 

restrained cell invasive ability and increased the chemosensitivity. NAM 
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significantly inhibited the activity of SIRT1 and decreased expression of SIRT1, 

K-Ras and P-Akt. Further, NAM prohibited proliferation and enhanced GEM 

antitumor activity in vivo. CONCLUSIONS: Our results implied that NAM might 

be a potential therapeutic agent for human pancreatic cancer treatment  through 

downregulating SIRT1, K-Ras and P-Akt expression. 
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RESUMEN / SUMMARY:  - BACKGROUND: Pancreatic ductal adenocarcinoma 

(PDAC) is characterized by its poor  prognosis, and some benign conditions 

and syndromes, including chronic pancreatitis (CP), are risk factors for 

pancreatic carcinoma. However, the differential diagnosis of CP from PDAC is 

difficult for clinicians because PDAC frequently causes inflammation within the 

pancreas. Therefore, patients with CP exhibit not only an elevated risk of 

cancer, but they are also in danger of underdiagnosis. METHODS: The present 

study retrospectively analyzed 29 patients with pancreatic cancer who fulfilled 

our definition of “chronic pancreatitis” to  identify characteristics to aid in the 

differential diagnosis between chronic pancreatitis with and without pancreatic 

cancer. All parameters were subjected to univariate analysis. RESULTS: We 

identified several factors that differed significantly between the CP patients and 

patients with CP and synchronous PDAC,  and these characteristics were used 

to develop a diagnostic algorithm. The performance of the algorithm was 

externally validated in a different panel of patients from the Department of 

Surgery, Medical Faculty Mannheim. CONCLUSION: The present study 

succeeded in identifying characteristics that significantly differed in patients with 

and without PDAC in CP. These characteristics were integrated in a diagnostic 

algorithm that might help to improve diagnostic of PDAC in CP. 
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RESUMEN / SUMMARY:  - Abstract Objective. The first objective of the present 

study was to identify opportunities of improvement for clinical practice, 

assessed by local quality indicators, then to analyze possible reasons why we 

did not reach defined treatment quality measures. The second objective was to 

characterize patients, considered unresectable according to present criteria, for 

future arrangement of  interventional studies with improved patient selection. 

Material and methods. Prospective observational cohort study from October 

2008 to December 2010 of patients referred to the authors’ institution with 

suspected pancreatic or periampullary neoplasm. Results. Of 330 patients, 135 

underwent surgery, 195 did  not, 129 due to unresectable malignancies. The 

rest had benign lesions. Perioperative morbidity rate was 32.6%, mortality 0.7%. 

Radical resection (R0) was obtained in 23 (41.8%) of 55 patients operated for 

pancreatic adenocarcinoma  and 6.3% underwent reconstructive vascular 

surgery. Diagnostic failure/delay resulted in unresectable carcinoma, primarily 

misconceived as serous cystic adenoma in two patients. One resected lesion 

turned out to be focal autoimmune pancreatitis. One case with misdiagnosed 

cancer was revised to be a pseudoaneurysm. Palliative treatment was offered 

to 144 patients with malignant tumors, 62 due to locally advanced disease and 

all pancreatic adenocarcinomas. Conclusions. Quality improvement 

opportunities were identified for patient selection and surgical technique: Too 

few patients underwent reconstructive vascular surgery. The most important 

quality indicators are those securing resectional, radical (R0) surgery. 

Altogether 143 patients (57.9%) of those with  malignant tumors were found 

unresectable, most of these patients are eligible for inclusion in future 

interventional studies with curative and/or palliative intention. 
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RESUMEN / SUMMARY:  - BACKGROUND &AIM: Pancreatic cancer is related to 

high mortality rate. The vascular endothelial growth factor (VEGF) has a strong 

influence in tumor-related angiogenesis having association with the grade of 

angiogenesis and the prognosis  of different solid tumors including pancreatic 

cancer. The present study was aimed to analyze the genotype and haplotype 

distribution of VEGF gene single nucleotide polymorphisms (SNPs), -460T/C, 

+405G/C, +936C/T, in patients with pancreatic adenocarcinoma from South 

India, and the effect of these SNPs on serum VEGF level. METHODS: Total 80 

patients with pancreatic adenocarcinoma and 87 controls were recruited. The 

genotype of VEGF gene polymorphisms was determined in both patients and 

controls using polymerase chain reaction-restriction fragment length 

polymorphism method. The serum VEGF protein was estimated by standard 

enzyme-linked immunosorbent assay. RESULTS: The genotype, +405G/G of 

VEGF gene showed a significant association with the patients with pancreatic 

adenocarcinoma (P = 0.012, Odds ratio: 2.133), whereas no significant 

difference  was found in the genotype distribution of SNPs, -460C/T and 

+936C/T between patient and control groups (P > 0.05). Serum VEGF level was 

found to be significantly high in patients (1315.10 pg/Ml, SD +/- 230.79) when 

compared to controls (591.35 pg/mL, SD +/- 92.48) (P < 0.0001), which showed 

a strong genotype-phenotype correlation between genotype +405G/G and 

serum VEGF level. Further, the haplotype C-G-T showed a strong association 

with the disease, and no specific haplotype was associated with increased 

serum VEGF level. CONCLUSION: The polymorphism, +405G/C but not -

460T/C and +936C/T, of VEGF gene is strongly associated with pancreatic 

adenocarcinoma, and this SNP has significant influence on serum VEGF level. 
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RESUMEN / SUMMARY:  - It is now well established that human pancreatic ductal 

adenocarcinoma (PDAC) contains a subset of cells with self-renewal 

capabilities and subsequent exclusive in vivo tumorigenic capacity as assessed 

by limiting dilution tumorigenic transplantation assays into immunodeficient 

mice. These cells are considered pancreatic cancer stem cells (CSCs) and are 

able to form tumors indistinguishable from parental ones. Furthermore they 

display strong chemotherapy resistance and are implicated in tumor relapses 

and metastatic spread. Important next steps for advancing the field of 

pancreatic CSC research include the identification and characterization of CSCs 

in the unperturbed in vivo setting. This has been achieved just recently for other 

solid tumors such as glioblastoma using clonal analysis after lineage tracing in 

mice [1]. In vivo imaging of CSCs during tumor development should not only 

provide new insights into the in vivo features of CSCs, but also help to further 

unravel the influence of the stroma on CSC biology. Comprehensive studies of 

the tumor heterogeneity with respect to the coexistence of different clones 

potentially generated by distinct population of CSCs that are evolving by 

stochastic cell fate decisions may actually unite the CSC concept and the model 

of clonal evolution for pancreatic cancer. Eventually, the design of specific 

therapies against CSCs should open new alleys to improve survival of patients 

with PDAC. Combined therapies targeting CSCs and their progenies as well as 

the supportive stroma may represent the most promising approach for the future 

treatment of patients with PDAC. 
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RESUMEN / SUMMARY:  - Since conventional and targeted therapies aiming at 

cancer cells have largely failed to prolong survival in pancreatic cancer, 

targeting the infrastructure of  the tumor, hence its stroma is a novel strategy. It 

is believed that fibrotic and hypovascular stroma forms a barrier around cancer 

cells, hindering effective delivery of chemotherapy. Theoretically, antifibrotic 

therapy should reduce the compactness of the stroma and reduce the interstitial 
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pressure, allowing better delivery of chemotherapy. This approach has worked 

successfully in a genetically  engineered mouse model but failed in humans, 

paradoxically increasing mortality in the treatment arm. Normally, stromal cells 

deposit extracellular matrix as an  innate defensive reaction to form a barrier 

between what is harmful and the rest  of the body. Despite the significant 

amount of in vitro data suggesting the pro-tumorigenic roles of activated stellate 

cells, there is no reason to believe  that stellate cells around genetically mutated 

cells are from the beginning there to support carcinogenesis. Such a stromal 

activation is also observed around PanIN lesions (which harbor genetically 

mutated cells) in chronic pancreatitis, where no cancer develops. In pancreatic 

cancer, the selection pressure created by the fibrotic and hypoxic stroma 

eventually leads to the evolution of more aggressive clones, indirectly 

contributing to the aggressiveness of the tumor. Here, the main problem is the 

late diagnosis of pancreatic cancer, which gives cancer cells enough time for 

malignant evolution. Therefore, applying antifibrotic therapy at a late stage can 

be counterproductive. It may increase delivery of chemotherapy, but also lead 

to the escape of cancer cells. 
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RESUMEN / SUMMARY:  - The management of pancreatic cancer continues to be 

challenging. Despite surgical, genetic and molecular advances, its overall 

prognosis remains poor. Surgical resection is the only modality that offers a 

chance for a cure, with an  overall survival rate of 10-20% at 5 years. However, 

only 20% of the patients are surgical candidates because of locally advanced 

disease or systemic stage at presentation. Conventional radiotherapy, with or 

without chemotherapy, has been used to treat patients with advanced-stage 

pancreatic cancer, an approach with high rates of local recurrence. Stereotactic 

body radiation therapy, also known as stereotactic ablative radiotherapy has 

emerged as a treatment modality that allows the precise delivery of a large 

ablative radiation dose to a tumor volume  while sparing surrounding organs 

and tissues. Phase I and II studies have shown good rates of local control of the 

disease but rates of distant metastasis remain significant. Strategies to combine 
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novel systemic therapy and stereotactic body radiation therapy are to be 

explored. 

 

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

[217] 

TÍTULO / TITLE:  - Novel Curcumin Loaded Magnetic Nanoparticles for Pancreatic 

Cancer Treatment. 

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

REVISTA / JOURNAL:  - Mol Cancer Ther. 2013 May 23. 

 ●●Enlace al texto completo (gratuito o de pago) 1158/1535-7163.MCT-

12-1227 

AUTORES / AUTHORS:  - Yallapu MM; Ebeling MC; Khan S; Sundram V; Chauhan 

N; Gupta BK; Puumala SE; Jaggi M; Chauhan SC 

INSTITUCIÓN / INSTITUTION:  - 1Cancer Biology Research Center, Sanford 

Research/University of South Dakota. 

RESUMEN / SUMMARY:  - Curcumin (CUR), a naturally occurring polyphenol 

derived from the root of Curcuma longa, has demonstrated potent anti-cancer 

and cancer prevention activity in a variety of cancers. However, the clinical 

translation of curcumin has been significantly hampered due to its extensive 

degradation, suboptimal pharmacokinetics and poor bioavailability. To address 

these clinically relevant issues, we have developed a novel curcumin loaded 

magnetic nanoparticle (MNP-CUR) formulation. Herein, we have evaluated the 

in vitro and in vivo therapeutic efficacy of this novel MNP-CUR formulation in 

pancreatic cancer. Human pancreatic cancer cells (HPAF-II and Panc-1) 

exhibited efficient internalization of the MNP-CUR formulation in a dose 

dependent manner. As a result, the MNP-CUR formulation effectively inhibited 

growth of HPAF-II and Panc-1 cells in cell proliferation and colony formation 

assays. The MNP-CUR formulation suppressed pancreatic tumor growth in an 

HPAF-II xenograft mice model and improved mice survival by delaying tumor 

growth. The growth inhibitory effect of MNP-CUR formulation was correlated 

with the suppression of PCNA, Bcl-xL, Mcl-1, MUC1, Collagen I and enhanced 

membrane beta-catenin expression. MNP-CUR formulation did not show any 

sign of hemotoxicity and was stable after incubation with human serum proteins. 

Additionally, the MNP-CUR formulation improved serum bioavailability of 

curcumin in mice up to 2.5 fold as compared to free curcumin.  Biodistribution 

studies demonstrate that a significant amount of MNP-CUR formulation was 

able to reach the pancreatic xenograft tumor(s) which suggests its clinical 

translational potential. In conclusion, this study suggests that our novel MNP-

CUR formulation can be valuable for the treatment of pancreatic cancer. 
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TÍTULO / TITLE:  - Cetuximab: still an option in the treatment of pancreatic 

cancer? 

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

REVISTA / JOURNAL:  - Expert Opin Biol Ther. 2013 May;13(5):791-801. doi: 

10.1517/14712598.2013.786697. 

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

1517/14712598.2013.786697 

AUTORES / AUTHORS:  - Faloppi L; Andrikou K; Cascinu S 

INSTITUCIÓN / INSTITUTION:  - University Hospital, Universita Politecnica delle 

Marche, Department of Medical Oncology, via Conca 71, 60126 Ancona, Italy. 

RESUMEN / SUMMARY:  - INTRODUCTION: In this review, we analyzed the 

current literature about cetuximab  to clarify its role in the treatment of 

pancreatic cancer. Using single-agent gemcitabine has been the standard 

treatment for more than 15 years for advanced pancreatic cancer. The attempts 

at improving the results by combining it with several other drugs, such as 

fluorouracil, cisplatin, irinotecan, oxaliplatin, or pemetrexed produced no clear 

survival benefit. Recently, however, new combination chemotherapy regimens 

(e.g., FOLFIRINOX, nab-paclitaxel plus gemcitabine) achieved a significant 

survival benefit compared to gemcitabine alone. AREAS COVERED: Epidermal 

growth factor receptor (EGFR) transmembrane glycoprotein has been 

demonstrated to be overexpressed in pancreatic cancer, and it correlates with 

more advanced disease, poor survival, and the presence of metastases. 

Therefore, inhibition of the EGFR signaling pathway could be an attractive 

therapeutic target in this tumor. Although several combinations of EGFR 

inhibitors with chemotherapy demonstrate inhibition of tumor-induced 

angiogenesis, tumor cell apoptosis, and regression in xenograft models, these 

benefits remain to be confirmed. EXPERT OPINION: The encouraging results 

from preclinical and early clinical studies with cetuximab in pancreatic cancer 

were not confirmed in a Phase III trial. Cetuximab failed to demonstrate 

improved patient outcome when paired with various chemotherapeutic regimens 

and/or other biological agents. 

 

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

[219] 

TÍTULO / TITLE:  - Active and passive smoking and risk of death from pancreatic 

cancer: Findings from the Japan Collaborative Cohort Study. 

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

REVISTA / JOURNAL:  - Pancreatology. 2013 May-Jun;13(3):279-84. doi: 

10.1016/j.pan.2013.03.015. Epub 2013 Apr 2. 

 ●●Enlace al texto completo (gratuito o de pago) 1016/j.pan.2013.03.015 

AUTORES / AUTHORS:  - Lin Y; Yagyu K; Ueda J; Kurosawa M; Tamakoshi A; 

Kikuchi S 
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INSTITUCIÓN / INSTITUTION:  - Department of Public Health, Aichi Medical 

University School of Medicine, 1-1 Yazakokarimata, Nagakute, Aichi 480-1195, 

Japan. 

RESUMEN / SUMMARY:  - BACKGROUND: There is uncertainty in the risk of 

pancreatic cancer with particular aspects of smoking, such as a dose-response 

relationship and cumulative amount, in Japanese men and women. Very few 

studies have addressed the role of passive smoking in pancreatic cancer 

among Japanese women. METHODS: We examined the association between 

active or passive smoking and the risk of death from pancreatic cancer using 

data from the Japan Collaborative Cohort Study. The cohort participants 

(46,395 men and 64,190 women) were followedup for mortality from baseline 

(1988-1990) through December 31, 2009. Cox proportional hazards regression 

models were used to estimate relative risks (RR) and 95% confidence intervals 

(CI). RESULTS: During follow-up, we recorded 611 pancreatic cancer deaths. 

After adjustment for potential confounding factors, current smokers had a 

significantly increased risk of death from pancreatic cancer compared with non-

smokers, with an RR of 1.70 (95% CI: 1.33-2.19). The risk of death from 

pancreatic cancer significantly increased with increasing numbers of cigarettes 

smoked per day. Exposure to environmental tobacco smoke (ETS) in public 

spaces was not associated with risk of death from pancreatic cancer. The RR 

for women who reported ETS exposure was 1.20 (95% CI: 0.87-1.67). Women 

exposed to ETS during childhood or adolescence had 1.21-fold increased risk, 

but the association was statistically insignificant. CONCLUSIONS: Cigarette 

smoking is associated with an approximately 70% increase in the risk of death 

from pancreatic cancer. Further studies with improved exposure assessment 

are needed to better quantify the association between passive smoking and 

pancreatic cancer. 

 

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

[220] 

TÍTULO / TITLE:  - MicroRNA gene polymorphisms in pancreatic cancer. 

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

REVISTA / JOURNAL:  - Pancreatology. 2013 May-Jun;13(3):273-8. doi: 

10.1016/j.pan.2013.02.005. Epub 2013 Feb 28. 

 ●●Enlace al texto completo (gratuito o de pago) 1016/j.pan.2013.02.005 

AUTORES / AUTHORS:  - Pavlakis E; Papaconstantinou I; Gazouli M; 

Theodosopoulos T; Karamanolis G; Genatas K; Ladas SD 

INSTITUCIÓN / INSTITUTION:  - 2nd Department of Surgery, Areteion Hospital, 

School of Medicine, University of Athens, 11528 Athens, Greece. 

RESUMEN / SUMMARY:  - MicroRNAs (miRNAs) act as regulators of gene 

expression via translational repression. Single nucleotide polymorphisms 

(SNPs) in miRNAs have been shown to affect the regulatory capacity of 

miRNAs by influencing miRNA processing and/or miRNA-mRNA interactions. 
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The purpose of this study was to investigate the association between 2 SNPs 

commonly found in precursor miRNA and the susceptibility and 

clinicopathological characteristics of pancreatic cancer. The  rs11614913/miR-

196ª2, rs2910164/miR-146ª SNPs were genotyped in 93 patients with  

pancreatic cancer and in 122 healthy controls. No significant differences in 

genotype distributions between controls and PC patients were observed. 

However, rs2910164 GG and rs11614913 CC genotypes and the 

rs2910164C/rs11614913C and rs2910164G/rs11614913C haplotypes were 

significantly overrepresented in PC patients with T1 and T2 tumor status than in 

those with T3 and T4. Our findings suggested that the rs2910164 and 

rs11614913 SNPs might play a role in pancreatic  tumorigenesis, but the 

molecular mechanism underlying the particular sequence variations in miRNA 

that can cause aberrant expression remains to be determined. 

 

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

[221] 

TÍTULO / TITLE:  - Chemoradiation therapy: localized esophageal, gastric, and 

pancreatic cancer. 

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

REVISTA / JOURNAL:  - Surg Oncol Clin N Am. 2013 Jul;22(3):511-24. doi: 

10.1016/j.soc.2013.02.005. Epub 2013 Mar 21. 

 ●●Enlace al texto completo (gratuito o de pago) 1016/j.soc.2013.02.005 

AUTORES / AUTHORS:  - Pretz JL; Wo JY; Mamon HJ; Kachnic LA; Hong TS 

INSTITUCIÓN / INSTITUTION:  - Harvard Radiation Oncology Program, Harvard 

Medical School, Boston, MA, USA. 

RESUMEN / SUMMARY:  - Chemoradiation plays an important role in management 

of locally advanced gastrointestinal tumors. This article reviews data regarding 

chemoradiation for tumors of the upper gastrointestinal tract. For esophageal 

and gastroesophageal junction cancers, chemoradiation is standard of care in 

the preoperative setting. In gastric cancer, 2 standards have emerged: 

definitively treating with perioperative chemotherapy alone and using 

chemoradiation postoperatively. For pancreatic cancer, the benefit of radiation 

is less well defined. The future of treatment sites lies in trials evaluating new 

chemotherapy regimens, alternative  systemic therapies, and different radiation 

fractionation schema. Because care of these patients is complex, multimodality 

team evaluation before treatment is encouraged. 
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[222] 

TÍTULO / TITLE:  - Targeting the alternative NF-kappaB pathway in pancreatic 

cancer: a new direction for therapy? 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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REVISTA / JOURNAL:  - Expert Rev Anticancer Ther. 2013 May;13(5):501-4. doi: 

10.1586/era.13.28. 

 ●●Enlace al texto completo (gratuito o de pago) 1586/era.13.28 

AUTORES / AUTHORS:  - Storz P 

INSTITUCIÓN / INSTITUTION:  - Department of Cancer Biology, Mayo Clinic, Griffin 

Building, Room 306, 4500 San Pablo Road, Jacksonville, FL 32224, USA. 

storz.peter@mayo.edu. 
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[223] 

TÍTULO / TITLE:  - Large pancreatic mass in a young woman. 

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

REVISTA / JOURNAL:  - Can J Gastroenterol. 2013 Apr;27(4):196-7. 

AUTORES / AUTHORS:  - Rayner-Hartley E; Schaeffer DF; Donnellan F 

INSTITUCIÓN / INSTITUTION:  - Division of Gastroenterology, Vancouver General 

Hospital, University of British Columbia, Vancouver, British Columbia. 
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[224] 

TÍTULO / TITLE:  - Distinct miRNA profiles are associated with malignant 

transformation of pancreatic cystic tumors revealing potential biomarkers for 

clinical use. 

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

REVISTA / JOURNAL:  - Expert Rev Mol Diagn. 2013 May;13(4):325-9. doi: 

10.1586/erm.13.18. 

 ●●Enlace al texto completo (gratuito o de pago) 1586/erm.13.18 

AUTORES / AUTHORS:  - Frampton AE; Gall TM; Giovannetti E; Stebbing J; 

Castellano L; Jiao LR; Krell J 

INSTITUCIÓN / INSTITUTION:  - HPB Surgical Unit, Department of Surgery and 

Cancer, Imperial College, Hammersmith Hospital Campus, Du Cane Road, 

London W12 0HS, UK. 

RESUMEN / SUMMARY:  - Evaluation of: Lubezky N, Loewenstein S, Ben-Haim M 

et al. MicroRNA expression signatures in intraductal papillary mucinous 

neoplasm of the pancreas. Surgery doi:10.1016/j.surg.2012.11.016 (2013) 

(Epub ahead of print). Pancreatic cysts are now being detected more frequently 

owing to increased recognition and the liberal use of cross-sectional imaging. 

There is a spectrum of pancreatic cystic lesions  ranging from the completely 

benign inflammatory to the highly malignant. Pancreatic cystic tumors, 

especially those with a mucinous epithelial lining such as the intraductal 

papillary mucinous neoplasms (IPMNs), have the potential to become 

malignant. The evaluated paper provides further evidence for miRNAs as 

diagnostic biomarkers for detecting dysplastic and malignant change in IPMNs, 

which may be useful for future clinical decision making. IPMNs of varying 
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degrees of dysplasia, as well as IPMN with carcinoma, pancreatic ductal 

adenocarcinoma and normal pancreas samples were examined by microarray. 

Upregulation of miR-21,  miR-155 and miR-708 was found to occur during IPMN 

malignant transformation. Here, the authors evaluate the published miRNA 

profiles of premalignant pancreatic lesions in order to consolidate these data. 

 

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

[225] 

TÍTULO / TITLE:  - Radiological and nuclear medicine imaging of 

gastroenteropancreatic neuroendocrine tumours. 

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

REVISTA / JOURNAL:  - Best Pract Res Clin Gastroenterol. 2012 Dec;26(6):803-

18. doi: 10.1016/j.bpg.2012.12.004. 

 ●●Enlace al texto completo (gratuito o de pago) 1016/j.bpg.2012.12.004 

AUTORES / AUTHORS:  - Sundin A 

INSTITUCIÓN / INSTITUTION:  - Karolinska Institute and Karolinska University 

Hospital, SE-171 76 Stockholm, Sweden. anders.sundin@ki.se 

RESUMEN / SUMMARY:  - Neuroendocrine tumours (NETs) comprise a 

heterogeneous group of neoplasms with very varying clinical expression. A 

functioning NET, for instance in the pancreas, may be very small and yet give 

rise to severe endocrine symptoms whereas a patient with a small bowel 

tumour may present with diffuse symptoms and disseminated disease with a 

palpable bulky liver. Imaging of NETs is therefore challenging and the imaging 

needs in the various patients are diverse. The basic  modalities for NET imaging 

are computed tomography (CT) or magnetic resonance imaging (MRI) in 

combination with somatostatin receptor imaging (SMI) by scintigraphy with 

111In-labelled octreotide (OctreoScan) or more recently by positron emission 

tomography (PET) with 68Ga-labelled somatostatin analogues. In  this review 

these various morphological and functional imaging modalities and important 

methodological aspects are described. Imaging requirements for the various 

types of NETs are discussed and typical image findings are illustrated. 
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TÍTULO / TITLE:  - Imaging and pathological characteristics of small acinar cell 

carcinomas of the pancreas: A report of 3 cases. 

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

REVISTA / JOURNAL:  - Pancreatology. 2013 May-Jun;13(3):320-3. doi: 

10.1016/j.pan.2013.03.007. Epub 2013 Mar 14. 

 ●●Enlace al texto completo (gratuito o de pago) 1016/j.pan.2013.03.007 

AUTORES / AUTHORS:  - Matsumoto S; Sata N; Koizumi M; Lefor A; Yasuda Y 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23582920&dopt=Abstract
http://dx.doi.org/10.1016/j.bpg.2012.12.004
mailto:anders.sundin@ki.se
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23719608&dopt=Abstract
http://dx.doi.org/10.1016/j.pan.2013.03.007


172 

 

INSTITUCIÓN / INSTITUTION:  - Department of Surgery, Jichi Medical University, 

Yakushiji 3311-1, Shimotsuke City, Tochigi Prefecture 329-0431, Japan. 

Electronic address: s-matsumoto@jichi.ac.jp. 

RESUMEN / SUMMARY:  - We present three patients with T2 acinar cell 

carcinomas (ACC) (two of which were small) and discuss their clinical and 

pathological features. Case 1: A 34 year-old woman had a 2.6 cm iso- or 

hyperdense tumor. Enucleation was performed but final diagnosis was ACC and 

a pylorus preserving pancreaticoduodenectomy was  performed. Case 2: A 35 

year-old woman was found to have a 4.5 cm hypervascular tumor in the tail of 

the pancreas. Distal pancreatectomy was performed. Case 3: A 61 year-old 

man suffered from acute pancreatitis and was found to have an encapsulated 

2.5 cm hypervascular tumor in the head of pancreas. Pylorus-preserving 

pancreaticoduodenectomy was performed. These three patients with T2 ACCs 

had common characteristics including well-demarcated exophytic tumors with 

slow and limited progress, distinctively different from large ACCs and pancreatic 

ductal adenocarcinomas. ACCs are important in the differential diagnosis of 

homogeneously or heterogeneously enhancing small pancreatic tumors. 

 

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

[227] 

TÍTULO / TITLE:  - FOLFIRINOX in Locally Advanced Pancreatic Cancer: The 

Massachusetts General Hospital Cancer Center Experience. 

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

REVISTA / JOURNAL:  - Oncologist. 2013;18(5):543-8. doi: 

10.1634/theoncologist.2012-0435. Epub 2013 May 8. 

 ●●Enlace al texto completo (gratuito o de pago) 
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AUTORES / AUTHORS:  - Faris JE; Blaszkowsky LS; McDermott S; Guimaraes 

AR; Szymonifka J; Huynh MA; Ferrone CR; Wargo JA; Allen JN; Dias LE; Kwak 

EL; Lillemoe KD; Thayer SP; Murphy JE; Zhu AX; Sahani DV; Wo JY; Clark JW; 

Fernandez-Del Castillo C; Ryan DP; Hong TS 

INSTITUCIÓN / INSTITUTION:  - Department of Hematology/Oncology. 

RESUMEN / SUMMARY:  - The objective of our retrospective institutional 

experience is to report the overall response rate, R0 resection rate, 

progression-free survival, and safety/toxicity of neoadjuvant FOLFIRINOX (5-

fluorouracil [5-FU], oxaliplatin, irinotecan, and leucovorin) and chemoradiation in 

patients with locally advanced  pancreatic cancer (LAPC). Patients with LAPC 

treated with FOLFIRINOX were identified via the Massachusetts General 

Hospital Cancer Center pharmacy database. Demographic information, clinical 

characteristics, and safety/tolerability data were compiled. Formal radiographic 

review was performed  to determine overall response rates (ORRs). Twenty-two 

patients with LAPC began treatment with FOLFIRINOX between July 2010 and 

February 2012. The ORR was 27.3%, and the median progression-free survival 
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was 11.7 months. Five of 22 patients were able to undergo R0 resections 

following neoadjuvant FOLFIRINOX and chemoradiation. Three of the five 

patients have experienced distant recurrence within 5 months. Thirty-two 

percent of patients required at least one emergency department visit or 

hospitalization while being treated with FOLFIRINOX. FOLFIRINOX possesses 

substantial activity in patients with LAPC. The use of FOLFIRINOX was 

associated with conversion to resectability in >20% of patients. However, the 

recurrences following R0 resection in three of five patients and the toxicities 

observed with the use of this regimen raise important questions about  how to 

best treat patients with LAPC. 
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[228] 

TÍTULO / TITLE:  - A multi-institutional, phase II open-label study of ganitumab 

(AMG 479) in advanced carcinoid and pancreatic neuroendocrine tumors. 

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

REVISTA / JOURNAL:  - Endocr Relat Cancer. 2013 May 21;20(3):383-90. doi: 

10.1530/ERC-12-0390. Print 2013 Jun. 

 ●●Enlace al texto completo (gratuito o de pago) 1530/ERC-12-0390 

AUTORES / AUTHORS:  - Strosberg JR; Chan JA; Ryan DP; Meyerhardt JA; 

Fuchs CS; Abrams T; Regan E; Brady R; Weber J; Campos T; Kvols LK; Kulke 

MH 

INSTITUCIÓN / INSTITUTION:  - Department of GI Oncology, Moffitt Cancer Center, 

12902 Magnolia Drive, Tampa, Florida 33612, USA Department of Medical 

Oncology, Dana-Farber Cancer Institute,  Boston, Massachusetts 02481, USA 

Division of Medical Oncology, Massachusetts General Hospital, Boston, 

Massachusetts 02481, USA. 

RESUMEN / SUMMARY:  - The IGF pathway has been implicated in the regulation 

of neuroendocrine tumor (NET) growth, and preliminary studies suggested that 

ganitumab (AMG 479), a human MAB against IGF1R, may have antitumor 

activity in this setting. We performed a two-cohort phase II study of ganitumab 

in patients with metastatic progressive carcinoid or pancreatic NETs (pNETs). 

This open-label study enrolled patients (>/=18 years) with metastatic low- and 

intermediate-grade carcinoid or pNETs. Inclusion criteria included evidence of 

progressive disease (by Response Evaluation Criteria in Solid Tumors 

(RECIST)) within 12 months of enrollment, ECOG PS 0-2, and fasting blood 

sugar <160 mg/dl. Prior treatments were allowed and concurrent somatostatin 

analog therapy was permitted. The primary endpoint was objective response. 

Secondary endpoints included overall survival (OS), progression-free survival 

(PFS), and safety. Sixty patients (30 carcinoid and 30  pNETs) were treated 

with ganitumab 18 mg/kg every 3 weeks, among whom 54 patients were 

evaluable for survival and 53 patients for response. There were no objective 

responders by RECIST. The median PFS duration was 6.3 months (95% CI, 
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4.2-12.6) for the entire cohort; 10.5 months for carcinoid patients, and 4.2 

months for pNET patients. The OS rate at 12 months was 66% (95% CI, 52-

77%) for the entire cohort. The median OS has not been reached. Grade ¾ AEs 

were rare and consisted of hyperglycemia (4%), neutropenia (4%), 

thrombocytopenia (4%), and infusion reaction (1%). Although well tolerated, 

treatment with single-agent ganitumab failed to result in significant tumor 

responses among patients with metastatic well-differentiated carcinoid or pNET. 
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TÍTULO / TITLE:  - Diabetes is a useful diagnostic clue to improve the prognosis of 

pancreatic cancer. 

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

REVISTA / JOURNAL:  - Pancreatology. 2013 May-Jun;13(3):285-9. doi: 

10.1016/j.pan.2013.03.013. Epub 2013 Apr 2. 

 ●●Enlace al texto completo (gratuito o de pago) 1016/j.pan.2013.03.013 
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Koike K 

INSTITUCIÓN / INSTITUTION:  - Department of Gastroenterology, Graduate School 

of Medicine, The University of Tokyo, 7-3-1 Hongo, Bunkyo-ku, Tokyo 113-

8655, Japan. 

RESUMEN / SUMMARY:  - BACKGROUND/OBJECTIVES: Diabetes mellitus (DM) 

is recognized as a risk factor for  pancreatic cancer (PaC) and expected to be a 

clue for early diagnosis. However, it is still obscure whether a diagnostic 

strategy using DM as a clue can improve  the prognosis or not. METHODS: We 

retrospectively reviewed 540 patients with PaC, and investigated the prognosis 

with regard to the reasons for diagnosis. We compared patients diagnosed by 

imaging studies performed when DM was newly diagnosed or deteriorated, and 

patients diagnosed by symptoms. RESULTS: The prevalence of DM in PaC 

patients was 45% (256/540) and did not differ between disease stages. More 

than half of DM in PaC patients (150/256) were new-onset (<2 years in 

duration). One hundred sixty one patients (30%) were asymptomatic at PaC 

diagnosis. There were 38 patients diagnosed in association with DM (by new-

onset  DM, 16; by aggravation of long-standing DM, 22). Asymptomatic patients 

had smaller primary tumor and were diagnosed at an earlier stage. The 

prognosis of PaC patients complicated with DM did not differ from that of 

patients without DM; however, patients had better prognosis if they were 

diagnosed in association with DM alone (median survival time, 20.2 months), 

compared with patients diagnosed by symptoms (10.2 months, P < 0.01). 

CONCLUSIONS: Our analysis revealed that patients diagnosed in association 

with DM had better survival than symptomatic patients. Given the high 
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prevalence of DM in PaC patients, DM can be a useful diagnostic clue for 

screening and lead to improvement of prognosis in PaC patients. 
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TÍTULO / TITLE:  - MicroRNA-424-5p Suppresses the Expression of SOCS6 in 

Pancreatic Cancer. 

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

REVISTA / JOURNAL:  - Pathol Oncol Res. 2013 May 9. 
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INSTITUCIÓN / INSTITUTION:  - Department of General Surgery, Xiangya Hospital, 

Central South University, Xiangya Road 87, 410008, Changsha, Hunan 

Province, People’s Republic of China. 

RESUMEN / SUMMARY:  - MicroRNAs (miRNAs) are a group of small non-coding 

RNA molecules predicted to control the activity of about 30 % of all protein-

coding genes in mammals. The expression of microRNA-424-5p (miR-424-5p) 

has been shown to vary in multiple hematological and solid organ malignancies, 

such as pancreatic cancer. This study aimed to characterize the function of 

upregulated miR-424-5p in pancreatic cancer and show how downstream 

suppressor of cytokine-induced signaling 6 (SOCS6) is negatively regulated by 

miR-424-5p. MiR-424-5p and SOCS6 expression was detected  using 

quantitative real-time PCR (qRT-PCR) in pancreatic cancer tissues and 

adjacent non-tumorous ductal epithelium tissues. Luciferase reporter assays 

were  used to assess SOCS6 as a target of miR-424-5p. The downstream effect 

of SOCS6 was measured by qRT-PCR after miR-424-5p inhibition and SOCS6 

upregulation. The functions of miR-424-5p in vitro in pancreatic cancer cells 

were measured by migration and invasion assays and flow cytometry. Results 

suggested miR-424-5p was significantly upregulated in pancreatic cancer and 

suppress the expression of SOCS6, and miR-424-5p increased proliferation, 

migration and invasion of pancreatic cancer cells, while inhibited cell apoptosis. 

It was concluded that miR-424-5p is frequently upregulated in pancreatic cancer 

and modulates ERK1/2 signaling pathway by negatively regulating SOCS6. 
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TÍTULO / TITLE:  - Profiling the potential tumor markers of pancreatic ductal 

adenocarcinoma using 2D-DIGE and MALDI-TOF-MS: Up-regulation of 

Complement C3 and alpha-2-HS-glycoprotein. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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 ●●Enlace al texto completo (gratuito o de pago) 1016/j.pan.2013.03.010 

AUTORES / AUTHORS:  - Chen J; Wu W; Chen L; Zhou H; Yang R; Hu L; Zhao Y 

INSTITUCIÓN / INSTITUTION:  - Department of General Surgery, Anhui Provincial 

Hospital Affiliated to Anhui Medical University, 17 Lujiang Road, Hefei 230001, 

Anhui Province, China. Electronic address: ch_jiong@126.com. 

RESUMEN / SUMMARY:  - BACKGROUND/AIMS: Pancreatic ductal 

adenocarcinoma (PDAC) is a highly lethal disease with an increasing incidence 

worldwide. Due to lack of early diagnosis and poor prognosis, it is rather critical 

to improve the early diagnosis of PDAC. A comparative proteomic method was 

used to analyze serum proteins to find a new potential specific marker. 

METHODS: Comparative analysis of the pancreatic peripheral blood protein 

profiling from 40 pancreatic cancer patients, 10 pancreatic benign tumor 

patients, 10 chronic pancreatitis patients and 40 cancer-free controls. The 

samples were carried out by 2D-differential gel electrophoresis (2D-DIGE) and 

differentially expressed proteins were identified by matrix-assisted laser 

desorption/ionization time of flight mass spectrometry (MALDI-TOF-MS). Two 

up-regulated proteins were further validation by real time RT-PCR, Western blot 

analysis and Immunohistochemistry (IHC). RESULTS: We identified fourteen 

differently expressed proteins in PDAC group compared with cancer-free control 

group, including 9 up-regulation and 5 down-regulation proteins. Increased 

Complement C3 and alpha-2-HS-glycoprotein (AHSG) were further confirmed 

by real time RT-PCR, Western blot analysis and IHC. The expressions of  

Complement C3 and AHSG were higher in PDAC than that in other groups. 

CONCLUSIONS: These results suggest that Complement C3 and AHSG might 

be the potential tumor markers in PDAC screening and diagnosis. The finding of 

inflammation mediated factor Complement C3 revealed that inflammation might 

be closely related with the occurrence and development process of PDAC. 
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RESUMEN / SUMMARY:  - INTRODUCTION: Acinar cell cystadenoma (ACC) of 

the pancreas was first described as a distinct pancreatic cystic neoplasm in 

2002. METHODS: We have encountered three cases of ACC at our institution 

in addition to the 15 cases reported to date in the world literature. The gender 

distribution in the total cohort of patients with ACC slightly favored females (61 

% female), and the median age was  49.5 years. RESULTS: Almost half (53 %) 

of the cases were identified incidentally, while the remainder presented with 

abdominal pain. The median tumor diameter was 5 cm in size, and no patients 

have had documented disease recurrence or progression, even in the setting of 

an incomplete resection. CONCLUSION: These findings suggest a relatively 

indolent biology, and that complete resections are  curative. As we will show, 

surgical resection is warranted to treat symptoms and  prevent local extension 

or malignant transformation. 
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TÍTULO / TITLE:  - Huge retroperitoneal dedifferentiated liposarcoma presented 

as acute pancreatitis: Report of a case. 

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

REVISTA / JOURNAL:  - J Med Invest. 2013;60(1-2):164-8. 
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INSTITUCIÓN / INSTITUTION:  - Department of Surgery, Taoka Hospital. 

RESUMEN / SUMMARY:  - A 74-year-old male with abdominal pain was admitted 

to the emergency room in our  hospital. The high value of serum amylase was 

shown in his blood test. The postcontrast computed tomography (CT) showed 

the huge retroperitoneal tumor with  a thin-walled mass occupying most of the 

part of the right retroperitoneal space. The tumor spread into the soft tissues 

around the pancreas; as a result, the duodenum was compressed and the 

pancreas was displaced to the right side. The irregular pancreatic outline, 

obliterated peripancreatic fatty tissue and fluid in the left anterior pararenal 

space were revealed, so acute pancreatitis was diagnosed. The diagnostic 

biopsy of retroperitoneal tumor was done, and the pathological findings of 

retroperitoneal mass revealed dedifferentiated liposarcoma. The medical 

treatment against acute pancreatitis was performed firstly. After the patient 

recovered from that, the surgical resection of the tumor with the right kidney and 

right adrenal gland was completed successfully. The patient remained well, 

without any evidence of recurrence three months after  surgery. However, the 

histology showed dedifferentiated liposarcoma; therefore, postoperative regular 

examination is necessary. J. Med. Invest. 60: 164-168, February, 2013. 
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TÍTULO / TITLE:  - Perivascular epithelioid cell tumor: the first malignant case 

report in the pancreas. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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INSTITUCIÓN / INSTITUTION:  - Department of Pathology, Hopital Saint-Antoine, 

75012 Paris, France. najat.mourra@sat.aphp.fr 

RESUMEN / SUMMARY:  - Pancreatic perivascular epithelioid cell tumors 

(PEComas) are exceedingly rare neoplasms, <10 cases have been described; 

all were benign and occurring mostly in women. We report the first malignant 

pancreatic PEComa in a patient with BRCA2 mutation. A 51-year-old woman 

with a medical and familial history of breast adenocarcinoma, who was tested 

positive for BRCA2 mutation, presented with a recent history of jaundice. 

Imaging studies were consistent with endocrine or secondary tumor. Pathologic 

examination of fine needle aspiration biopsy and Whipple procedure revealed a 

6-cm intrapancreatic PEComa, invading the duodenal wall with extensive 

necrosis and vascular invasion, leading to classify this PEComa into “malignant” 

category. The patient developed liver metastases 6 months after surgery. 

Although mostly benign, thorough sampling of the PEComa is mandatory, to 

rule out malignant behavior whatever the location of the tumor is. 
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maljunction without bile duct dilatation 20 years after cholecystectomy: report of 
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INSTITUCIÓN / INSTITUTION:  - The Department of Surgery, the University of 

Tokushima. 

RESUMEN / SUMMARY:  - Pancreaticobiliary maljunction (PBM) is associated with 

the occurrence of biliary cancer due to pancreatobiliary reflux. From the 

perspective of carcinogenesis, the treatment for PBM is controversial. We 

herein report a case of hilar cholangiocarcinoma 20 years after the occurrence 

of gallbladder cancer. A 75-year-old man was referred to our hospital regarding 

an obstructive jaundice and bile duct tumor. A cholecystectomy was performed 

for cholelithiasis on this patient 20 years ago, and cancer in situ was detected. 
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Computed tomography (CT) and endoscopic retrograde 

cholangiopancreatography (ERCP) revealed a tumor of the portal hepatic region 

and PBM without dilatation of the bile duct. Adenocarcinoma was detected from 

bile cytology, and we diagnosed hilar cholangiocarcinoma. Despite the biliary 

decompression, jaundice was prolonged and the patient passed  away. Our 

case suggests that not only cholecystectomy but also biliary diversion  is 

needed for PBM regardless of the existence of bile duct dilatation. J. Med. 

Invest. 60: 169-173, February, 2013. 
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RESUMEN / SUMMARY:  - Acute pancreatitis may rarely be caused by papillary 

mass lesions such as adenocarcinomas and neuroendocrine tumours. 

Occasionally these papillary lesions  may cause recurrent episodes of acute 

pancreatitis and patients presenting in this way require further pancreatic 

investigation. We believe this to be the first reported case of a duodenal 

papillary somatostatinoma causing recurrent acute pancreatitis. The patient was 

investigated with multiple imaging modalities, both at endoscopy and with more 

traditional radiology, and treated with resection by Whipple’s 

pancreaticoduodenectomy. If diagnosed early in the absence of distant 

metastases the prognosis of papillary somatostatinoma with tumour resection is 

excellent. 
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INSTITUCIÓN / INSTITUTION:  - HPB Unit, Royal Victoria Infirmary, Newcastle 

Upon Tyne, UK. Electronic address:  j.leeds@nhs.net. 

RESUMEN / SUMMARY:  - BACKGROUND/OBJECTIVES: Accurate assessment 

of whether a cyst is greater than 3 cm is an essential component when 

considering resection especially for mucinous lesions. The most accurate 

method of assessing cyst size is uncertain with many patients undergoing 

several complimentary imaging modalities. This study aimed to compare the 

accuracy of endoscopic ultrasound (EUS) with CT scanning in assessing 

pancreatic cyst size compared to histology. METHODS: Patients referred for 

EUS of a pancreatic cystic lesion from April 2003 to August 2011. Patient age 

and gender, lesion size and site were recorded and compared using cyst size at 

histology compared to EUS and CT recorded within 3 months of surgery. 

Subgroup analysis was performed with respect to cyst site and proven 

mucinous lesions. RESULTS: 357 patients were included of which 70 (mean 

age 60.6 years, 24 males) had undergone surgical resection. The resected 

cysts were located 30/17/23 in the head/body/tail of the pancreas. Median size 

at histology was 32 mm compared to 35 mm at EUS (p = 0.47) and 35 mm at 

CT (p = 0.52). For mucinous lesions alone, median size at histology was 32 mm 

compared to 33 mm at EUS (p = 0.46) and 35 mm  at CT (p = 0.39). EUS and 

CT had comparable sensitivity, specificity, negative predictive value, positive 

predictive value and accuracy for all cyst types and locations. CONCLUSIONS: 

CT and EUS measurements are not significantly different to pathological size 

following resection of pancreatic cystic lesions. CT and EUS are 

interchangeable investigations for determining cyst size pre-operatively 

although EUS has the additional advantage of fluid sampling. 
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of Favorable Prognosis in Pancreatic Cancer. 
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RESUMEN / SUMMARY:  - BACKGROUND: The regulation of Mut L homologue 1 

(MLH1) expression by microRNA (miR)-155 and its prognostic significance in 

pancreatic cancer (PC) remain to be  elucidated. This study aimed to address 
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the issues. METHODS: MiR-155 mimics and inhibitor were transfected to PC 

cell lines, Panc-1 and Capan-1. Expression of MLH1 was subsequently 

evaluated. Then, luciferase activity was detected after miR-155 mimics and 

pRL-TK plasmids containing wild-type and mutant 3’UTRs of MLH1 mRNA were 

co-transfected. Finally, immunohistochemical staining for MLH1 was performed 

in PC samples. RESULTS: Transfection of miR-155 mimics and inhibitor led to 

reversely altered protein expressions of miR-155 and MLH1, whereas the 

corresponding mRNA expressions were similar. A significant decrease in 

luciferase activity in the cells transfected with the wild-type pRL-TK plasmid was 

shown in  contrast to those transfected with the mutant one. In addition, MLH1 

was less expressed in tumor than in para-tumor tissues of PC. Extensive MLH1 

expression was significantly associated with favorable differentiation and less 

lymph node metastasis. MLH1 expression was found to be a prognosticator in 

univariate analysis, and being of marginally significant impact in multivariate 

test. CONCLUSIONS: MLH1 might serve as a direct target of miR-155 and a 

potential prognosis predictor in PC. 
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RESUMEN / SUMMARY:  - PURPOSE: This study aimed at demonstrating the 

feasibility of retrospectively fused 18F FDG-PET and MRI (PET/MRI fusion 

image) in diagnosing pancreatic tumor,  in particular differentiating malignant 

tumor from benign lesions. In addition, we evaluated additional findings 

characterizing pancreatic lesions by FDG-PET/MRI fusion image. METHODS: 

We analyzed retrospectively 119 patients: 96 cancers and 23 benign lesions. 

FDG-PET/MRI fusion images (PET/T1 WI or PET/T2WI) were made by 

dedicated software using 1.5 Tesla (T) MRI image and FDG-PET images. 

These images were interpreted by two well-trained radiologists without 

knowledge of clinical information and compared with FDG-PET/CT images. We 

compared the differential diagnostic capability between PET/CT and FDG-

PET/MRI fusion image. In addition, we evaluated additional findings such as 
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tumor structure and tumor invasion. RESULTS: FDG-PET/MRI fusion image 

significantly improved accuracy compared with that of PET/CT (96.6 vs. 86.6 

%). As additional finding, dilatation of main pancreatic duct was noted in 65.9 % 

of solid types and in 22.6 % of cystic types, on PET/MRI-T2 fusion image. 

Similarly, encasement of adjacent vessels was noted in 43.1 % of solid types 

and in 6.5 % of cystic types. Particularly in cystic types, intra-tumor structures 

such as mural nodule (35.4 %) or intra-cystic septum (74.2 %) were detected 

additionally. Besides, PET/MRI-T2 fusion image could detect extra benign cystic 

lesions (9.1 % in solid type and 9.7 % in cystic type) that were not noted by 

PET/CT. CONCLUSIONS: In diagnosing pancreatic lesions, FDG-PET/MRI 

fusion image was useful in differentiating pancreatic cancer from benign lesions. 

Furthermore, it was helpful in evaluating relationship between lesions and 

surrounding tissues as well as in detecting extra benign cysts. 
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RESUMEN / SUMMARY:  - Biochemical markers are applied in 

gastroenteropancreatic neuroendocrine tumours  (GEP-NETs) for diagnostic, 

prognostic or predictive purposes. Chromogranin A is the most important 

general marker and it is recommended to be measured in every patient with a 

suspected NET, whereas Neuron Specific Enolase is elevated mainly  in poorly 

differentiated NETs. Pancreatic Polypeptide is used in the diagnosis of 

pancreatic non-functioning NETs, whereas Chorionic Gonadotrophin has an 

adjunctive role. In the case of functioning tumours, specific markers should be 

sought and monitored during follow up. Endogenous hyperinsulinemia is 

suggested in the presence of non-suppressible insulin and proinsulin levels 

during hypoglycemia, whereas high fasting or stimulated gastrin levels along 

with elevated gastric acid output are diagnostic for the Zollinger-Ellison 

syndrome. Glucagon, vasoactive intestinal polypeptide (VIP) and somatostatin 

are markers for glucagonoma, VIP-oma and somatostatinoma syndromes 

respectively. In case of ectopic paraneoplastic syndrome, the relevant hormone 

serves as a diagnostic and  prognostic marker. 
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RESUMEN / SUMMARY:  - The Notch signaling pathways are known to play critical 

roles during pancreatic development, but it remains unclear what functions are 

important in the adult organ. One area of debate is the role of Notch signaling in 

the development of pancreatic ductal adenocarcinoma (PDAC) and proposed 

precursor lesions, pancreatic intraepithelial neoplasia (PanIN). Initial studies 

revealed that Notch signaling is reactivated during PDAC initiation and 

development, suggesting that  Notch promotes PDAC and may therefore 

represent a target for drug development. However, more recent work reveals a 

tumor suppressive role for Notch receptors in the context of PanIN 

development. Here, we summarize the current literature describing Notch 

signaling in the development of PDAC, and discuss the potential  of the Notch 

pathway as a therapeutic target. 
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RESUMEN / SUMMARY:  - BACKGROUND/OBJECTIVES: The absence of major-

vessel involvement is a crucial factor in the resectability and prognosis of 

pancreatic cancer. However, arterial invasion cannot be evaluated adequately 

using imaging findings alone. We therefore developed a scoring system to 

assess arterial invasion by pancreatic adenocarcinoma using multidetector row 
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computed tomography (MDCT) and serum tumor markers. METHODS: Twenty 

patients who underwent distal pancreatectomy and splenectomy for pancreatic 

adenocarcinoma were examined retrospectively using 4-, 16- or 64-row MDCT 

and serum tumor markers. Splenic arterial invasion was evaluated in terms of 

length of tumor contact, circumferential involvement (<180  degrees or >/=180 

degrees ) and deformity of vascular diameter. Preoperative expression of 

carbohydrate antigen 19-9 (CA19-9), DUPAN-2 and S-Pancreas-1 antigen 

(SPan-1) were also evaluated. The presence or absence of arterial invasion 

was confirmed histopathologically in all 20 cases. RESULTS: In 11 of 20  cases 

invasion into splenic arteries was observed histopathologically, mostly involving 

the external elastic lamina and periarterial nerves. Sensitivity, specificity and 

accuracy were 100%, 88.9% and 95%, respectively, for length of tumor contact 

(<16 mm or >/=16 mm), 90.9%, 77.8% and 85% for circumferential involvement 

(<180 degrees or >/=180 degrees ), and 100%, 66.7% and 85% for deformity of 

vascular diameter. Furthermore, the sensitivity, specificity and accuracy were all 

increased to 100% when tumor markers were included in the score. 

CONCLUSIONS: MDCT is a useful technique for diagnosing arterial invasion of 

pancreatic body and tail cancer, even in comparison with pathological 

examination; however, this new scoring system can be further complemented 

and made more reliable by measurements of serous tumor markers. 
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RESUMEN / SUMMARY:  - Neuroendocrine tumours require dedicated 

interventions to control their capacity  to secrete hormones but also, antitumour 

growth strategies. Recommendations for early interventions in NET include the 

management of hormone-related symptoms and poorly differentiated 

neuroendocrine carcinomas. In contrast, prognostic heterogeneity is a key 

feature of well differentiated NET that complexified the antitumour strategy 

whatever the stage in this subgroup of tumour. In this review, timely therapeutic 

interventions to control hormone-related symptoms and  tumour growth in GEP 

NET patients are discussed. The necessity of controlling hormone-related 
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symptoms as the first step of any strategy affects also the tumour growth control 

strategy. In the absence of cure at the metastatic stage, progresses are 

expected in the recognition of well differentiated NET subgroups that display 

either excellent or poor prognosis. 
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TÍTULO / TITLE:  - Epidemiology of gastroenteropancreatic neuroendocrine 
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RESUMEN / SUMMARY:  - Gastroenteropancreatic neuroendocrine tumours are a 

heterogeneous group of tumours arising from diffuse endocrine cells, causing 

unique clinical syndromes.  These tumours, formerly named carcinoid, can 

involve any part of the gastrointestinal tract and the endocrine pancreas and 

have a wide range of malignant potential: from benign to poorly differentiated 

tumours. In this review we will summarize the data available on the 

epidemiology of gastroenteropancreatic tumours as it is reported from around 

the world. This includes annual incidence rates at the various anatomic sites, 

and trends in incidence rates with time. In addition age and stage at 

presentation, gender and  racial differences and finally prognosis and survival 

were collected when reported. 
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RESUMEN / SUMMARY:  - BACKGROUND/OBJECTIVES: Our institution has 

utilized a duodenum-preserving pancreas head resection (DPPHR) procedure 

for management of low-grade malignant lesions within the head of the 

pancreas, but this has resulted in a higher rate of postoperative complications, 

including pancreatic fistula and ischemic bile duct injury. To avoid these 

complications we recently modified DPPHR to resect all the parenchyma 

around the pancreatic head and to preserve the epicholedochal  plexus around 

the bile duct. The goal of this study was to investigate outcomes with 

postoperative complications and disease control following this modified 

procedure. METHODS: Twenty-one consecutive patients underwent DPPHR 

between 1994  and 2011. Patients were retrospectively classified into one of 

two groups: the conventional DPPHR group (cDPPHR) or the modified DPPHR 

group (mDPPHR). Perioperative factors and postoperative complications were 

compared between these two groups. RESULTS: The median age of the 21 

patients was 61 (23-77) years, and  the median follow-up period was 51 

months. Intra-operational blood loss was significantly smaller and duration of 

hospital stay was significantly shorter in  the mDPPHR group than in the 

cDPPHR group, respectively. The rate of pancreatic fistula was markedly lower 

in the mDPPHR group (2/13; 15%) than in the cDPPHR group (7/8; 88%) (P = 

0.0022). For neoplastic lesions, the surgical margin was negative in all cases, 

and local recurrence has not occurred in either group. CONCLUSIONS: For 

selected patients, modified DPPHR may provide clinical benefits  in terms of 

less complications associated with shorter hospital stay. 
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RESUMEN / SUMMARY:  - Pancreatic cancer (PC) is the fourth leading cause of 

death in the world, due to  neoplastic disease. Chronic pancreatitis (CP) is a 

progressive disease leading towards pancreatic fibrosis. The aim of the study 

was to assess the impact of matrix metalloproteinases 2 and 9 (MMP2 and 9) 

and their tissue inhibitor (TIMP 1 and 2) concentrations in case of PC and CP 

tissue homogenates on early treatment  results of patients subject to pancreatic 

resections. Material and methods. The study group comprised 63 patients, 

including 25 (39.68%) female and 38 (60.32%) male patients. Group 1 (CP) 
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consisted of 31 patients with CP (F: M = 10/21). Group 2 (PC) consisted of 32 

patients with PC (F: M = 15:17). The pancreatic tumor samples were collected 

from the resected pancreas, being subject to electrophoresis and 

immunoenzymatic studies. After confirming their activity, MMP2, MMP9, TIMP1, 

TIMP2 concentrations were determined. Correlation analysis of  MMPs and 

TIMPs concentrations was performed in relation to the following: tumor 

diameter, age, BMI, hospitalization, duration of symptoms and surgery, blood 

loss, incidence of perioperative complications. Results. Group differences were 

presented in terms of: age, BMI, ASA, duration of symptoms, jaundice, tumor 

diameter, time of operation. There were no differences considering weight loss, 

blood loss, extent of resection, and hospitalization. Significant MMPs and 

TIMPs  concentration differences between groups were demonstrated. 

Conclusions. Comparison of PC to CP tissue samples showed significantly 

higher levels of metalloproteinases and TIMPs in the former. Positive 

correlations of MMP1, TIMP1  and 2 with tumor diameter (CP) were observed, 

and MMP2 with the duration of surgery and blood loss (PC). There was no 

MMPs and TIMPs concentration levels influence on the incidence of 

postoperative complications. 
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TÍTULO / TITLE:  - Pancreatic glucagonoma with pancreatic calcification. 

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

REVISTA / JOURNAL:  - Pancreatology. 2013 May-Jun;13(3):327-9. doi: 

10.1016/j.pan.2012.11.308. Epub 2012 Nov 23. 

 ●●Enlace al texto completo (gratuito o de pago) 1016/j.pan.2012.11.308 

AUTORES / AUTHORS:  - Gupta RA; Udwadia FE; Agrawal P; Doctor N 

INSTITUCIÓN / INSTITUTION:  - Department of Surgical Gastroenterology, Jaslok 

Hospital and Research Centre, Mumbai, Maharashtra, India. 

RESUMEN / SUMMARY:  - BACKGROUND: Glucagonoma is an uncommon type 

of pancreatic neuroendocrine tumor [NET] which is characterized by diabetes 

mellitus, necrolytic migratory erythema, depression and deep vein thrombosis. 

The typical rash is often misdiagnosed and the diagnosis is delayed by 7-8 

years. Pancreatic NETs and other pancreatic tumors are known to show 

calcifications within the tumor but calcification of the remaining normal pancreas 

is very uncommon. It occurs when there is ductal obstruction leading to acute or 

chronic pancreatitis. CASE REPORT: We present a case of glucagonoma with 

coexistent pancreatic calcification. CONCLUSION: Glucagonoma should be 

suspected in a diabetic patient with migratory rash. Pancreatic tumor should be 

suspected in patient with idiopathic focal pancreatitis. 
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TÍTULO / TITLE:  - Non-surgical management of pancreatic pseudocysts 

associated with arterial pseudoaneurysm. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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RESUMEN / SUMMARY:  - BACKGROUND: Pseudoaneurysms associated with 

pancreatic pseudocysts are different  from simple, isolated pancreatic 

pseudoaneurysms and there is paucity of published data on their non surgical 

treatment. AIM: To retrospectively analyze results of combination of 

angioembolisation or thrombin injection followed by endoscopic transpapillary 

drainage for management of pseudoaneurysms associated with pancreatic 

pseudocysts. METHODS: Eight patients (all males; mean age +/- SD: 31.2 +/- 

6.1 years; age range: 21-38 years) underwent radiological management of  the 

pseudoaneurysm followed by endoscopic drainage of the pseudocysts. 

RESULTS: All patients had pseudocysts (median size 4 cm) with underlying 

chronic pancreatitis. All patients had abdominal pain on presentation and 7/8 

(87.5%) patients had presented with overt gastrointestinal bleeding. The size of 

the pseudoaneurysms varied from 1 to 4 cm. Two patients were treated with 

percutaneous thrombin injection whereas six patients underwent digital 

subtraction angiography and angioembolisation. All patients underwent 

successful  endoscopic transpapillary drainage through the major (5) or minor 

papilla (3) and resolution of pseudocysts was noted within 6 weeks (median 4 

weeks). No significant complication of the procedure was noted in any of the 

patients. CONCLUSIONS: Pseudoaneurysms associated with pancreatic 

pseudocysts can be successfully and safely treated with a combination of 

radiological obliteration of the pseudoaneurysm followed by endoscopic 

transpapillary drainage. 
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TÍTULO / TITLE:  - Hepatic arterial nodal metastases in pancreatic cancer: is this 

the node of importance? 
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RESUMEN / SUMMARY:  - BACKGROUND: The hepatic artery lymph node 

(HALN) is frequently sampled during pancreaticoduodenectomy (PD). Data 

suggest that survival in the setting of HALN metastases is similar to that of 

stage IV pancreatic ductal adenocarcinoma (PDAC). The objectives of this 

study were to describe the prognostic significance of HALN metastases and to 

assess the predictive performance of HALN compared to peripancreatic lymph 

node status. METHODS: Patients undergoing PD for PDAC from January 2000-

October 2010 were identified from a prospectively maintained database. 

Patients were included if during PD the HALN was submitted for pathologic 

evaluation. Patients were excluded if margins were macroscopically positive, if 

pathology was found to be consistent with a diagnosis other than PDAC. Overall 

(OS) and disease-free survival (DFS) were estimated by Kaplan-Meier 

methods. RESULTS: Of the 671 patients who underwent PD for PDAC, HALN 

status was  analyzed for 147 patients. HALN was positive in 23 patients (16 %), 

38 were peripancreatic lymph node (PPLN) and HALN negative, and 86 were 

PPLN+/HALN-. Median follow-up for survivors was 10 months. In a multivariable 

model, lymph node status and tumor differentiation predicted OS and DFS. 

Hazard of death and relapse/death were highest among the HALN+ patients 

(hazard ratio [HR] 2.94; p =  0.017 and HR 2.66; p = 0.011, respectively). 

Kaplan-Meier analysis revealed significant differences in OS (p = 0.017) and 

DFS (p = 0.013) based on lymph node status. CONCLUSIONS: OS and DFS 

are significantly reduced in patients with a positive HALN. Differentiation and 

lymph node status were predictors of OS and DFS. In the multivariate models, 

differentiation and lymph node status remain independent predictors of OS and 

DFS. 
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RESUMEN / SUMMARY:  - Aggressive tumor progression, metastasis and 

resistance to conventional therapies lead to an extremely poor prognosis for 

pancreatic ductal adenocarcinoma (PDAC).  Heparanase, an enzyme 

expressed by multiple cell types including tumor cells in the tumor 

microenvironment, has been implicated in angiogenesis and metastasis, and its 

expression correlates with decreased overall survival in PDAC. We evaluated 

the therapeutic potential of PG545, an angiogenesis and heparanase inhibitor, 

in experimental PDAC. PG545 inhibited the proliferation, migration and colony 

formation of pancreatic cancer cells in vitro at pharmacologically relevant 

concentrations. Heparanase inhibition also reduced the proliferation of  

fibroblasts but had only modest effects on endothelial cells in vitro. Furthermore, 

PG545 significantly prolonged animal survival in intraperitoneal and genetic 

models (mPDAC: LSL-KrasG12D; Cdkn2alox/lox; p48Cre) of PDAC. PG545 

also inhibited primary tumor growth and metastasis in orthotopic and genetic 

endpoint  studies. Analysis of tumor tissue revealed that PG545 significantly 

decreased cell proliferation, increased apoptosis and reduced microvessel 

density, disrupted vascular function and elevated intratumoral hypoxia. Elevated 

hypoxia is a known driver of collagen deposition and tumor progression; 

however tumors from PG545 treated animals displayed reduced collagen 

deposition and a greater degree of differentiation compared to control or 

gemcitabine treated tumors. These results highlight the potent anti-tumor 

activity of PG545 and support the further exploration of heparanase inhibitors as 

a potential clinical strategy for the treatment of PDAC. 
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RESUMEN / SUMMARY:  - BACKGROUND: Pancreatic neuroendocrine tumours 

are uncommon neoplasms which may rarely be cystic. Differentiation from other 

more common cystic neoplasms may be  difficult. AIMS: To describe the 

morphologic, cytologic, and cyst fluid characteristics of cystic pancreatic 

neuroendocrine tumours. METHODS: Retrospective analysis of consecutive 

patients referred for endosonographic evaluation of pancreatic cysts at four 

centres. RESULTS: 27 patients (12 males) with cystic pancreatic 

neuroendocrine tumours were identified. Prior to endosonography, this tumour 

was suspected in only 2 patients based on presenting  symptoms (7.4%). The 

median cyst size was 35mm (range 8-80mm). Wall thickening was identified in 

13 cases. The median carcinoembryonic antigen level was 1.25 (range 0.6-

500). Fine needle aspiration cytology in 17 of 24 patients confirmed 

neuroendocrine tumour (71%). In 8 of 9 patients who had needle targeting of 

the cyst wall, cytology was consistent with neuroendocrine tumour (88.9%). 18 

patients underwent surgical resection. CONCLUSIONS: Cystic pancreatic 

neuroendocrine tumour was rarely suspected, including by cross-sectional 

imaging. Wall thickening was identified in approximately half of cases on 

endosonography.  Cyst fluid was typically non-viscous with very low 

carcinoembryonic antigen levels. Targeting the wall during fine needle 

aspiration had a high diagnostic yield and should be performed. 
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for malignant disease:  a propensity score-adjusted, population-based trend 
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RESUMEN / SUMMARY:  - OBJECTIVE To assess trends in the frequency of 

concomitant vascular reconstructions (VRs) from 2000 through 2009 among 

patients who underwent pancreatectomy, as well as to compare the short-term 

outcomes between patients who underwent pancreatic resection with and 

without VR. DESIGN Single-center series have been conducted to evaluate the 

short-term and long-term outcomes of VR during pancreatic resection. 

However, its effectiveness from a population-based perspective is still unknown. 

Unadjusted, multivariable, and propensity score-adjusted generalized linear 

models were performed. SETTING Nationwide Inpatient Sample from 2000 

through 2009. PATIENTS A total of 10 206 patients were involved. MAIN 

OUTCOME MEASURES Incidence of VR during pancreatic resection, 

perioperative in-hospital complications, and length of hospital stay.  RESULTS 

Overall, 10 206 patients were included in this analysis. Of these, 412 patients 

(4.0%) underwent VR, with the rate increasing from 0.7% in 2000 to 6.0%  in 

2009 (P &lt; .001). Patients who underwent pancreatic resection with VR were 

at a higher risk for intraoperative (propensity score-adjusted odds ratio, 1.94;  P 

= .001) and postoperative (propensity score-adjusted odds ratio, 1.36; P = .008) 

complications, while the mortality and median length of hospital stay were  

similar to those of patients without VR. Among the 25% of hospitals with the 

highest surgical volume, patients who underwent pancreatic surgery with VR 

had significantly higher rates of postoperative complications and mortality than 

patients without VR. CONCLUSIONS The frequency of VR during pancreatic 

surgery is increasing in the United States. In contrast with most single-center 

analyses, this population-based study demonstrated that patients who 

underwent VR during pancreatic surgery had higher rates of adverse 

postoperative outcomes than their  counterparts who underwent pancreatic 

resection only. Prospective studies incorporating long-term outcomes are 

warranted to further define which patients benefit from VR. 
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Brussels, Belgium. raphael.marechal@erasme.ulb.ac.be 

RESUMEN / SUMMARY:  - Pancreatic ductal adenocarcinoma (PDAC) remains a 

major unsolved health problem.  As conventional treatments have shown only a 

modest impact on disease course, development of new therapeutic strategies 

based on the molecular biology of PDAC  must be a high priority. The 

identification of relevant predictive and prognostic biomarkers which can be 

used to select patient subgroups that may benefit from conventional treatments 

and new targeted agents will be of considerable interest. We have 

demonstrated the ability of the metabolizing gemcitabine protein (the human 

Equilibrative nucleoside transporter 1 and the deoxycytidine kinase) in 

predicting the benefit of adjuvant gemcitabine-based therapy in resected PDAC 

patients. Beside these predictive biomarkers, we have evaluated different 

molecular factors that may impact on the likely course of this cancer. The 

chemokine receptor CXCR4 that has been shown to be implicated in PDAC 

tumorigenicity and aggressiveness could serve as a prognostic marker for 

survival after a curative-intent surgery and was associated with the pattern of 

tumour recurrence (distant versus local relapse). Our findings were validated in 

an independent cohort of patients. Overall our results suggested that (i) the 

benefit of an adjuvant gemcitabine-based therapy can be predicted based on 

the tumour expression of hENT1 and dCK, (ii) CXCR4 is an independent 

negative prognostic factor and an independent predictor of distant relapse 

suggesting that anti-CXCR4 targeting therapies can be a promising treatment in 

combination with cytotoxic chemotherapy in the adjuvant setting. These data 

open new perspectives  for designing trials based on a molecular driven 

strategy. 
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TÍTULO / TITLE:  - Infiltration of peritumoural but tumour-free parenchyma with 

IgG4-positive plasma cells in hilar cholangiocarcinoma and pancreatic 

adenocarcinoma. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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Centre Hamburg-Eppendorf, Germany.  Electronic address: 
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RESUMEN / SUMMARY:  - BACKGROUND: Recently, new guidelines for 

diagnosing IgG4-associated cholangitis have been published devaluing the 

diagnostic significance of IgG4-positive plasma cells and steroid trials. We 

sought to evaluate the utility of IgG4-positive plasma cells in discriminating 

IgG4-associated cholangitis from hilar cholangiocarcinoma and autoimmune 

pancreatitis from pancreatic adenocarcinoma under conditions when 

malignancy is likely to be missed. METHODS: Resection specimens obtained 

from patients with hilar cholangiocarcinoma, pancreatic adenocarcinoma or 

hepatocellular carcinoma were re-evaluated for IgG4-positivity. Histological 

analysis focussed on peritumoural but tumour-free sections. Perioperative 

biochemical and clinical data were reviewed. RESULTS: Nineteen patients with 

hilar cholangiocarcinoma and 29 patients with pancreatic adenocarcinoma were 

eligible for histological re-evaluation. Six of 19 (32%) patients with hilar 

cholangiocarcinoma and 5 of 29 (17%) patients with pancreatic 

adenocarcinoma were IgG4-positive (>/=20 IgG4-positive plasma cells per high 

power field). Patients with IgG4-positive hilar cholangiocarcinoma showed 

significantly higher levels of serum total bilirubin (3.6mg/dl vs. 1.8mg/dl; P<0.05) 

and serum alanine-aminotransferase (median 343U/l vs. 63U/l, P<0.05) 

compared to IgG4-negative patients with hilar cholangiocarcinoma. 

CONCLUSIONS: IgG4-positive plasma cells are of limited utility especially in 

distinguishing hilar cholangiocarcinoma from IgG4-associated cholangitis even 

when combined with clinical parameters and may be misleading under 

conditions when malignancy is missed. 
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TÍTULO / TITLE:  - Long-term Outcomes after Frey’s Procedure for Chronic 

Pancreatitis with an Inflammatory Mass of the Pancreatic Head, with Special 

Reference to Locoregional  Complications. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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RESUMEN / SUMMARY:  - Background: Frey’s procedure might be a good 

alternative to pylorus-preserving pancreaticoduodenectomy (PPPD) for patients 

with an inflammatory mass of the head of the pancreas, because it is technically 

easy and associated with low morbidity and good pain relief. Purpose: To 

analyze the short-term and long-term outcomes of Frey’s procedure in 

comparison with PPPD and to evaluate the efficacy of Frey’s procedure against 
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preoperative locoregional complications. Patients and Methods: From August 

1997 through December 2007, 6 patients underwent Frey’s procedure (as 

described by Frey and Smith), and 10 patients underwent PPPD. The mean 

follow-up times were 70.8 months (Frey’s procedure) and 119.8 months 

(PPPD). Preoperative biliary stricture and duodenal stenosis were observed in 4 

and 3 patients, respectively, of patients undergoing Frey’s procedure. Pain 

intensity was assessed with a pain scoring system. Quality of life (QOL) was 

assessed with  the European Organization for Research and Treatment of 

Cancer Quality of-Life Questionnaire-Core 30. Exocrine and endocrine 

pancreatic function was measured during follow-up. Results: Significant 

reductions in total pain scores and all QOL scale scores were observed 

immediately after surgery in all patients (P<0.05). Frey’s procedure was 

superior to PPPD with regard to physical status 7  years after surgery (P<0.05). 

One patient in the Frey group had a grade B pancreatic fistula, and 2 patients in 

the PPPD group had intra-abdominal bleeding and delayed gastric emptying. 

There were no re-operations or surgery-related deaths in either group. Diabetes 

developed postoperatively in 2 patients in the PPPD group. No patients with 

preoperative duodenal or biliary stricture or both had a relapse. Three patients 

in the PPPD group died during follow-up of diseases unrelated to chronic 

pancreatitis. Conclusion: Frey’s procedure is safe and effective with regard to 

pain relief, preservation of pancreatic function, and improvement of QOL over 

the long term. Moreover, this procedure can also be used  to treat preoperative 

biliary stricture and duodenal stenosis associated with an  inflammatory mass of 

the pancreatic head. 
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TÍTULO / TITLE:  - Diagnosis and localization of insulinoma in Thai patients: 

performance of endoscopic ultrasonography compared to computed 

tomography and magnetic resonance imaging. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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RESUMEN / SUMMARY:  - BACKGROUND: Endoscopic ultrasonography (EUS) 

has now been accepted as the most sensitive method to localize insulinoma. 

However the data in Thai patients is lacking and the diagnostic performances of 

EUS comparing to computed tomography (CT) and magnetic resonance 

imaging (MRI) is unknown. MATERIAL AND METHOD: Retrospective analysis 

of 19 patients with recurrent hypoglycemia suggestive of insulinoma who 

underwent EUS, CT and MRI for tumor localization during 2007 to 2012. 
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Surgical pathology or long-term follow-up was used as gold standard. 

RESULTS: There were 14 patients with 15 insulinoma lesions and 5 patients 

without insulinoma (2 nesidioblastosis and 3 without lesion). EUS, CTand MRI 

were performed in 19, 11 and 10 patients, respectively. EUS could detect 

insulinoma with sensitivity, specificity, positive predictive value (PPV) and 

negative predictive value (NPV) of 93%, 80%, 93% and 80%, respectively. The 

corresponding  performances for CT were 78%, 100%, 100%, 50% and MRI 

were 71%, 33%, 71%, 33%, respectively. In patients with positive CT 

subsequent EUS did not change diagnosis. However, EUS was able to detect 

insulinoma in 50% of patients with negative CT On the other hand, in patients 

with positive MRI, EUS changed and corrected the diagnosis of MRI in 29% and 

was able to detect insulinoma in 67% of patients with negative MRI. EUS, CT 

and MRI correctly localized insulinoma in 87%, 67% and 57%, respectively. The 

most common incorrect localization was between pancreatic body and tail. 

CONCLUSION: EUS has the best diagnostic performance in detection and 

localization of insulinoma. CT is less sensitive but very specific, therefore 

positive CT may preclude the need of EUS. MRI, however is less sensitive and 

specific than CT. Either positive or negative MRI may require further EUS. 
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TÍTULO / TITLE:  - Role of adjuvant surgery for patients with initially unresectable 

pancreatic cancer with a long-term favorable response to non-surgical anti-

cancer treatments: results of a project study for pancreatic surgery by the 

Japanese Society of Hepato-Biliary-Pancreatic Surgery. 

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

REVISTA / JOURNAL:  - J Hepatobiliary Pancreat Sci. 2013 May 10. 

 ●●Enlace al texto completo (gratuito o de pago) 1007/s00534-013-0616-

0 

AUTORES / AUTHORS:  - Satoi S; Yamaue H; Kato K; Takahashi S; Hirono S; 

Takeda S; Eguchi H; Sho M; Wada K; Shinchi H; Kwon AH; Hirano S; Kinoshita 

T; Nakao A; Nagano H; Nakajima Y; Sano K; Miyazaki M; Takada T 

INSTITUCIÓN / INSTITUTION:  - Department of Surgery, Kansai Medical University, 

Moriguchi, Japan. 

RESUMEN / SUMMARY:  - PURPOSE: A multicenter survey was conducted to 

explore the role of adjuvant surgery for initially unresectable pancreatic cancer 

with a long-term favorable response to non-surgical cancer treatments. 

METHODS: Clinical data including overall survival were retrospectively 

compared between 58 initially unresectable  pancreatic cancer patients who 

underwent adjuvant surgery with a favorable response to non-surgical cancer 

treatments over 6 months after the initial treatment and 101 patients who did not 

undergo adjuvant surgery because of either unchanged unresectability, a poor 

performance status, and/or the patients’ or surgeons’ wishes. RESULTS: 
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Overall mortality and morbidity were 1.7 and 47 % in the adjuvant surgery 

group. The survival curve in the adjuvant surgery group was  significantly better 

than in the control group (p < 0.0001). The propensity score analysis revealed 

that adjuvant surgery was a significant independent prognostic  variable with an 

adjusted hazard ratio (95 % confidence interval) of 0.569 (0.36-0.89). Subgroup 

analysis according to the time from initial treatment to surgical resection showed 

a significant favorable difference in the overall survival in patients who 

underwent adjuvant surgery over 240 days after the initial treatment. 

CONCLUSION: Adjuvant surgery for initially unresectable pancreatic cancer 

patients can be a safe and effective treatment. The overall survival rate from the 

initial treatment is extremely high, especially in patients who received non-

surgical anti-cancer treatment for more than 240 days. 
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TÍTULO / TITLE:  - A case of mixed acinar ductal carcinoma of the pancreas. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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TÍTULO / TITLE:  - Evaluation of the potential therapeutic role of a new generation 

of vitamin D analog, MART-10, in human pancreatic cancer cells in vitro and in 

vivo. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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RESUMEN / SUMMARY:  - Pancreatic cancer is a lethal disease with no known 

effective chemotherapy and radiotherapy, and most patients are diagnosed in 

the late stage, making them unsuitable for surgery. Therefore, new therapeutic 

strategies are urgently needed. 1alpha,25-dihydroxyvitamin D 3 [1alpha,25(OH) 

2D 3] is known to possess antitumor actions in many cancer cells in vitro and in 

vivo models. However, its  clinical use is hampered by hypercalcemia. In this 

study, we investigated the effectiveness and safety of a new generation, less 
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calcemic analog of 1alpha,25(OH) 2D 3, 19-nor-2alpha-(3-hydroxypropyl)-

1alpha,25-dihydroxyvitamin D  3 (MART-10), in BxPC-3 human pancreatic 

carcinoma cells in vitro and in vivo. We  demonstrate that MART-10 is at least 

100-fold more potent than 1alpha,25(OH) 2D 3 in inhibiting BxPC-3 cell 

proliferation in a time- and dose-dependent manner, accompanied by a greater 

upregulation of cyclin-dependent kinase inhibitors p21 and p27 and a greater 

downregulation of cyclin D3 and cyclin-dependent kinases 4  and 5, leading to a 

greater increase in the fraction of cells in G 0/G 1 phase. No induction of 

apoptosis and no effect on Cdc25 phosphatases A and C were observed in the 

presence of either MART-10 or 1alpha,25(OH) 2D 3. In a xenograft  mouse 

model, treatment with 0.3 microg/kg body weight of MART-10 twice/week for 3 

weeks caused a greater suppression of BxPC-3 tumor growth than the same 

dose of 1alpha,25(OH) 2D 3 without inducing hypercalcemia and weight loss. In 

conclusion, MART-10 is a promising agent against pancreatic cancer growth. 

Further clinical trial is warranted. 

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

[262] 

TÍTULO / TITLE:  - Overexpression of AIB1 correlates inversely with E-cadherin 

expression in pancreatic adenocarcinoma and may promote lymph node 

metastasis. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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RESUMEN / SUMMARY:  - BACKGROUND: It was reported that the nuclear 

receptor coactivator amplified in breast cancer1 (AIB1) could regulate cancer 

cell invasion and migration in a nuclear receptor signaling-independent manner. 

Meanwhile, the process of epithelial mesenchymal transition (EMT) is critical for 

tumor invasion and metastasis. The present study aimed to determine the role 

of AIB1 and EMT markers in human pancreatic adenocarcinoma. METHODS: 

AIB1, ZO-1, E-cadherin, vimentin, and N-cadherin protein expression in 76 

pancreatic adenocarcinomas were assessed  using immunohistochemistry and 

analyzed for clinicopathological significance. RESULTS: The frequency of AIB1 

overexpression in pancreatic adenocarcinomas with  lymph node metastasis is 

68 % (19/28), which is significantly higher than in pancreatic adenocarcinomas 

without lymph node metastasis (42 %; 20/48). In addition, the frequency of low 

expression of E-cadherin in pancreatic carcinomas  with lymph node metastasis 

(68 %; 19/28) was significantly higher than in tumors  without lymph node 

metastasis (44 %; 21/48). Correlation analysis demonstrated that the 

overexpression of AIB1 was inversely correlated with low expression of E-
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cadherin in pancreatic adenocarcinomas. CONCLUSION: Overexpression of 

AIB1 might promote invasion and metastasis of cancer cells and is associated 

with down-regulation of E-cadherin in pancreatic adenocarcinomas. 
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TÍTULO / TITLE:  - Hydatid cyst of the pancreas About 12 cases. 

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

REVISTA / JOURNAL:  - Ann Ital Chir. 2013;84:165-70. 

AUTORES / AUTHORS:  - Trigui A; Rejab H; Guirat A; Mizouni A; Amar MB; Mzali 

R; Beyrouti MI 

RESUMEN / SUMMARY:  - INTRODUCTION: Pancreatic localization of hydatid 

disease is atypical and extremely rare; it accounts for less than 1% of cases. 

Preoperative diagnosis may be difficult regarding the absence of clinical or 

radiological signs. MATERIALS AND METHODS: We report a retrospective 

study of twelve cases of hydatid cyst of the pancreas over a period of 30 years 

(1980 to 2010). By means of our study we try to clarify clinical manifestation, 

radiological features and therapeutic modalities. RESULTS: The twelve patients 

consisted on eight men and four women with an average age of 25.8 years. 

Abdominal pain was the most frequent clinical  signs. Jaundice was noted in 4 

cases and abdominal mass in 2 cases. Hydatid serology, practiced in 7 cases 

was positive in 6 cases. Abdominal ultrasound, practiced in 11 cases, 

completed in 7 cases by abdominal computed tomography (CT), showed cystic 

lesions in 10 cases, in 7 cases the cystic lesion was dependent of the pancreas. 

All patients were operated by median laparotomy. Partial cystectomy was 

performed in six cases, cystic punture in one case, pancreaticoduodenectomy 

one case, distal spleno pancreatectomy in 2cases, distal  pancreatectomy in 

one case and trans-duodenal puncture of the cyst in 2 cases with pancreatico-

duodenal anastomosis in one case. CONCLUSION: Hydatid cyst of the 

pancreas is extremely rare even in endemic countries, it should be considered 

in the differential diagnosis of cystic lesions of the pancreas. Ultrasound and CT 

coupled with hydatid serology could be helpful for the diagnosis. Surgery 

remains the treatment of choice in pancreatic hydatid cysts. KEY WORDS: 

Computed  Tomography, Hydatid cyst, Pancreas, Treatment. 
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diminished survival in  patients with adenocarcinoma of the head of the 
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RESUMEN / SUMMARY:  - OBJECTIVES: Jaundice impairs cellular immunity, an 

important defence against the  dissemination of cancer. Jaundice is a common 

mode of presentation in pancreatic  head adenocarcinoma. The purpose of this 

study was to determine whether there is  an association between preoperative 

jaundice and survival in patients who have undergone resection of such 

tumours. METHODS: Thirty possible survival risk factors were evaluated in a 

database of over 400 resected patients. Univariate analysis was used to 

determine odds ratio for death. All factors for which a P-value of <0.30 was 

obtained were entered into a multivariate analysis using the Cox model with 

backward selection. RESULTS: Preoperative jaundice, age, positive  node 

status, poor differentiation and lymphatic invasion were significant indicators of 

poor outcome in multivariate analysis. Absence of jaundice was a highly 

favourable prognostic factor. Interaction emerged between jaundice and nodal 

status. The benefit conferred by the absence of jaundice was restricted to  

patients in whom negative node status was present. Five-year overall survival in  

this group was 66%. Jaundiced patients who underwent preoperative stenting 

had a  survival advantage. CONCLUSIONS: Preoperative jaundice is a negative 

risk factor  in adenocarcinoma of the pancreas. Additional studies are required 

to determine the exact mechanism for this effect. 
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TÍTULO / TITLE:  - Stereotactic body radiation therapy planning with duodenal 

sparing using volumetric-modulated arc therapy vs intensity-modulated radiation 

therapy in locally advanced pancreatic cancer: A dosimetric analysis. 
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RESUMEN / SUMMARY:  - Stereotactic body radiation therapy (SBRT) achieves 

excellent local control for locally advanced pancreatic cancer (LAPC), but may 

increase late duodenal toxicity. Volumetric-modulated arc therapy (VMAT) 
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delivers intensity-modulated radiation therapy (IMRT) with a rotating gantry 

rather than multiple fixed beams. This study dosimetrically evaluates the 

feasibility of implementing duodenal constraints for SBRT using VMAT vs IMRT. 

Non-duodenal sparing (NS) and duodenal-sparing (DS) VMAT and IMRT plans 

delivering 25Gy in 1 fraction were generated for 15 patients with LAPC. DS 

plans were constrained to duodenal Dmax of<30Gy at any point. VMAT used 1 

360 degrees coplanar arc with 4 degrees spacing between control points, 

whereas IMRT used 9 coplanar beams with fixed gantry positions at 40 degrees 

angles. Dosimetric parameters for target volumes and organs at risk were 

compared for DS planning vs NS planning and VMAT vs IMRT using paired-

sample Wilcoxon signed rank tests. Both DS VMAT and DS IMRT achieved 

significantly reduced duodenal Dmean, Dmax, D1cc, D4%, and V20Gy 

compared with NS plans (all p</=0.002). DS constraints compromised target 

coverage for IMRT as demonstrated by reduced V95% (p = 0.01) and Dmean (p 

= 0.02), but not for VMAT. DS constraints resulted in increased dose to right 

kidney, spinal cord, stomach,  and liver for VMAT. Direct comparison of DS 

VMAT and DS IMRT revealed that VMAT was superior in sparing the left kidney 

(p<0.001) and the spinal cord (p<0.001),  whereas IMRT was superior in 

sparing the stomach (p = 0.05) and the liver (p = 0.003). DS VMAT required 

21% fewer monitor units (p<0.001) and delivered treatment 2.4 minutes faster 

(p<0.001) than DS IMRT. Implementing DS constraints  during SBRT planning 

for LAPC can significantly reduce duodenal point or volumetric dose parameters 

for both VMAT and IMRT. The primary consequence of implementing DS 

constraints for VMAT is increased dose to other organs at risk, whereas for 

IMRT it is compromised target coverage. These findings suggest clinical 

situations where each technique may be most useful if DS constraints are to be 

employed. 
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safe neoadjuvant chemoradiation therapy in patients with borderline resectable 
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RESUMEN / SUMMARY:  - BACKGROUND: Patients with borderline resectable 

pancreatic head cancer (BRPHC) have been treated with neoadjuvant 

chemoradiation therapy (NACRT) using metallic  stents. The aim of the present 

study was to evaluate the efficacy and complications of covered self-expanding 
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metallic stents (CSEMS) during the NACRT  and surgical period. PATIENTS 

AND METHODS: We reviewed the outcomes of patients with BRPHC, then 

divided them chronologically into three groups as follows. Group A: upfront 

surgery with plastic stent (PS) deployment; group B: PS deployment plus 

neoadjuvant chemotherapy (NAC) and/or NACRT; group C: CSEMS 

deployment plus  NAC/NACRT. Patients were categorized as borderline 

resectable based on National Comprehensive Cancer Network Guidelines, 

2010. Days to reintervention (DR), reintervention rate, and the rate of R0 and 

complications were studied. Safe margin-negative resection (R0) surgery was 

defined as R0 surgery without reintervention during the NACRT period and no 

postoperative complications. RESULTS: DR were as follows. Groups A, B and 

C were 32, 55 and 97 days, respectively (P < 0.05). R0 surgery obtained in 

groups A, B and C was 53% (9/17), 100% (17/17) and 93% (14/15), 

respectively. CSEMS did not interfere with surgery. Safe R0 surgery obtained in 

groups B and C was 11% (2/19) and 67% (10/15), respectively (P < 0.05). 

Multivariate analysis showed that the odds ratio for safe R0 surgery was 16.210 

(95% CI 2.457-106.962, P = 0.003) for CSEMS placement. CONCLUSION: 

CSEMS should be considered to relieve symptomatic biliary obstruction in 

patients with BRPHC receiving NACRT in view of the high attainability rate of  

safe R0 surgery compared to that with PS deployment. 

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

[267] 

TÍTULO / TITLE:  - Prognostic estimator of survival for patients with localized and 

extended pancreatic ductal adenocarcinoma. 

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

REVISTA / JOURNAL:  - Cancer Inform. 2013 Mar 18;12:103-14. doi: 

10.4137/CIN.S11496. Print 2013. 

 ●●Enlace al texto completo (gratuito o de pago) 4137/CIN.S11496 

AUTORES / AUTHORS:  - Gleason MX; Mdzinarishvili T; Are C; Sasson A; 

Sherman A; Shats O; Sherman S 

INSTITUCIÓN / INSTITUTION:  - Eppley Cancer Institute, University of Nebraska 

Medical Center, Nebraska Medical  Center, Omaha, NE, USA. 

RESUMEN / SUMMARY:  - The 18,352 pancreatic ductal adenocarcinoma (PDAC) 

cases from the Surveillance Epidemiology and End Results (SEER) database 

were analyzed using the Kaplan-Meier method for the following variables: race, 

gender, marital status, year of diagnosis, age at diagnosis, pancreatic subsite, 

T-stage, N-stage, M-stage, tumor size, tumor grade, performed surgery, and 

radiation therapy. Because the T-stage  variable did not satisfy the proportional 

hazards assumption, the cases were divided into cases with T1- and T2-stages 

(localized tumor) and cases with T3- and T4-stages (extended tumor). For 

estimating survival and conditional survival  probabilities in each group, a 

multivariate Cox regression model adjusted for the remaining covariates was 

developed. Testing the reproducibility of model parameters and generalizability 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23589669&dopt=Abstract
http://dx.doi.org/10.4137/CIN.S11496
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of these models showed that the models are well calibrated and have 

concordance indexes equal to 0.702 and 0.712, respectively. Based on these 

models, a prognostic estimator of survival for patients diagnosed  with PDAC 

was developed and implemented as a computerized web-based tool. 

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

[268] 

TÍTULO / TITLE:  - Somatic mutations in exocrine pancreatic tumors: association 

with patient survival. 

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

REVISTA / JOURNAL:  - PLoS One. 2013;8(4):e60870. doi: 

10.1371/journal.pone.0060870. Epub 2013 Apr 2. 

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

1371/journal.pone.0060870 

AUTORES / AUTHORS:  - Rachakonda PS; Bauer AS; Xie H; Campa D; Rizzato C; 

Canzian F; Beghelli S; Greenhalf W; Costello E; Schanne M; Heller A; Scarpa 

A; Neoptolemos JP; Werner J; Buchler M; Hoheisel JD; Hemminki K; Giese N; 

Kumar R 

INSTITUCIÓN / INSTITUTION:  - Division of Molecular Genetic Epidemiology, 

German Cancer Research Center, Heidelberg, Germany. 

s.rachakonda@dkfz.de 

RESUMEN / SUMMARY:  - KRAS mutations are major factors involved in initiation 

and maintenance of pancreatic tumors. The impact of different mutations on 

patient survival has not  been clearly defined. We screened tumors from 171 

pancreatic cancer patients for  mutations in KRAS and CDKN2A genes. 

Mutations in KRAS were detected in 134 tumors, with 131 in codon 12 and only 

3 in codon 61. The GGT>GAT (G12D) was the most frequent mutation and was 

present in 60% (80/134). Deletions and mutations in CDKN2A were detected in 

43 tumors. Analysis showed that KRAS mutations were associated with 

reduced patient survival in both malignant exocrine and ductal 

adenocarcinomas (PDAC). Patients with PDACs that had KRAS mutations 

showed a median survival of 17 months compared to 30 months for those 

without mutations (log-rank P = 0.07) with a multivariate hazard ratio (HR) of 

2.19 (95%CI 1.09-4.42). The patients with G12D mutation showed a median 

survival of 16 months (log-rank-test P = 0.03) and an associated multivariate 

HR 2.42 (95%CI 1.14-2.67). Although, the association of survival in PDAC 

patients with CDKN2A aberrations in tumors was not statistically significant, the 

sub-group of patients with concomitant KRAS mutations and CDKN2A 

alterations in tumors were associated with a median survival of 13.5 months 

compared to 22 months without mutation (log-rank-test P = 0.02) and a 

corresponding HR of 3.07 (95%CI 1.33-7.10). Our results are indicative of an 

association between mutational status and survival in PDAC patients, which if 

confirmed in subsequent studies can have potential clinical application. 

---------------------------------------------------- 
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[269] 

TÍTULO / TITLE:  - Improving outcomes for pancreatic cancer: radical surgery with 

patient-tailored,  surgery-specific advanced haemodynamic monitoring. 

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

REVISTA / JOURNAL:  - British Medical J (BMJ). Acceso gratuito al texto 

completo. 

 ●●Enlace a la Editora de la Revista http://bmj.com/search.dtl   

 ●●Cita: British Medical J. (BMJ): <> Case Rep. 2013 Apr 30;2013. pii: 

bcr2013008910. doi: 10.1136/bcr-2013-008910. 

 ●●Enlace al texto completo (gratuito o de pago) 1136/bcr-2013-008910 

AUTORES / AUTHORS:  - Weinberg L; Houli N; Nikfarjam M 

INSTITUCIÓN / INSTITUTION:  - Department of Anaesthesia, Austin Hospital, 

Heidelberg, Victoria, Australia. 

RESUMEN / SUMMARY:  - Pancreatic cancer has poor prognoses, with a median 

survival after diagnosis of less than 6 months. For some patients radical surgery 

remains the only chance of  long-term cure. We report the successful outcome 

of a patient with pancreatic cancer and portal vein encasement that underwent 

a biliary bypass procedure and chemoradiotherapy. He was reassessed 8 

months later where a complete resection of the pancreatic cancer was 

undertaken. The patient required a total pancreatectomy, splenectomy, subtotal 

gastrectomy and partial colectomy. Portal and superior mesenteric vein 

resection was performed, with reconstitution using the splenic vein as conduit 

with its draining inferior mesenteric vein. We report novel aspects of the surgical 

technique and describe our institution’s patient-tailored, surgery-specific goal-

directed strategy that was considered paramount for the successful 

perioperative outcome in this case. 

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

[270] 

TÍTULO / TITLE:  - Evaluation of survival in patients after pancreatic head 

resection for ductal adenocarcinoma. 

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

REVISTA / JOURNAL:  - BMC Surg. 2013 Apr 22;13:12. doi: 10.1186/1471-2482-

13-12. 

 ●●Enlace al texto completo (gratuito o de pago) 1186/1471-2482-13-12 

AUTORES / AUTHORS:  - Distler M; Ruckert F; Hunger M; Kersting S; Pilarsky C; 

Saeger HD; Grutzmann R 

INSTITUCIÓN / INSTITUTION:  - Department of General, Thoracic and Vascular 

Surgery, University Hospital Carl Gustav Carus, Technical University Dresden, 

Fetscherstrasse 74, Dresden 01307, Germany. marius.distler@uniklinikum-

dresden.de. 

RESUMEN / SUMMARY:  - BACKGROUND: Surgery remains the only curative 

option for the treatment of pancreatic adenocarcinoma (PDAC). The goal of this 

study was to investigate the clinical outcome and prognostic factors in patients 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23632611&dopt=Abstract
http://bmj.com/search.dtl
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after resection for ductal adenocarcinoma of the pancreatic head. METHODS: 

The data from 195 patients who underwent pancreatic head resection for PDAC 

between 1993 and 2011 in our center  were retrospectively analyzed. The 

prognostic factors for survival after operation were evaluated using multivariate 

analysis. RESULTS: The head resection surgeries included 69.7% pylorus-

preserving pancreatoduodenectomies (PPPD) and 30.3% standard Kausch-

Whipple pancreatoduodenectomies (Whipple). The overall mortality after 

pancreatoduodenectomy (PD) was 4.1%, and the overall morbidity was 42%. 

The actuarial 3- and 5-year survival rates were 31.5% (95% CI, 25.04%-39.6%) 

and 11.86% (95% CI, 7.38%-19.0%), respectively. Univariate analyses 

demonstrated that elevated CEA (p = 0.002) and elevated CA 19-9 (p = 0.026) 

levels, tumor grade (p = 0.001) and hard texture of the pancreatic gland (p = 

0.017) were significant predictors of a poor survival. However, only CEA >3 

ng/ml (p < 0.005) and tumor grade 3 (p = 0.027) were validated as significant 

predictors of survival in multivariate analysis. CONCLUSIONS: Our results 

suggest that tumor marker levels and tumor grade are significant predictors of 

poor survival for patients with pancreatic head cancer. Furthermore, hard 

texture of the pancreatic gland appears to be associated with poor survival. 

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

[271] 

TÍTULO / TITLE:  - Accuracy of endoscopic ultrasound-guided fine-needle 

aspiration in the suspicion  of pancreatic metastases. 

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

REVISTA / JOURNAL:  - BMC Gastroenterol. 2013 Apr 11;13(1):63. 

 ●●Enlace al texto completo (gratuito o de pago) 1186/1471-230X-13-63 

AUTORES / AUTHORS:  - Ardengh JC; Lopes CV; Kemp R; Venco F; de Lima-

Filho ER; Dos Santos JS 

RESUMEN / SUMMARY:  - BACKGROUND: Metastases to the pancreas are rare, 

and usually mistaken for primary pancreatic cancers. This study aimed to 

describe the histology results of solid pancreatic tumours obtained by 

endoscopic ultrasound-guided fine-needle aspiration (EUS-FNA) for diagnosis 

of metastases to the pancreas. METHODS: In a retrospective review, patients 

with pancreatic solid tumours and history of previous extrapancreatic cancer 

underwent EUS-FNA from January/1997 to December /2010. Most patients 

were followed-up until death and some of them were still alive at the end of the 

study. The performance of EUS-FNA for diagnosis of pancreatic metastases 

was analyzed. Symptoms, time frame between primary tumour diagnosis and 

the finding of metastases, and survival after diagnosis were also analyzed. 

RESULTS: 37 patients underwent EUS-FNA for probable pancreas metastases. 

Most cases (65%) presented with symptoms, especially upper abdominal  pain 

(46%). Median time between detection of the first tumour and the finding of  

pancreatic metastases was 36 months. Metastases were confirmed in 32 

(1.6%) cases, 30 of them by EUS-FNA, and 2 by surgery. Other 5 cases were 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23578194&dopt=Abstract
http://dx.doi.org/10.1186/1471-230X-13-63
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non-metastatic. Most metastases were from lymphoma, colon, lung, and kidney. 

Twelve (32%) patients were submitted to surgery. Median survival after 

diagnosis  of pancreatic metastases was 9 months, with no difference of 

survival between surgical and non-surgical cases. Sensitivity, specificity, 

positive and negative  predictive values, and accuracy of EUS-FNA with 

histology analysis of the specimens for diagnosis of pancreatic metastases 

were, respectively, 93.8%, 60%,  93.8%, 60% and 89%. CONCLUSION: EUS-

FNA with histology of the specimens is a sensitive and accurate method for 

definitive diagnosis of metastatic disease in patients with a previous history of 

extrapancreatic malignancies. 

 

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

[272] 

TÍTULO / TITLE:  - PI3K/AKT/mTOR Signaling is Involved in (-)-Epigallocatechin-

3-Gallate-Induced Apoptosis of Human Pancreatic Carcinoma Cells. 

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

REVISTA / JOURNAL:  - Am J Chin Med. 2013;41(3):629-42. doi: 

10.1142/S0192415X13500444. 

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

1142/S0192415X13500444 

AUTORES / AUTHORS:  - Liu S; Wang XJ; Liu Y; Cui YF 

INSTITUCIÓN / INSTITUTION:  - The 2nd Affiliated Hospital of Harbin Medical 

University, Harbin, China. 

RESUMEN / SUMMARY:  - PI3K/AKT/mTOR signaling promotes cell survival, 

proliferation and progression in  cancer cells. Targeting this pathway may lead 

to the development of novel therapeutic approaches for human cancers. Here, 

we examined the effects of (-)-epigallocatechin-3-gallate (EGCG) on the 

PI3K/AKT/mTOR pathway in pancreatic  cancer cells, and assessed its 

therapeutic potential. In this study, the proliferation and apoptosis of PANC-1 

cells were examined by MTT assay and flow cytometry, respectively. The 

expression of genes and proteins involved in the PI3K/AKT/mTOR pathway 

were measured by RT-PCR and western blotting, respectively. Our results 

revealed that EGCG dramatically inhibited the proliferation of PANC-1 cells and 

induced apoptosis simultaneously. Furthermore, it upregulated PTEN mRNA 

and protein expression levels, as well as downregulating the expression of 

phospho-AKT and phospho-mTOR. In conclusion, these results suggest that 

EGCG can  suppress proliferation and induce apoptosis of PANC-1 cells in a 

time- and dose-dependent manner; moreover, EGCG also can upregulate 

PTEN expression and downregulate the expression of pAKT and p-mTOR to 

modulate the PI3K/AKT/mTOR signaling pathway. 
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TÍTULO / TITLE:  - Supportive care of the patient with advanced pancreatic 

cancer. 

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

REVISTA / JOURNAL:  - Oncology (Williston Park). 2013 Mar;27(3):183-90. 

AUTORES / AUTHORS:  - Torgerson S; Wiebe LA 

INSTITUCIÓN / INSTITUTION:  - Division of Hematology and Oncology, Medical 

College of Wisconsin, Milwaukee, Wisconsin, USA. 

RESUMEN / SUMMARY:  - Despite advances in therapy, the average survival rate 

at 5 years for any patient diagnosed with pancreatic cancer remains only 6%. 

Throughout the course of cancer, most patients suffer a significant symptom 

burden and will need numerous  interventions targeting these concerns. This 

paper highlights the most significant problems faced when caring for patients 

with advanced pancreatic cancer and provides an evidence-based approach to 

management. In addition, this review summarizes data on the health-related 

quality of life associated with current antineoplastic strategies, as well as critical 

issues facing patients and families along the disease trajectory.To provide 

optimal, appropriate care for patients with advanced-stage pancreatic cancer, 

ongoing assessment of their quality of life and of their preferences for treatment 

towards the end of life is crucial. 

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

[274] 

TÍTULO / TITLE:  - Palliation of biliary and duodenal obstruction in patients with 

unresectable pancreatic cancer: Endoscopy or surgery? 

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

REVISTA / JOURNAL:  - J Visc Surg. 2013 Apr 15. pii: S1878-7886(13)00031-3. 

doi: 10.1016/j.jviscsurg.2013.03.005. 

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

1016/j.jviscsurg.2013.03.005 

AUTORES / AUTHORS:  - Maire F; Sauvanet A 

INSTITUCIÓN / INSTITUTION:  - Service de gastroenterologie-pancreatologie, 

universite Paris VII, hopital Beaujon, AP-HP, 100, boulevard du General-

Leclerc, 92118 Clichy cedex, France. 

RESUMEN / SUMMARY:  - Patients with unresectable pancreatic adenocarcinoma 

often develop biliary and/or duodenal obstruction during the course of their 

disease. Jaundice, pruritis, nausea and vomiting impact negatively on the 

quality of life and chemotherapy must often be withheld until these symptoms 

are resolved. In the past, an open surgical palliative bypass was proposed, but 

the development of endoprosthetic stents has changed the management of 

these patients. The success rate for placement of duodenal and biliary stents is 

greater than 90% with low morbidity.  Classical surgical bypass surgery includes 

biliary-digestive and gastro-jejunal anastomoses. Many studies have compared 

endoscopic and surgical treatment, and there is a clear advantage to 

endoscopic treatment in terms of quality of life and cost. 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23687787&dopt=Abstract
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[275] 

TÍTULO / TITLE:  - Endoscopic ultrasonography-guided pancreatic duct drainage 

after failed endoscopic retrograde cholangiopancreatography in patients with 

malignant and benign pancreatic duct obstructions. 

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

REVISTA / JOURNAL:  - Dig Endosc. 2013 May;25 Suppl 2:109-16. doi: 

10.1111/den.12100. 

 ●●Enlace al texto completo (gratuito o de pago) 1111/den.12100 

AUTORES / AUTHORS:  - Kurihara T; Itoi T; Sofuni A; Itokawa F; Moriyasu F 

INSTITUCIÓN / INSTITUTION:  - Department of Gastroenterology and Hepatology, 

Tokyo Medical University, Tokyo, Japan. 

RESUMEN / SUMMARY:  - BACKGROUND: Endoscopic ultrasonography (EUS)-

guided pancreatic drainage has been  advocated as a rescue treatment for 

management of patients in whom retrograde access to the pancreatic duct (PD) 

is technically unsuccessful. The aim of the present study was to evaluate the 

feasibility and efficacy of EUS-guided drainage for failed endoscopic retrograde 

cholangiopancreatography. PATIENTS AND METHODS:  A total of 17 EUS-

guided PD drainage (EUS-PD) procedures were carried out in 14 patients (age: 

mean 64.6 years, range 54-81 years, eight men). RESULTS: The rendezvous 

technique was successful in 11 of 17 procedures (64.7%). Three of five patients 

with an unsuccessful rendezvous technique successfully underwent EUS-PD  

stenting (7-Fr plastic stent [two cases], 5-Fr endoscopic nasobiliarydrainage 

[one case]). In the two remaining patients, puncture and pancreatography were 

successful; however, antegrade passage of the guidewire failed. 

CONCLUSION: EUS-guided decompression of PD is a feasible and effective 

treatment for the management of symptomatic high-pressure PD due to stricture 

of the PD and/or stenotic pancreatodigestive anastomosis. However, this 

procedure is technically challenging, has a high rate of complications, and 

should be done only at tertiary-care centers. 

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

[276] 

TÍTULO / TITLE:  - Direct endoscopic necrosectomy: a minimally invasive 

endoscopic technique for the treatment of infected walled-off pancreatic 

necrosis and infected pseudocysts with solid debris. 

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

REVISTA / JOURNAL:  - Singapore Med J. 2013 Apr;54(4):206-11. 

AUTORES / AUTHORS:  - Ang TL; Kwek AB; Tan SS; Ibrahim S; Fock KM; Teo EK 

INSTITUCIÓN / INSTITUTION:  - Department of Gastroenterology, Changi General 

Hospital, 2 Simei Street 3, Singapore 529889. tiing_leong_ang@cgh.com.sg. 

RESUMEN / SUMMARY:  - Introduction: Endoscopic transenteric stenting is the 

standard treatment for pseudocysts, but it may be inadequate for treating 

infected collections with solid debris. Surgical necrosectomy results in 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23617660&dopt=Abstract
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significant morbidity. Direct endoscopic necrosectomy (DEN), a minimally 

invasive treatment, may be a viable option. This study examined the efficacy 

and safety of DEN for the treatment of infected walled-off pancreatic necrosis 

and infected pseudocysts with solid debris. Methods: This study was a 

retrospective analysis of data collected from a prospective database of patients 

who underwent DEN in the presence of infected walled-off pancreatic necrosis 

or infected pseudocysts with solid debris from April 2007 to October 2011. DEN 

was performed as a staged procedure. Endoscopic ultrasonography-guided 

transgastric stenting was performed during the first session for initial drainage 

and to establish endoscopic access to the infected collection. In the second 

session, the drainage tract was dilated endoscopically  to allow transgastric 

passage of an endoscope for endoscopic necrosectomy. Outcome data 

included technical success, clinical success and complication rates. Results: 

Eight patients with infected walled-off pancreatic necrosis or infected  

pseudocysts with solid debris (mean size 12.5 cm; range 7.8-17.2 cm) 

underwent DEN. Underlying aetiologies included severe acute pancreatitis (n = 

6) and post-pancreatic surgery (n = 2). DEN was technically successful in all 

patients.  Clinical resolution was achieved in seven patients. One patient with 

recurrent collection opted for surgery instead of repeat endotherapy. No 

procedural complications were encountered. Conclusion: DEN is a safe and 

effective minimally invasive treatment for infected walled-off pancreatic necrosis 

and infected pseudocysts. 
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[277] 

TÍTULO / TITLE:  - Show us the money: comment on “concomitant vascular 

reconstruction during pancreatectomy for malignant disease”. 

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

REVISTA / JOURNAL:  - JAMA. Acceso gratuito al texto completo. 

 ●●Enlace a la Editora de la Revista http://jama.ama-assn.org/search.dtl   

 ●●Cita: JAMA: <> Surg. 2013 Apr 1;148(4):339. doi: 

10.1001/jamasurg.2013.1068. 

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

1001/jamasurg.2013.1068 

AUTORES / AUTHORS:  - Ellison EC 
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[278] 

TÍTULO / TITLE:  - Clinical usefulness of plasma chromogranin a in pancreatic 

neuroendocrine neoplasm. 

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

REVISTA / JOURNAL:  - J Korean Med Sci. 2013 May;28(5):750-4. doi: 

10.3346/jkms.2013.28.5.750. Epub 2013 May 2. 
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http://jama.ama-assn.org/search.dtl
http://dx.doi.org/10.1001/jamasurg.2013.1068
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23678268&dopt=Abstract


210 

 

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

3346/jkms.2013.28.5.750 

AUTORES / AUTHORS:  - Paik WH; Ryu JK; Song BJ; Kim J; Park JK; Kim YT; 

Yoon YB 

INSTITUCIÓN / INSTITUTION:  - Department of Internal Medicine and Liver 

Research Institute, Seoul National University College of Medicine, Seoul, 

Korea. 

RESUMEN / SUMMARY:  - Chromogranin A (CgA) is widely used as an 

immunohistochemical marker of neuroendocrine neoplasms and has been 

measurable in plasma of patients. We assessed the clinical role of plasma CgA 

in diagnosing pancreatic neuroendocrine  neoplasm (PNEN). CgA was checked 

in 44 patients with pancreatic mass who underwent surgical resection from 

2009 through 2011. The cutoff value for diagnosing PNEN and the relationships 

between CgA and clinicopathologic variables were analyzed. Twenty-six 

patients were PNENs and 18 patients were other pancreatic disorders. ROC 

analysis showed a cutoff of 60.7 ng/mL with 77% sensitivity and 56% specificity, 

and the area under the curve (AUC) was 0.679. Among PNEN group, the 

sensitivity and specificity of diagnosing metastasis were 100% and 90% 

respectively when CgA cutoff was 156.5 ng/mL. The AUC was 0.958. High Ki-

67 index (160.8 vs 62.1 ng/mL, P = 0.001) and mitotic count (173.5 vs 74.6 

ng/mL, P = 0.044) were significantly correlated with plasma CgA, but the tumor 

size was not. In conclusion, CgA has a little value in diagnosing PNEN. 

However, the high level of CgA (more than 156.5 ng/mL) can predict the 

metastasis. Also, plasma CgA level correlates with Ki-67 index and mitotic 

count  which represents prognosis of PNENs. 

 

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

[279] 

TÍTULO / TITLE:  - A case of pancreatic neuroendocrine tumor with excessively-

advanced liver metastasis treated with S-1/GEM combination chemotherapy 

plus the long-acting somatostatin analogue octreotide. 

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

REVISTA / JOURNAL:  - Nihon Shokakibyo Gakkai Zasshi. 2013 Apr;110(4):660-8. 

AUTORES / AUTHORS:  - Yoshida Y; Sugawara N; Minami T; Iwata N; Ikeda K; 

Endoh T; Sasano H 

INSTITUCIÓN / INSTITUTION:  - Department of Internal Medicine, Sapporo Dohto 

Hospital. 

RESUMEN / SUMMARY:  - A 41-year-old woman who had a pancreatic tail tumor 

and multiple liver tumors was referred to our hospital. The results of abdominal 

US, CT and MRI, and histopathological and immunohistochemical findings of 

the liver tumor biopsy revealed a pancreatic neuroendocrine tumor with 

excessively-advanced liver metastasis. We treated her with S-1/gemcitabine 

combination chemotherapy plus long-acting somatostatin analogue octreotide, 

http://dx.doi.org/10.3346/jkms.2013.28.5.750
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which produced tumor stabilization  and good quality of life for 7 months, and 

survival time of 15 months. Although the tumor was diagnosed as a poorly 

differentiated endocrine carcinoma, this therapy was suggested to be effective 

in this case. 

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

[280] 

TÍTULO / TITLE:  - Metformin-mediated growth inhibition involves suppression of 

the IGF-I receptor signalling pathway in human pancreatic cancer cells. 

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

REVISTA / JOURNAL:  - BMC Cancer. 2013 May 10;13:235. doi: 10.1186/1471-

2407-13-235. 

 ●●Enlace al texto completo (gratuito o de pago) 1186/1471-2407-13-235 

AUTORES / AUTHORS:  - Karnevi E; Said K; Andersson R; Rosendahl AH 

INSTITUCIÓN / INSTITUTION:  - Department of Surgery, Clinical Sciences Lund, 

Skane University Hospital and Lund University, Lund SE-221 84, Sweden. 

roland.andersson@med.lu.se. 

RESUMEN / SUMMARY:  - BACKGROUND: Epidemiological studies have shown 

direct associations between type 2 diabetes and obesity, both conditions 

associated with hyperglycaemia and hyperinsulinemia, and the risk of 

pancreatic cancer. Up to 80% of pancreatic cancer patients present with either 

new-onset type 2 diabetes or impaired glucose tolerance at the time of 

diagnosis. Recent population studies indicate that the incidence of pancreatic 

cancer is reduced among diabetics taking metformin. In this study, the effects of 

exposure of pancreatic cancer cells to high glucose levels on their growth and 

response to metformin were investigated. METHODS: The  human pancreatic 

cancer cell lines AsPC-1, BxPC-3, PANC-1 and MIAPaCa-2 were grown in 

normal (5 mM) or high (25 mM) glucose conditions, with or without metformin. 

The influence by metformin on proliferation, apoptosis and the AMPK and IGF-

IR signalling pathways were evaluated in vitro. RESULTS: Metformin 

significantly reduced the proliferation of pancreatic cancer cells under normal 

glucose conditions. Hyperglycaemia however, protected against the metformin-

induced growth inhibition. The anti-proliferative actions of metformin  were 

associated with an activation of AMP-activated protein kinase AMPKThr172 

together with an inhibition of the insulin/insulin-like growth factor-I (IGF-I) 

receptor activation and downstream signalling mediators IRS-1 and 

phosphorylated  Akt. Furthermore, exposure to metformin during normal 

glucose conditions led to increased apoptosis as measured by poly(ADP-ribose) 

polymerase (PARP) cleavage. In contrast, exposure to high glucose levels 

promoted a more robust IGF-I response and Akt activation which correlated to 

stimulated AMPKSer485 phosphorylation and impaired AMPKThr172 

phosphorylation, resulting in reduced anti-proliferative and apoptotic effects by 

metformin. CONCLUSION: Our results indicate that metformin has direct anti-

tumour activities in pancreatic cancer cells involving AMPKThr172 activation 
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and suppression of the insulin/IGF signalling pathways. However, 

hyperglycaemic conditions enhance the insulin/IGF-I responses resulting in an 

altered AMPK activation profile and prevent metformin from fully switching off 

the growth promoting signals in pancreatic cancer cells. 
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TÍTULO / TITLE:  - Three-Dimensional Collagen I Promotes Gemcitabine 

Resistance In Vitro in Pancreatic Cancer Cells through HMGA2-Dependent 

Histone Acetyltransferase Expression. 

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

REVISTA / JOURNAL:  - PLoS One. 2013 May 16;8(5):e64566. doi: 

10.1371/journal.pone.0064566. Print 2013. 

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

1371/journal.pone.0064566 

AUTORES / AUTHORS:  - Dangi-Garimella S; Sahai V; Ebine K; Kumar K; Munshi 

HG 

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

Medicine, Feinberg School of Medicine, Northwestern University, Chicago, 

Illinois, United States of America. 

RESUMEN / SUMMARY:  - Pancreatic ductal adenocarcinoma (PDAC) is 

associated with a pronounced collagen-rich stromal reaction that has been 

shown to contribute to chemo-resistance. We have previously shown that PDAC 

cells are resistant to gemcitabine chemotherapy in the collagen 

microenvironment because of increased expression of the chromatin 

remodeling protein high mobility group A2 (HMGA2). We have now found that 

human PDAC tumors display higher levels of histone H3K9 and H3K27 

acetylation in fibrotic regions. We show that relative to cells grown on tissue 

culture plastic, PDAC cells grown in three-dimensional collagen gels 

demonstrate increased histone H3K9 and H3K27 acetylation, along with 

increased expression of p300, PCAF and GCN5 histone acetyltransferases 

(HATs). Knocking down HMGA2 attenuates the effect of collagen on histone 

H3K9 and H3K27 acetylation and on collagen-induced p300, PCAF and GCN5 

expression. We also show  that human PDAC tumors with HMGA2 demonstrate 

increased histone H3K9 and H3K27 acetylation. Additionally, we show that cells 

in three-dimensional collagen gels  demonstrate increased protection against 

gemcitabine. Significantly, down-regulation of HMGA2 or p300, PCAF and 

GCN5 HATs sensitizes the cells to gemcitabine in three-dimensional collagen. 

Overall, our results increase our understanding of how the collagen 

microenvironment contributes to chemo-resistance in vitro and identify HATs as 

potential therapeutic targets against this deadly cancer. 
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TÍTULO / TITLE:  - Mechanisms of resistance to chemotherapeutic and anti-

angiogenic drugs as novel targets for pancreatic cancer therapy. 

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

REVISTA / JOURNAL:  - Front Pharmacol. 2013 Apr 30;4:56. doi: 

10.3389/fphar.2013.00056. Print 2013. 

 ●●Enlace al texto completo (gratuito o de pago) 3389/fphar.2013.00056 

AUTORES / AUTHORS:  - Tamburrino A; Piro G; Carbone C; Tortora G; Melisi D 

INSTITUCIÓN / INSTITUTION:  - Digestive Molecular Clinical Oncology Research 

Unit, Section of Medical Oncology, Department of Medicine, Universita degli 

studi di Verona Verona, Italy. 

RESUMEN / SUMMARY:  - Pancreatic cancer remains one of the most lethal and 

poorly understood human malignancies and will continue to be a major 

unsolved health problem in the 21(st) century. Despite efforts over the past 

three decades to improve diagnosis  and treatment, the prognosis for patients 

with pancreatic cancer is extremely poor with or without treatment, and 

incidence rates are virtually identical to mortality rates. Although advances have 

been made through the identification of relevant molecular pathways in 

pancreatic cancer, there is still a critical, unmet need for the translation of these 

findings into effective therapeutic strategies that could reduce the intrinsic drug 

resistance of this disease and for the integration of these molecularly targeted 

agents into established combination chemotherapy and radiotherapy regimens 

in order to improve patients’  survival. Tumors are heterogeneous cellular 

entities whose growth and progression depend on reciprocal interactions 

between genetically altered neoplastic cells and a non-neoplastic 

microenvironment. To date, most of the mechanisms of resistance studied have 

been related to tumor cell-autonomous signaling pathways. However, recent 

data suggest a putative important role of tumor microenvironment  in the 

development and maintenance of resistance to classic chemotherapeutic and  

targeted therapies. This present review is meant to describe and discuss some 

of  the most important advances in the comprehension of the tumor cell-

autonomous and tumor microenvironment-related molecular mechanisms 

responsible for the resistance of pancreatic cancer to the proapoptotic activity of 

the classic chemotherapeutic agents and to the most novel anti-angiogenic 

drugs. We present some of the emerging therapeutic targets for the modulation 

of this resistant phenotype. 
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TÍTULO / TITLE:  - Decreased expression of DAB2IP in pancreatic cancer with 

wild-type KRAS. 

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

REVISTA / JOURNAL:  - Hepatobiliary Pancreat Dis Int. 2013 Apr;12(2):204-9. 
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INSTITUCIÓN / INSTITUTION:  - Southern Medical University, Guangzhou 510515, 

China. 

RESUMEN / SUMMARY:  - BACKGROUND: KRAS mutation plays an important 

role in the pathogenesis of pancreatic cancer. However, the role of wild-type 

KRAS in the progression of pancreatic cancer remains unknown. The present 

study was to investigate the expression of the Ras GTPase activating protein 

(DAB2IP) in pancreatic cancer and its clinical significance. METHODS: The 

expression of DAB2IP in pancreatic cancer cell lines and normal human 

pancreatic ductal epithelial cells was analyzed by Western blotting and real-time 

quantitative reverse transcription-PCR (qRT-PCR).  The KRAS mutational types 

of pancreatic cancer tissues obtained from pancreatic cancer patients (n=20) 

were also analyzed. Subsequently, DAB2IP expression was detected in 

pancreatic cancer tissues, adjacent and normal pancreatic tissues (n=2) by 

immunohistochemistry, and the relationship between DAB2IP expression and 

the clinical characteristics of patients was evaluated. RESULTS: Western 

blotting and qRT-PCR results showed that DAB2IP expression in pancreatic 

cancer cells with wild-type KRAS was lower than that in those with mutation-

type KRAS and normal human pancreatic ductal epithelial cells (P<0.05). 

Immunohistochemistry showed that DAB2IP expression was lower in pancreatic 

cancer tissues than that in adjacent and normal pancreatic tissues (Z=-4.000, 

P=0.000). DAB2IP expression was lower in pancreatic cancer patients with the 

wild-type KRAS gene than that in those with KRAS mutations 

(WilcoxonW=35.000, P=0.042). Furthermore, DAB2IP expression in patients 

with perineurial invasion was lower than that in those without invasion 

(WilcoxonW=71.500, P=0.028). DAB2IP expression was lower in patients with 

more advanced stage than that in those with early clinical stage 

(WilcoxonW=54.000, P=0.002). CONCLUSIONS: DAB2IP expression was 

reduced in patients with pancreatic cancer compared with those with no cancer. 

DAB2IP expression was correlated with the KRAS gene, perineurial invasion 

and clinical stage of the disease. Our data indicated that DAP2IP expression 

can be used as a  potential prognostic indicator and a promising molecular 

target for therapeutic intervention in patients with pancreatic cancer. 
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TÍTULO / TITLE:  - Serum CA 19-9 and CEA levels as a prognostic factor in 

pancreatic adenocarcinoma. 

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

REVISTA / JOURNAL:  - Yonsei Med J. 2013 May 1;54(3):643-9. doi: 

10.3349/ymj.2013.54.3.643. 
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AUTORES / AUTHORS:  - Lee KJ; Yi SW; Chung MJ; Park SW; Song SY; Chung 

JB; Park JY 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23549809&dopt=Abstract
http://dx.doi.org/10.3349/ymj.2013.54.3.643


215 

 

INSTITUCIÓN / INSTITUTION:  - Division of Gastroenterology, Department of 

Internal Medicine, Yonsei Institute of Gastroenterology, Yonsei University 

College of Medicine, 50 Yonsei-ro, Seodaemun-gu, Seoul 120-752, Korea. 

RESUMEN / SUMMARY:  - PURPOSE: To investigate the use of pretreatment 

carbohydrate antigen (CA) 19-9 and carcinoembryonic antigen (CEA) as 

prognostic factors to determine survival in pancreatic adenocarcinoma. 

MATERIALS AND METHODS: A retrospective review of the medical records of 

patients who were diagnosed with pancreatic adenocarcinoma and received 

surgery, chemoradiotherapy or chemotherapy was performed. Factors, 

including CA 19-9 and CEA, associated with the survival of pancreatic cancer 

patients were analyzed. RESULTS: Patients with the median age of 65 years 

were included (n=187). Elevated serum CA 19-9 levels and CEA levels were 

observed in 75.4% and 39% of patients at diagnosis, respectively. CEA was 

correlated with tumor stages (p=0.005), but CA 19-9 was not. CA 19-9 and CEA 

were elevated in 69.0% and 33.3% of patients with resectable pancreatic 

cancer, and elevated in 72.9% and 47.2% of patients with advanced pancreatic 

cancer, respectively. The median overall survival of the normal serum CEA 

group was longer than that of the elevated serum CEA group (16.3 months vs. 

10.2 months, p=0.004). However, the median overall survival of the normal 

serum CA 19-9 group was not different from  that of the elevated serum CA 19-

9 group (12.4 months vs. 13.5 months, p=0.969).  The independent factors 

associated with overall survival were advanced pancreatic cancer [harzard ratio 

(HR) 4.33, p=0.001] and elevated serum CEA level (HR 1.52,  p=0.032). 

CONCLUSION: Patients with elevated serum CEA level at diagnosis 

demonstrated poor overall survival. Pretreatment CEA level may predict the 

prognosis of patients with pancreatic adenocarcinoma. 
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TÍTULO / TITLE:  - Proliferation enhanced by NGF-NTRK1 signaling makes 

pancreatic cancer cells more  sensitive to 2DG-induced apoptosis. 

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

REVISTA / JOURNAL:  - Int J Med Sci. 2013;10(5):634-40. doi: 10.7150/ijms.5547. 

Epub 2013 Mar 23. 

 ●●Enlace al texto completo (gratuito o de pago) 7150/ijms.5547 

AUTORES / AUTHORS:  - Cheng Y; Diao DM; Zhang H; Song YC; Dang CX 

INSTITUCIÓN / INSTITUTION:  - The Department of Surgical Oncology the First 

Affiliated Hospital, Xi’an Jiaotong University College of Medicine, 277 W. Yanta 

Road, Xi’an, Shaanxi 710061, China. 

RESUMEN / SUMMARY:  - Rapidly proliferating cancer cells rely on increased 

glucose consumption for survival. The glucose analog 2-deoxy-D-glucose 

(2DG) cannot complete glycolysis and inhibits the growth of many types of 

cancers. It is unknown whether reduced glycolysis inhibits the growth of 
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pancreatic cancer. Activation of nerve growth factor (NGF)-neurotrophic 

tyrosine kinase receptor type 1 (NTRK1) signaling leads to enhanced 

proliferation of these cells. We investigated the effect of 2DG treatment on the 

viability of NTRK1-transfected pancreatic cancer cells. After treatment with 

2DG, the viability of pancreatic cancer cells was evaluated by MTT assay. 

SB203580 (a specific inhibitor of the p38-MAPK pathway) and PD98059 (an 

MAP2K1 [mitogen-activated protein kinase kinase 1, previously, MEK1] 

inhibitor) were used to inhibit p38-MAPK and ERKs, respectively. The 

percentage of apoptotic cells was determined by flow cytometry. 

Overexpression of NTRK1 in pancreatic cancer cells resulted in increased cell 

proliferation, which was reduced by PD98059-mediated inhibition of ERKs but 

not by suppression of p38-MAPK with SB203580. After treatment with 2DG, the 

percentage of apoptotic cells was greater in those with high expression of 

NTRK1 than in cells with low NTRK1 expression. Blocking the p38-MAPK 

pathway with SB203580 effectively abolished the apoptosis induced by 2DG. 

We conclude that pancreatic cancer cells with a high expression of NTRK1 are 

more sensitive to 2DG-induced apoptosis, through the p38-MAPK pathway. 
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TÍTULO / TITLE:  - A case of pancreatic ductal adenocarcinoma with marked 

infiltration with IgG4-positive cells. 

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

REVISTA / JOURNAL:  - J Cytol. 2013 Jan;30(1):46-8. doi: 10.4103/0970-

9371.107513. 

 ●●Enlace al texto completo (gratuito o de pago) 4103/0970-9371.107513 

AUTORES / AUTHORS:  - Yoneda M; Inada H; Kanayama K; Shiraishi T 

INSTITUCIÓN / INSTITUTION:  - Department of Pathologic Oncology, Institute of 

Molecular and Experimental Medicine, Faculty of Medicine, Mie University 

Graduate School of Medicine, Japan. 

RESUMEN / SUMMARY:  - A 75-year-old man was diagnosed as having pancreatic 

ductal carcinoma containing  remarkable lymphocytic and plasma cell 

infiltration, as revealed by the cytological examination of endoscopic ultrasound 

guided fine-needle aspiration (EUS-FNA) specimen. The EUS-FNA specimen 

showed small amounts of atypical epithelium with noticeable lymphocytes and 

plasma cells. A pancreatic resection was performed, and the histopathological 

features showed an invasive pancreatic ductal carcinoma with autoimmune 

pancreatitis (AIP) lymphoplasmacytic sclerosing  pancreatitis (LPSP)-like 

lesions. Most of the plasma cells were immunoreactive to anti-IgG4 antibody. 

EUS-FNA may be necessary for the differential diagnosis of AIP and pancreatic 

cancer, and close attention should be given to the presence of marked 

lymphoplasmacytic cells in EUS-FNA specimens while making the diagnosis. 
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TÍTULO / TITLE:  - Dimethylaminoparthenolide and gemcitabine: a survival study 

using a genetically engineered mouse model of pancreatic cancer. 

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

REVISTA / JOURNAL:  - BMC Cancer. 2013 Apr 17;13(1):194. 

 ●●Enlace al texto completo (gratuito o de pago) 1186/1471-2407-13-194 
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INSTITUCIÓN / INSTITUTION:  - Department of Surgery, Indiana University School 

of Medicine, 980 W, Walnut St,,  Building R3, Rm, 541C, Indianapolis, IN 

46202, USA. myipschn@iupui.edu. 

RESUMEN / SUMMARY:  - BACKGROUND: Pancreatic cancer remains one of the 

deadliest cancers due to lack of early detection and absence of effective 

treatments. Gemcitabine, the current standard-of-care chemotherapy for 

pancreatic cancer, has limited clinical benefit. Treatment of pancreatic cancer 

cells with gemcitabine has been shown to  induce the activity of the transcription 

factor nuclear factor-kappaB (NF-kappaB) which regulates the expression of 

genes involved in the inflammatory response and tumorigenesis. It has 

therefore been proposed that gemcitabine-induced NF-kappaB  activation may 

result in chemoresistance. We hypothesize that NF-kappaB suppression by the 

novel inhibitor dimethylaminoparthenolide (DMAPT) may enhance  the effect of 

gemcitabine in pancreatic cancer. METHODS: The efficacy of DMAPT and 

gemcitabine was evaluated in a chemoprevention trial using the mutant Kras 

and p53-expressing LSL-KrasG12D/+; LSL-Trp53R172H; Pdx-1-Cre mouse 

model of pancreatic cancer. Mice were randomized to treatment groups 

(placebo, DMAPT [40 mg/kg/day], gemcitabine [50 mg/kg twice weekly], and the 

combination DMAPT/gemcitabine). Treatment was continued until mice showed 

signs of ill health at which time they were sacrificed. Plasma cytokine levels 

were determined using  a Bio-Plex immunoassay. Statistical tests used included 

log-rank test, ANOVA with Dunnett’s post-test, Student’s t-test, and Fisher exact 

test. RESULTS: Gemcitabine or the combination DMAPT/gemcitabine 

significantly increased median survival and decreased the incidence and 

multiplicity of pancreatic adenocarcinomas. The DMAPT/gemcitabine 

combination also significantly decreased tumor size and the incidence of 

metastasis to the liver. No significant differences in the percentages of normal 

pancreatic ducts or premalignant pancreatic lesions were observed between the 

treatment groups. Pancreata in which no tumors formed were analyzed to 

determine the extent of pre-neoplasia; mostly normal ducts or low grade 

pancreatic lesions were observed, suggesting prevention of higher grade 

lesions in these animals. While gemcitabine treatment increased the levels of 

the inflammatory cytokines interleukin 1alpha (IL-1alpha), IL-1beta, and IL-17 in 

mouse plasma, DMAPT and DMAPT/gemcitabine reduced the levels of the 

inflammatory cytokines IL-12p40, monocyte chemotactic protein-1 (MCP-1), 

macrophage inflammatory protein-1 beta (MIP-1beta), eotaxin, and tumor 
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necrosis factor-alpha (TNF-alpha), all of which are NF-kappaB target genes. 

CONCLUSION: In summary, these findings provide preclinical evidence 

supporting further evaluation of agents such as DMAPT and gemcitabine for the 

prevention and treatment of pancreatic cancer. 
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TÍTULO / TITLE:  - PANCREATIC SPLENOSIS MIMICKING NEUROENDOCRINE 

TUMORS: microhistological diagnosis by endoscopic ultrasound guided fine 

needle aspiration. 

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

REVISTA / JOURNAL:  - Arq Gastroenterol. 2013 Mar;50(1):10-4. 

AUTORES / AUTHORS:  - Ardengh JC; Lopes CV; Kemp R; Lima-Filho ER; Venco 

F; Santos JS 

RESUMEN / SUMMARY:  - Context Pancreatic splenosis is a benign condition 

which can mimic a pancreatic neoplasm. Objective To describe the role of the 

endoscopic ultrasound-guided fine-needle aspiration (EUS-FNA) of pancreatic 

nodules suspicious for pancreatic  splenosis. Method From 1997 to 2011, 

patients with pancreatic solid tumors suspicious for splenosis by computed 

tomography and/or magnetic resonance imaging were referred to EUS-FNA. 

Those cases with pancreatic splenosis confirmed by EUS-FNA or surgery were 

included. Endosonographic findings and clinicopathologic  features were also 

analysed. Results A total of 2,060 patients with pancreatic solid tumors 

underwent EUS-FNA. Fourteen (0.6%) cases with pancreatic splenosis were 

found. After applying exclusion criteria, 11 patients were selected. Most patients 

were male (7), young (mean age: 42 years) and asymptomatic (8). Endoscopic 

ultrasound imaging alone suspected pancreatic splenosis in 6 cases, and 

neuroendocrine tumors in 5 cases. Pancreatic splenosis was found most 

commonly in the tail, was round, hypoechoic, with homogeneous pattern, 

regular borders, and with scintigraphy negative for somatostatin receptors. The 

average diameter of these nodules identified by endoscopic ultrasound was 

2.15 cm. Microhistology obtained by EUS-FNA confirmed the diagnosis in 9/10 

patients. Conclusion Pancreatic splenosis can be diagnosed by EUS-FNA. 

Microhistology prevents unnecessary surgeries, and reassures asymptomatic 

patients with hypoechoic, homogeneous, and well circumscribed pancreatic 

nodules. 
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TÍTULO / TITLE:  - Pharmacokinetics and pharmacodynamics of sunitinib for the 

treatment of advanced  pancreatic neuroendocrine tumors. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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AUTORES / AUTHORS:  - Bisht S; Feldmann G; Brossart P 

INSTITUCIÓN / INSTITUTION:  - University Hospital of Bonn, Department of Internal 

Medicine 3 , Bonn , Germany savita.Bisht@ukb.uni-bonn.de. 

RESUMEN / SUMMARY:  - Introduction: Despite being the second most common 

malignancy of the pancreas, pancreatic neuroendocrine tumors (PNET) have 

long been understudied due to their  low incidence and heterogeneous clinical 

presentation. Emerging data from a Phase III trial demonstrates improved 

progression-free survival of patients with advanced PNET on treatment with 

sunitinib . Areas covered: This article reviews the role of sunitinib, a 

multitargeted tyrosine kinase inhibitor with potent antiangiogenic and antitumor 

effects, in the clinical management of PNET. Furthermore, the authors also 

discuss the pharmacokinetics and pharmacodynamics as well as other clinically 

relevant aspects regarding sunitinib. Expert opinion: A recent Phase III clinical 

trial of sunitinib demonstrated significant improvement of progression-free 

survival in patients with advanced or metastatic  well-differentiated PNET that 

led to its approval in several countries, including Europe and United States. This 

marks a significant step forward in the clinical management of this disease and 

spurs hopes to further improve overall survival in this once difficult-to-treat set of 

patients in the coming years. Fields of future interest will include evaluation of 

combinatorial regimens, including conventional cytotoxic agents as well as 

additional targeted drugs in order to overcome resistance to sunitinib. 
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induces apoptosis in  pancreatic cancer cells. 
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RESUMEN / SUMMARY:  - Pancreatic cancer, the fourth leading cause of cancer 

death in the US, is highly  resistant to all current chemotherapies, and its growth 

is facilitated by chronic inflammation. The majority of pro-inflammatory cytokines 

initiate signaling cascades that converge at the activation of the Nuclear Factor 

Kappa B (NFkappaB), a signal transduction molecule that promotes cell 

survival, proliferation and angiogenesis. In an effort to identify novel inhibitors of 

NFkappaB, the HBOI library of pure compounds was screened using a reporter 

cell line that produces luciferin under the transcriptional control of NFkappaB. 
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Seven compounds were identified through this screen, but in the case of five of 

them, their reported mechanism of action made them unlikely to be specific 

NFkappaB inhibitors. Spongiatriol, a marine furanoditerpenoid that was first 

isolated in the 1970s, is shown here to inhibit NFkappaB transcriptional activity 

in a reporter cell line, to reduce levels of phosphorylated (active) NFkappaB in 

the AsPC-1 cell line, to have an IC50 for cytotoxicity in the low micromolar 

range against the AsPC-1, BxPC-3, MiaPaCa-2 and Panc-1 pancreatic cancer 

cell lines, and to induce moderate but significant apoptosis in both the AsPC-1 

and the Panc-1 cell lines. 
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RESUMEN / SUMMARY:  - MicroRNAs have been implicated in many critical 

cellular processes including apoptosis. We have previously found that apoptosis 

in pancreatic cancer cells was induced by adamantyl retinoid-related (ARR) 

molecule 3-Cl-AHPC. Here we report that 3-Cl-AHPC-dependent apoptosis 

involves regulating a number of microRNAs including miR-150* and miR-630. 3-

Cl-AHPC stimulated miR-150* expression and caused decreased expression of 

c-Myb and IGF-1R in the pancreatic cancer cells. 3-Cl-AHPC-mediated 

reduction of c-Myb resulted in diminished binding of c-Myb with IGF-1R and Bcl-

2 promoters, thereby causing repression of their transcription and protein 

expression. Over-expression of miR-150* also resulted in diminished levels of c-

Myb and Bcl-2 proteins. Furthermore, the addition of the miRNA inhibitor 2’-O-

methylated miR-150 blocked 3-Cl-AHPC-mediated increase in miR-150* levels 

and abrogated loss of c-Myb protein. Knockdown of c-Myb in PANC-1 cells 

resulted in enhanced apoptosis both in the presence or absence of 3-Cl-AHPC 

confirming the anti-apoptotic property of c-Myb. Overexpression of miR-630 

also induced apoptosis in the pancreatic cancer cells and inhibited target 

protein IGF-1R mRNA and protein expression. Together these results implicate 
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key roles for miR-150* and miR-630 and their targeting of IGF-1R to promote 

apoptosis in pancreatic cancer cells. 
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RESUMEN / SUMMARY:  - BACKGROUND: Pancreatic neuritis is a 

histopathological hallmark of pancreatic neuropathy and correlates to abdominal 

neuropathic pain sensation in pancreatic adenocarcinoma (PCa) and chronic 

pancreatitis (CP). However, inflammatory cell subtypes that compose 

pancreatic neuritis and their correlation to the neuropathic pain syndrome in 

PCa and CP are yet unknown. METHODS: Inflammatory cells within pancreatic 

neuritis lesions of patients with PCa (n = 20) and CP (n  = 20) were 

immunolabeled and colorimetrically quantified with the pan-leukocyte marker 

CD45, with CD68 (macrophages), CD8 (cytotoxic T-lymphocytes), CD4 (T-

helper cells), CD20 (B-lymphocytes), NCL-PC (plasma cells), neutrophil 

elastase, PRG2 (eosinophils), anti-mast cell (MC) tryptase and correlated to 

pain sensation. Perineural mast cell subtypes were analyzed by double 

immunolabeling with MC chymase. Expression and neural immunoreactivity of 

protease-activated receptor type 1 (PAR-1) and type 2 (PAR-2) were analyzed 

in PCa and CP and correlated to pain status of the patients. RESULTS: In PCa 

and CP, nerves were predominantly infiltrated by cytotoxic T-lymphocytes (PCa: 

35% of all perineural  inflammatory cells, CP: 33%), macrophages (PCa: 39%, 

CP: 33%) and MC (PCa: 21%, CP: 27%). In both entities, neuropathic pain 

sensation was associated with a specific increase of perineural MC (PCa 

without pain: 14% vs. PCa with pain: 31%; CP without pain: 19% vs. CP with 

pain: 34%), not affecting the frequency of other inflammatory cell subtypes. The 

vast majority of these MC contained MC chymase. PAR-1 and PAR-2 

expression did not correlate to the pain sensation of PCa and CP  patients. 

CONCLUSION: Pancreatic neuritis in PC and CP is composed of cytotoxic T-

lymphocytes, macrophages and MC. The specific enrichment of MC around 

intrapancreatic nerves in neuropathic pain due to PCa and CP suggests the 

presence of MC-induced visceral hypersensitivity in the pancreas. Therefore, 
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pancreatic and enteric neuropathies seem to share a similar type of neuro-

immune  interaction in the generation of visceral pain. 
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RESUMEN / SUMMARY:  - Extramedullary plasmacytoma of the pancreas is a rare 

entity. Although this condition is uncommon, it should be considered in the 

differential diagnosis of solid mass in the pancreas, especially in patients with 

underlying multiple myeloma. We report a case of pancreatic plasmacytoma in 

a 56-year-old woman with  newly diagnosed multiple myeloma. We highlight this 

rare manifestation of multiple myeloma among other better recognised 

presentations. 
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RESUMEN / SUMMARY:  - Extramedullary plasmacytoma of the pancreas is a rare 

entity. Although this condition is uncommon, it should be considered in the 

differential diagnosis of solid mass in the pancreas, especially in patients with 
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underlying multiple myeloma. We report a case of pancreatic plasmacytoma in 

a 56-year-old woman with  newly diagnosed multiple myeloma. We highlight this 

rare manifestation of multiple myeloma among other better recognised 

presentations. 
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RESUMEN / SUMMARY:  - Pancreatic ductal adenocarcinoma has a high rate of 

neural invasion (80 to 100%)  and can be associated with moderate to severe 

pain in pancreatic cancer. Treatment of pain with celiac plexus blockage (CPB) 

combined with the three-step  ladder utilization of pharmaceutical analgesics 

following WHO guidelines is used, but the evidence in randomized controlled 

trials is inconsistent. This meta-analysis identified and compared seven 

randomized control trials of pain relief from pancreatic cancer, by treatment with 

medical management alone to celiac plexus blockade with medical 

management. While no evidence of potential publication bias was detected, 

group size and statistical power may account for some of the inconsistent 

conclusions. The combined CPB groups had a significantly lower pain score at 

4 weeks, but significance was not maintained at 8 weeks. The  combined CPB 

groups required significantly less drug use compared to the combined control 

groups treated with pharmaceutical analgesics. 
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RESUMEN / SUMMARY:  - BACKGROUND: The purpose of the present study was 

to retrospectively evaluate endoscopic double stenting by endoscopic 
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retrograde cholangiopancreatography-guided biliary drainage (ERCP-BD) and 

by endoscopic ultrasonography-guided biliary drainage (EUS-BD) for the 

treatment of non-resectable malignant biliary and duodenal obstruction. 

PATIENTS AND METHODS:  Medical records of 11 patients that underwent 

endoscopic double stenting from January 2008 to September 2012 were 

analyzed retrospectively. RESULTS: Technical  success rate was 100%, clinical 

success rate was 100%, early complication rate was 0% and late complication 

rate was 27.3% (cholangitis: two, perforation: one). Mean survival time from 

double stenting was 76.5 +/- 67.8 days, mean patent period of the duodenal 

stent was 73.5 +/- 69.7 days, and mean patent period of the biliary stent was 

62.6 +/- 60.4 days. Three (27.3%) patients were discharged  (mean duration of 

hospitalization, 21.3 days). All patients could take food orally, and meanGastric 

Outlet Obstruction Scoring System score after double stenting was 2.2 +/- 0.9 

points. ERCP-BD and EUS-BD were done in three and eight  patients, 

respectively. There was no statistically significant difference between ERCP-BD 

and EUS-BD in terms of success rate and complication rate. CONCLUSION: 

Our study revealed that endoscopic double stenting appears to be feasible and 

useful for the treatment of non-resectable malignant biliary and duodenal 

obstruction. In terms of selection criteria of ERCP-BD patients and EUS-BD 

patients, further prospective studies are mandatory. 
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RESUMEN / SUMMARY:  - BACKGROUND: Previous research has suggested a 

putative utility of pancreatic (pro)enzymes in cancer treatment. The aim of the 

present study was to investigate the in vitro effects of a mixture of two 

pancreatic pro-enzymes, i.e., Chymotrypsinogen and Trypsinogen, and the 

enzyme Amylase on three human cancer cell lines, i.e., OE33 (derived from an 

oesophageal carcinoma), Panc1 (derived from a pancreatic carcinoma) and 

Caco-2 (derived from a colon carcinoma). RESULTS: After treatment of the 

three cancer cell lines with different doses of the (pro)enzymes for up to 7 days, 

we observed (i) growth inhibition in a dose-dependent manner, (ii) enhanced 

expression of beta-catenin and E-cadherin and decreased expression of several 

epithelial-mesenchymal transition (EMT)-associated genes, such as Vimentin, 
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Snail and Slug, (iii) differentiation of Caco-2 cells, including the appearance of 

cell-specific differentiated structures such as microvilli and tight junctions, the 

acquisition of a more regular polygonal morphology, and an increased 

expression of the intestinal differentiation markers alkaline phosphatase and 

cytokeratin 8, and (iv) differentiation of Panc1 cells, including the formation of 

cell aggregates, an increment on lamellar bodies and an increased expression 

of the pancreatic differentiation markers glucagon and insulin. CONCLUSIONS: 

Our results show that  the treatment of three different human cancer cell lines 

with pancreatic (pro)enzymes results in an enhancement of cell adhesion, an 

attenuation of several EMT-associated markers, and an increase in the 

expression of several differentiation-associated markers, suggesting the 

acquisition of a less malignant phenotype and a decrease in proliferative 

capacity due to lineage-specific cellular differentiation. 
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RESUMEN / SUMMARY:  - PURPOSE: Free tumor cells in peritoneal fluid in 

patients with pancreatic cancer  may have prognostic significance but there are 

few reports on methods for the effective detection of free tumor cells. The aims 

of this study were to identify  free cancer cells in peritoneal fluid with fluorescent 

in situ hybridization (FISH) technique and to investigate its prognostic 
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significance. METHODS: Twenty-eight patients with resectable pancreatic 

cancer who underwent surgical resection were included. Peritoneal washing 

and peritoneal drainage fluid were examined by FISH for p53 deletion. 

RESULTS: Among the study subjects, the R0 resection rate was 75%. None of 

the patients had positive cytology with Papanicolaou’s method. p53 deletion 

was detected in 9 peritoneal washings (32.1%) and in 5 peritoneal drainage 

fluids (17.9%). After a median of 18 months of follow-up, 25 patients (89.3%) 

experienced recurrence and 14 patients (50.0%) had peritoneal seeding. 

Patients with p53 deletion detected in the peritoneal drainage fluid had positive 

radial margin (60.0% vs. 17.4%, P = 0.046) more frequently and a lower 

peritoneal metastasis free survival (median, 11.1 months vs. 30.3 months; P = 

0.030). Curative resection (P < 0.001) and p53 deletion in peritoneal drainage 

fluid (P = 0.030) were independent risk factors of peritoneal metastasis free 

survival after multivariate analysis. CONCLUSION: FISH technique  detects free 

cancer cells with higher sensitivity compared to Papanicolaou’s method. p53 

deletion detected in peritoneal drainage fluid is correlated with positive radial 

resection margin and results in early peritoneal seeding. Patients with p53 

deletion in peritoneal drainage fluid need more aggressive adjuvant treatment. 
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RESUMEN / SUMMARY:  - PURPOSE: Gemcitabine and capecitabine (gem-cap), 

gemcitabine and erlotinib (gem-e), and folfirinox (5-fluorouracil-leucovorin-
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irinotecan-oxaliplatin) are new treatment options for metastatic pancreatic 

cancer, but they are also more expensive and potentially more toxic than 

gemcitabine alone (gem). We conducted a cost-effectiveness analysis of these 

treatment options compared with gem. METHODS: A Markov model was 

constructed to examine costs and outcomes of gem-cap, gem-e, folfirinox, and 

gem in patients with metastatic pancreatic cancer from the perspective of a 

government health care plan. Ontario health economic and costing data (2010 

Canadian dollars) were used. Efficacy data for the treatments were obtained 

from the published literature. Resource utilization data were derived from a 

chart review of consecutive metastatic patients treated for pancreatic cancer at 

Princess Margaret Hospital, Toronto, Ontario, 2008-2009, and supplemented 

with data from the literature. Utilities were obtained by surveying  medical 

oncologists across Canada using the EQ-5D. Incremental cost-effectiveness 

ratios (icers) were calculated. RESULTS: The icers for gem-cap, gem-e, and 

folfirinox compared with gem were, respectively, CA$84,299, CA$153,631, and 

CA$133,184 per quality-adjusted life year (qaly). The model was driven mostly 

by  drug acquisition costs. Given a willingness-to-pay (wtp) threshold greater 

than CA$130,000/qaly, folfirinox was most cost-effective treatment. When the 

wtp threshold was less than CA$80,000/qaly, gem alone was most cost-

effective. The gem-e option was dominated by the other treatments. 

CONCLUSIONS: The most cost-effective treatment for metastatic pancreatic 

cancer depends on the societal wtp threshold. If the societal wtp threshold were 

to be relatively high or if drug costs were to be substantially reduced, folfirinox 

might be cost-effective. 
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RESUMEN / SUMMARY:  - Background. This study aimed to investigate the effect 

of propolis component caffeic acid phenethyl ester (CAPE) on epithelial-

mesenchymal transition (EMT) of human pancreatic cancer cells and the 

molecular mechanisms underlying these effects. Methods. The transforming 

growth factor beta (TGF-beta-) induced EMT in  human pancreatic PANC-1 

cancer cells was characterized by observation of morphology and the 

expression of E-cadherin and vimentin by western blotting. The migration 

potential was estimated with wound closure assay. The expression of 

transcriptional factors was measured by quantitative RT-PCR and 

immunocytochemistry staining. The orthotopic pancreatic cancer xenograft 

model was used for in vivo assessment. Results. The overexpression of 

vimentin was attenuated by CAPE, and the alteration in morphology from 

polygonal to spindle shape was partially reversed by CAPE. Furthermore, 

CAPE delayed the TGF-beta-stimulated migration potential. CAPE treatment 

did not reduce the expression levels of Smad 2/3, Snail 1, and Zeb 1 but 

inhibited the expression of transcriptional factor Twist 2. By using an orthotopic 

pancreatic cancer model, CAPE suppressed the expression of Twist 2 and 

growth of PANC-1 xenografts without significant toxicity. Conclusion. CAPE 

could inhibit the orthotopic growth and EMT of pancreatic cancer PANC-1 cells 

accompanied by downregulation of vimentin and Twist 2 expression. 

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

[305] 

TÍTULO / TITLE:  - Targeted inhibition of mammalian target of rapamycin (mTOR) 

enhances radiosensitivity in pancreatic carcinoma cells. 

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

REVISTA / JOURNAL:  - Drug Des Devel Ther. 2013 Mar 19;7:149-59. doi: 

10.2147/DDDT.S42390. Print 2013. 

 ●●Enlace al texto completo (gratuito o de pago) 2147/DDDT.S42390 

AUTORES / AUTHORS:  - Dai ZJ; Gao J; Kang HF; Ma YG; Ma XB; Lu WF; Lin S; 

Ma HB; Wang XJ; Wu WY 

INSTITUCIÓN / INSTITUTION:  - Department of Oncology, Second Affiliated 

Hospital, Medical School of Xi’an Jiaotong University, Xi’an, People’s Republic 

of China. 

RESUMEN / SUMMARY:  - The mammalian target of rapamycin (mTOR) is a 

protein kinase that regulates protein translation, cell growth, and apoptosis. 

http://dx.doi.org/10.1155/2013/270906
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23662044&dopt=Abstract
http://dx.doi.org/10.2147/DDDT.S42390


229 

 

Rapamycin (RPM), a specific inhibitor of mTOR, exhibits potent and broad in 

vitro and in vivo antitumor activity against leukemia, breast cancer, and 

melanoma. Recent studies showing that RPM sensitizes cancers to 

chemotherapy and radiation therapy have attracted  considerable attention. This 

study aimed to examine the radiosensitizing effect of RPM in vitro, as well as its 

mechanism of action. 3-(4,5-Dimethylthiazol-2-yl)-2,5-diphenyltetrazolium 

bromide (MTT) assay and colony formation assay showed that 10 nmol/L to 15 

nmol/L of RPM had a radiosensitizing effects on pancreatic carcinoma cells in 

vitro. Furthermore, a low dose of RPM induced autophagy and reduced the 

number of S-phase cells. When radiation treatment was combined with RPM, 

the PC-2 cell cycle arrested in the G2/M phase of the cell cycle. Complementary 

DNA (cDNA) microarray and reverse transcription polymerase chain reaction 

(RT-PCR) revealed that the expression of  DDB1, RAD51, and XRCC5 were 

downregulated, whereas the expression of PCNA and ABCC4 were upregulated 

in PC-2 cells. The results demonstrated that RPM effectively enhanced the 

radiosensitivity of pancreatic carcinoma cells. 
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[306] 

TÍTULO / TITLE:  - Sunitinib malate as first-line treatment for an advanced, poorly 

differentiated pancreatic neuroendocrine tumor. 

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

REVISTA / JOURNAL:  - Future Oncol. 2013 Jun;9(6):909-13. doi: 

10.2217/fon.13.48. 
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INSTITUCIÓN / INSTITUTION:  - Department of Oncology, The First Affiliated 

Hospital of Guangzhou University of  Traditional Chinese Medicine, Guangzhou, 

510407, China. 

RESUMEN / SUMMARY:  - Pancreatic neuroendocrine tumors (PNETs) are rare, 

accounting for approximately 2% of primary malignant tumors of the pancreas. 

Compared with common pancreatic ductal adenocarcinomas, they grow more 

slowly, are less invasive and have a better prognosis. At present, surgery is the 

preferred method of treatment of PNETs, and offers the only chance of a cure. 

However, owing to the occult onset of PNETs, once diagnosed they are often 

inoperable when the diagnosis is established, and the optimal treatment of 

patients with inoperable liver metastases remains uncertain. In recent years, 

targeted drug therapies have emerged and have proved effective in prolonging 

progression-free survival in patients with advanced well-differentiated PNETs, 

but hardly any progress has been made in the treatment of poorly differentiated 

PNETs. In the patient described in this report, who had a poorly differentiated 

PNET with multiple hepatic metastases and had refused cytotoxic 

chemotherapy, oral sunitinib malate  treatment for 22 months with regular 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23718311&dopt=Abstract
http://dx.doi.org/10.2217/fon.13.48


230 

 

follow-ups proved tolerable and effective in significantly reducing the size of the 

intrahepatic masses. 
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[307] 

TÍTULO / TITLE:  - Therapeutic endoscopic ultrasonography: intratumoral injection 

for pancreatic adenocarcinoma. 

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

REVISTA / JOURNAL:  - Gastroenterol Res Pract. 2013;2013:207129. doi: 

10.1155/2013/207129. Epub 2013 Mar 27. 

 ●●Enlace al texto completo (gratuito o de pago) 1155/2013/207129 

AUTORES / AUTHORS:  - Shirley LA; Aguilar LK; Aguilar-Cordova E; Bloomston 

M; Walker JP 

INSTITUCIÓN / INSTITUTION:  - Division of Surgical Oncology, The Ohio State 

University Wexner Medical Center, Columbus, OH 43210, USA. 

RESUMEN / SUMMARY:  - Pancreatic adenocarcinoma is an aggressive disease 

that has poor outcomes despite maximal traditional therapies. Thus, treatment 

of this cancer demands innovative  strategies to be used in addition to standing 

therapies in order to provide new avenues of care. Here, we describe the 

technique of using endoscopic ultrasound in order to directly inject both novel 

and conventional therapies into pancreatic tumors. We detail the rationale 

behind this strategy and the many benefits it provides. We then describe our 

technique in detail, including our experience injecting the AdV-tk adenoviral 

vector to create an in situ vaccine effect. 
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[308] 

TÍTULO / TITLE:  - Current developments, problems and solutions in the non-

surgical treatment of pancreatic cancer. 

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

REVISTA / JOURNAL:  - World J Gastrointest Oncol. 2013 Feb 15;5(2):20-8. doi: 

10.4251/wjgo.v5.i2.20. 
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INSTITUCIÓN / INSTITUTION:  - Xiao-Zhong Guo, Zhong-Min Cui, Xu Liu, 

Department of Gastroenterology, the General Hospital of Shenyang Military 

Command, Shenyang 100840, Liaoning Province, China. 

RESUMEN / SUMMARY:  - Pancreatic cancer is a common malignant neoplasm of 

the pancreas with an increasing incidence, a low early diagnostic rate and a 

fairly poor prognosis. To date, the only curative therapy for pancreatic cancer is 

surgical resection, but  only about 20% patients have this option at the time of 

diagnosis and the mean 5-year survival rate after resection is only 10%-25%. 

Therefore, developing new treatments to improve the survival rate has practical 

significance for patients with this disease. This review deals with a current 

unmet need in medical oncology: the improvement of the treatment outcome of 
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patients with pancreatic cancer. We summarize and discuss the latest systemic 

chemotherapy treatments (including adjuvant, neoadjuvant and targeted 

agents), radiotherapy, interventional therapy and immunotherapy. Besides 

discussing the current developments, we outline some of the main problems, 

solutions and prospects in this field. 

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

[309] 

TÍTULO / TITLE:  - Clinical strategies for identifying autoimmune pancreatitis from 

pancreaticobiliary malignancy to avoid unnecessary surgical resection. 

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

REVISTA / JOURNAL:  - J Dig Dis. 2013 May 22. doi: 10.1111/1751-2980.12075. 

 ●●Enlace al texto completo (gratuito o de pago) 1111/1751-2980.12075 

AUTORES / AUTHORS:  - Wu WC; Yao XZ; Jin DY; Wang DS; Lou WH; Qin XY 

INSTITUCIÓN / INSTITUTION:  - Departments of General Surgery, Zhongshan 

Hospital, Fudan University, Shanghai 200032, China. 

RESUMEN / SUMMARY:  - OBJECTIVE: The study aimed to determine a practical 

strategy for identifying autoimmune pancreatitis (AIP) from pancreaticobiliary 

malignancy in order to avoid unnecessary resection. METHODS: Altogether 19 

patients with AIP or related  pancreatic diseases underwent routine 

examinations including liver function, carbohydrate antigen 19-9 (CA19-9) and 

computed tomography (CT) and/or magnetic resonance imaging (MRI). Serum 

immunoglobulin G (IgG) or IgG4 was determined in patients with clinically 

suspected or pathologically proved AIP. Patients with suspected AIP either 

received diagnostic steroid therapy or laparotomy malignant  tumors could not 

be excluded. Surgery was given up in patients with a definite diagnosis of AIP 

by fast intraoperative frozen biopsy. Those with confirmed AIP received steroid 

treatment. RESULTS: Fifteen cases were finally confirmed as AIP  with 8 

diagnosed preoperatively, 5 confirmed by surgical pathology (preoperatively 

misdiagnosed) and 2 proved by intraoperative biopsy. Fourteen of  these fifteen 

AIP and one without AIP patients had elevated serum gamma-globulin  levels. It 

was proved by subsequent antibody tests that serum IgG/IgG4 were 

simultaneously increased. CONCLUSIONS: Elevated serum gamma-globulin 

level can be used as a preoperative “sentinel” indicator for differentiating IgG4-

related AIP  from pancreaticobiliary malignancy. Serum tests of IgG or IgG4 

levels should be further performed in those with elevated serum gamma-

globulin which aids to identify AIP in order to avoid unnecessary operation. 
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[310] 

TÍTULO / TITLE:  - Endoscopic therapy for significant gastric outlet obstruction 

caused by a small pancreatic pseudocyst with a unique shape and location. 

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

REVISTA / JOURNAL:  - J Interv Gastroenterol. 2012 Oct;2(4):196-198. Epub 2012 

Oct 1. 
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 ●●Enlace al texto completo (gratuito o de pago) 4161/jig.23746 

AUTORES / AUTHORS:  - Bawany MZ; Rafiq E; Ahmad S; Chaudhry Q; Nawras A 

INSTITUCIÓN / INSTITUTION:  - Department of Internal Medicine, University of 

Toledo Medical Center Toledo Ohio. 

RESUMEN / SUMMARY:  - Large perigastric or periduodenal pseudocysts are a 

potential cause of gastric outlet obstruction, usually requiring interventional 

drainage of the pseudocysts. In contrary most of the small pseudocysts are 

asymptomatic and require no therapy. However, certain small pseudocysts can 

produce clinically significant problem depending on their location. Here we 

report a case of small pseudocyst (12.0 mm in width) with a unique shape and 

location causing significant Gastric outlet obstruction treated successfully with 

endoscopy. 

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

[311] 

TÍTULO / TITLE:  - Translating Discovery in Zebrafish Pancreatic Development to 

Human Pancreatic Cancer: Biomarkers, Targets, Pathogenesis, and 

Therapeutics. 

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

REVISTA / JOURNAL:  - Zebrafish. 2013 May 17. 

 ●●Enlace al texto completo (gratuito o de pago) 1089/zeb.2012.0817 

AUTORES / AUTHORS:  - Yee NS; Kazi AA; Yee RK 

INSTITUCIÓN / INSTITUTION:  - 1 Division of Hematology-Oncology, Program of 

Experimental Therapeutics, Department of Medicine, Penn State Milton S. 

Hershey Medical Center, Penn State College of Medicine, Penn State Hershey 

Cancer Institute, Pennsylvania State University , Hershey, Pennsylvania. 

RESUMEN / SUMMARY:  - Abstract Experimental studies in the zebrafish have 

greatly facilitated understanding of genetic regulation of the early developmental 

events in the pancreas. Various approaches using forward and reverse 

genetics, chemical genetics, and transgenesis in zebrafish have demonstrated 

generally conserved regulatory roles of mammalian genes and discovered novel 

genetic pathways in exocrine pancreatic development. Accumulating evidence 

has supported the use of zebrafish as a model of human malignant diseases, 

including pancreatic cancer. Studies have shown that the genetic regulators of 

exocrine pancreatic development in zebrafish can be translated into potential 

clinical biomarkers and therapeutic targets in human pancreatic 

adenocarcinoma. Transgenic zebrafish expressing oncogenic K-ras and 

zebrafish tumor xenograft model have emerged as valuable tools for dissecting 

the pathogenetic mechanisms of pancreatic cancer and for drug discovery and 

toxicology. Future analysis of the pancreas in zebrafish will  continue to 

advance understanding of the genetic regulation and biological mechanisms 

during organogenesis. Results of those studies are expected to provide new 

insights into how aberrant developmental pathways contribute to formation and 
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growth of pancreatic neoplasia, and hopefully generate valid biomarkers and 

targets as well as effective and safe therapeutics in pancreatic cancer. 

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

[312] 

TÍTULO / TITLE:  - CXCR2 macromolecular complex in pancreatic cancer: a 

potential therapeutic target in tumor growth. 

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

REVISTA / JOURNAL:  - Transl Oncol. 2013 Apr;6(2):216-25. Epub 2013 Apr 1. 

AUTORES / AUTHORS:  - Wang S; Wu Y; Hou Y; Guan X; Castelvetere MP; Oblak 

JJ; Banerjee S; Filtz TM; Sarkar FH; Chen X; Jena BP; Li C 

INSTITUCIÓN / INSTITUTION:  - Department of Biochemistry and Molecular Biology, 

Wayne State University School of Medicine, Detroit, MI. 

RESUMEN / SUMMARY:  - The signaling mediated by the chemokine receptor CXC 

chemokine receptor 2 (CXCR2) plays an important role in promoting the 

progression of many cancers, including pancreatic cancer, one of the most 

lethal human malignancies. CXCR2 possesses a consensus PSD-95/DlgA/ZO-

1 (PDZ) motif at its carboxyl termini, which might interact with potential PDZ 

scaffold/adaptor proteins. We have previously reported that CXCR2 PDZ motif-

mediated protein interaction is an important regulator for neutrophil functions. 

Here, using a series of biochemical assays, we demonstrate that CXCR2 is 

physically coupled to its downstream effector phospholipase C-beta3 (PLC-

beta3) that is mediated by PDZ scaffold protein Na(+)/H(+) exchange regulatory 

factor 1 (NHERF1) into a macromolecular signaling  complex both in vitro and in 

pancreatic cancer cells. We also observe that disrupting the CXCR2 complex, 

by gene delivery or peptide delivery of exogenous CXCR2 C-tail, significantly 

inhibits the biologic functions of pancreatic cancer  cells (i.e., proliferation and 

invasion) in a PDZ motif-dependent manner. In addition, using a human 

pancreatic tumor xenograft model, we show that gene delivery of CXCR2 C-tail 

sequence (containing the PDZ motif) by adeno-associated  virus type 2 viral 

vector potently suppresses human pancreatic tumor growth in immunodeficient 

mice. In summary, our results suggest the existence of a physical and functional 

coupling of CXCR2 and PLC-beta3 mediated through NHERF1, forming a 

macromolecular complex that is critical for efficient and specific CXCR2 

signaling in pancreatic cancer progression. Disrupting this CXCR2 complex 

could represent a novel and effective treatment strategy against pancreatic 

cancer. 
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TÍTULO / TITLE:  - Advanced-stage pancreatic cancer: therapy options. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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AUTORES / AUTHORS:  - Werner J; Combs SE; Springfeld C; Hartwig W; Hackert 

T; Buchler MW 

INSTITUCIÓN / INSTITUTION:  - Department of General, Visceral, and 

Transplantation Surgery, Im Neuenheimer Feld 110, 69120 Heidelberg, 

Germany. 

RESUMEN / SUMMARY:  - Pancreatic ductal adenocarcinoma is one of the most 

aggressive cancers, and surgical resection is a requirement for a potential cure. 

However, the majority of patients are diagnosed with advanced-stage disease, 

either metastatic (50%) or locally advanced cancer (30%). Although palliative 

chemotherapy is the standard of care for patients with metastatic disease, 

management of locally advanced adenocarcinoma is controversial. Several 

treatment options, including extended surgical resections, neoadjuvant therapy 

with subsequent resections, as well as palliative radiotherapy and/or 

chemotherapy, should be considered. However, there is little evidence available 

to support treatment options for locally advanced disease. As valid predictive 

biomarkers for stratification of therapy are not available today, future trials need 

to define the role of the different treatment options. This Review summarizes 

the current evidence and discusses available treatment options for both locally 

advanced and metastatic pancreatic adenocarcinoma. 
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TÍTULO / TITLE:  - Acinar cell carcinoma of the pancreas: clinical and 

cytomorphologic characteristics. 

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

REVISTA / JOURNAL:  - Korean J Pathol. 2013 Apr;47(2):93-9. doi: 
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INSTITUCIÓN / INSTITUTION:  - Department of Pathology, The Johns Hopkins 

Hospital, Baltimore, MD, USA. 

RESUMEN / SUMMARY:  - Acinar cell carcinoma is a rare malignant epithelial 

neoplasm with predominantly  exocrine acinar differentiation and is seen 

primarily in older men (mean age, 62  years). The presenting symptoms are 

usually non-specific, and jaundice is often not present. Symptoms relating to the 

overproduction and release of lipase into the circulation are present in 10-15% 

of patients. Characteristic cytomorphologic features include a population of cells 

with minimal pleomorphism, eccentrically placed nuclei with a single prominent 

nucleoli and moderate hyperchromasia. The cytoplasm is finely granular, and 

the background may contain granular debris secondary to cytolysis. A 

significant proportion of the cases also have a minor neuroendocrine 

component or scattered neuroendocrine cells. Approximately 50% of  patients 

have metastatic disease at presentation, often restricted to the regional lymph 
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nodes and liver. The prognosis is poor, only slightly better than  that of 

pancreatic ductal adenocarcinoma. 
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TÍTULO / TITLE:  - Pancreatic cancer genomics: insights and opportunities for 

clinical translation. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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RESUMEN / SUMMARY:  - Pancreatic cancer is a highly lethal tumor type for which 

there are few viable therapeutic options. It is also caused by the accumulation 

of mutations in a variety of genes. These genetic alterations can be grouped 

into those that accumulate during pancreatic intraepithelial neoplasia (precursor 

lesions) and thus are present in all cells of the infiltrating carcinoma, and those 

that accumulate specifically within the infiltrating carcinoma during subclonal 

evolution, resulting in genetic heterogeneity. Despite this heterogeneity there 

are nonetheless commonly altered cellular functions, such as pathways 

controlling the cell cycle, DNA damage repair, intracellular signaling and 

development, which could provide for a variety of drug targets. This review aims 

to summarize current knowledge of the genetics and genomics of pancreatic 

cancer from its inception to metastatic colonization, and to provide examples of 

how this information can be translated into the clinical setting for therapeutic 

benefit and personalized medicine. 

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

[316] 

TÍTULO / TITLE:  - Clinical importance of Familial Pancreatic Cancer Registry in 

Japan: a report from kick-off meeting at International Symposium on Pancreas 

Cancer 2012. 
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RESUMEN / SUMMARY:  - Pancreatic cancer is still a highly lethal disease with a 

5-year survival rate of approximately 5 %. Early detection offers one of the best 

hopes for improving survival. Previous cohort studies and case-control studies 

showed that 4-10 % of  pancreatic cancers have a hereditary basis, and 

individuals with a family history have an increased risk of developing pancreatic 

and extra-pancreatic malignancies. Since individuals with a family history of 

pancreatic cancer and those with a known genetic syndrome that predisposes 

to pancreatic cancer will be the first to benefit from early detection tests as they 

become available, familial pancreatic cancer (FPC) registries have been 

established in the US and Europe, but not yet in Japan. Such registries form the 

basis for epidemiological  studies, clinical trials, and basic research on familial 

pancreatic cancer. There is a need for FPC registries in Japan as cancer risk 

varies among different populations and discoveries made in Western 

populations may not translate to the  Japanese population. These registries in 

Japan will align with ongoing international efforts and add to a better 

understanding of the natural history, risk factors, screening strategies, and 

responsible genes, for improving survival of this dismal disease. 

---------------------------------------------------- 
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TÍTULO / TITLE:  - Clinical decision making in the management of pancreatic 

cystic neoplasms. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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RESUMEN / SUMMARY:  - Pancreatic cystic lesions continue to pose diagnostic 

and management dilemmas for physicians. This may be related, in part, to the 

fact that these lesions represent a range of diagnostic possibilities, from 

inflammatory cysts and nonmucinous cysts to mucinous cysts, which may or 

may not have foci of invasive malignancy. Adequate characterization of cystic 

lesions is necessary to help devise a management plan. Moreover, patient-

related factors such as comorbid conditions are often essential in deciding 

whether patients should be managed by  a conservative approach of watchful 

waiting versus surgical resection, if so indicated. This review summarizes the 

recent advances in the management of pancreatic cystic neoplasms. 
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RESUMEN / SUMMARY:  - BACKGROUND: Solid pseudopapillary tumour (SPT) of 

the pancreas is a rare neoplasm of low malignant potential. The pathogenesis 

and guidelines for its treatment remain unclear. This study was designed to 

evaluate the diagnosis, surgical treatment and prognosis of SPT. STUDY 

DESIGN: A retrospective study during the period between January 1995 to 

October 2012. PATIENTS AND METHOD: Cases with SPTs treated at our 

institution were reviewed. Demographic data, clinical manifestations, 

radiological, surgical, and pathological records were reviewed for patients with 

SPT. RESULTS: Twenty four patients with SPT were identified (22 women and 

2 men with a mean age 24.83 +/- 8.66 (12-52 years). The tumour was located in 

the head in (50%) and in the body (8.3%) and in the tail (41.7%). The  mean 

size was 9.2 +/- 5.3 (3-25 cm). The main clinical presentation was abdominal 

pain in (83.3%). All 24 patients had curative resection including 

pancreaticoduodenectomy (50%), central pancreatectomy (8.3%) and distal 

pancreatectomy (41.7%). Sex, age, symptoms, tumour size, CT image and 

tumour markers were not significant clinical factors to predict SPT with 

malignant behavior. The recurrence rate was (8.3%) after 5 years 

postoperatively. No hospital mortality, all patients except 2 patients (8.3%) were 

alive at follow up period. The estimated 1, 3, and 5 year survival rate was 95%, 

95%, and 88%. CONCLUSION: SPT are rare neoplasms with malignant 

potential. Aggressive surgical  resection is needed even in presence of local 

invasion, and also for recurrence as patients had a good long term survival. 
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TÍTULO / TITLE:  - Surgically proved visually isoattenuating pancreatic 

adenocarcinoma undetected in both dynamic CT and MRI. Was blind 
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RESUMEN / SUMMARY:  - INTRODUCTION: Visually isoattenuating pancreatic 

adenocarcinoma is defined as a mass not directly visible on CT and 

recognizable only by secondary imaging signs. The frequency of isoattenuating 

pancreatic adenocarcinomas at dynamic-enhanced CT has been reported to 

range from 5.4% to 14%. Furthermore, 80% of the visually isoattenuating 

pancreatic adenocarcinomas are detectable in dynamic-enhanced MRI. 

Consequently, a pancreatic adenocarcinoma undetected in both the above 

imaging studies is an exceptionally rare event. PRESENTATION OF CASE: 

The present report  describes a case of a histologically proved 3.5cm pancreatic 

adenocarcinoma undetected in both dynamic-enhanced CT and MRI. The 

patient presented with progressive jaundice over the preceding 20 days. Initial 

abdominal CT showed a dilated pancreatic and common bile duct without 

demonstration of a lesion responsible for the clinical and imaging findings. 

Additional diagnostic work-up  with dynamic CT and dynamic MRI failed to 

reveal a definitive mass. ERCP revealed an irregular interruption of the 

pancreatic and distal common bile duct with upstream dilation. Blind radical 

pancreaticoduodenectomy was performed. Histologic examination showed a 

pT3pN1MO pancreatic ductal adenocarcinoma of the  head/neck. 

DISCUSSION: Isoattenuating pancreatic adenocarcinoma patients represent a 

small but meaningful subset of patients with pancreatic cancer, as they have 

better survival. The more favorable postsurgical survival makes it even more 

imperative to correctly diagnose their cases at early stages by obtaining further 

diagnostic work-up with dynamic pancreatic CT, dynamic MRI and endoscopic 

ultrasound. CONCLUSION: When the above studies fail to unmask the lesion, 

blind pancreaticoduodenectomy should be based on strong clinical suspicion 

and secondary imaging findings. 
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RESUMEN / SUMMARY:  - PURPOSE: Pancreatic cancer is a devastating disease 

for which the role of dietary factors remains inconclusive. Our objective was to 
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evaluate the risk of pancreatic cancer associated with nutrients found in fruits 

and vegetables and nutrient supplementation using a clinic-based case-control 

design. METHODS: Our study included 384 rapidly ascertained cases and 983 

controls frequency-matched on age at time of recruitment (in 5-year 

increments), race, sex, and region of residence. All subjects provided 

demographic information and completed a 144-item food frequency 

questionnaire in which they reported no change to their diet within 5 years prior 

to entering the study. Logistic regression was used to calculate odds ratios and 

95 % confidence intervals, adjusted for age, sex, smoking, body mass index, 

energy intake, and alcohol consumption. RESULTS: Results show a significant 

(trend p value < 0.05) inverse association between pancreatic cancer and 

nutrient/supplement groupings in a dose-dependent manner including 

magnesium, potassium, selenium, alpha-carotene, beta-carotene, beta-

cryptoxanthin, lutein and zeaxanthin, niacin, total alpha-tocopherol, total  

vitamin A activity, vitamin B6, and vitamin C. Adjusting for diabetes or total 

sugar intake did not result in significant changes. CONCLUSION: We conclude 

that  most nutrients obtained through consumption of fruits and vegetables may 

reduce the risk of developing pancreatic cancer. 
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pancreatic cancer-associated diabetes mellitus by iTRAQ-based quantitative 

proteomics. 
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RESUMEN / SUMMARY:  - Studies have revealed that pancreatic cancer (PC) may 

lead to diabetes mellitus (DM). We aimed to identify the proteins implicated in 

the development of PC-associated DM in PC tissues with DM. We used isobaric 

tags for relative and absolute quantitation (iTRAQ) coupled with two-

dimensional liquid chromatography-tandem mass spectrometry to compare 

protein expression in PC tissues with DM with that in PC tissues without DM 

and in adjacent nontumor tissues with or without DM. A total of 80 surgically 

resected fresh tissues from  40 PC patients were included to identify differential 

protein expression. Western blotting and immunohistochemistry were then 

applied to evaluate the differential  expression of selected proteins. A total of 

1611 proteins were repeatedly identified and quantified by performing the 
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iTRAQ-based experiments twice. Of these, 23 proteins were differentially 

expressed according to our defined criteria (12 upregulated and 11 

downregulated). The S100 calcium binding protein  A9 and aldehyde 

dehydrogenase 2 family were selected to validate the proteomic results by 

western blotting and immunohistochemistry. The identification of key proteins 

implicated in the development of PC-associated DM could serve as a 

foundation to better understand and further explore the etiology and 

pathogenesis of PC-associated DM. BIOLOGICAL SIGNIFICANCE: The 

identification of key proteins  implicated in the development of PC-associated 

DM could serve as a foundation to  better understand and further explore the 

etiology and pathogenesis of PC-associated DM. 
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RESUMEN / SUMMARY:  - CONTEXT: Studies have shown a relationship between 

history of diabetes and the risk of pancreatic cancer; however, the temporal 

relation between diabetes and pancreatic cancer is not clearly established. 

OBJECTIVES: Diabetes and diabetes duration were examined in relation to 

pancreatic cancer in a population-based case-control study and prospective 

cohort. METHODS: Case-control study: pancreatic cancer cases (n=200) from 

the Midwest were frequency matched by age and sex to population controls 

(n=673). Logistic regression yielded odds ratios (ORs) and 95% confidence 

intervals (95% CI). Iowa Women’s Health Study (IWHS) cohort: 292 incident 

pancreatic cancer cases occurred between 1986-2008 among 36,084 post-

menopausal, initially cancer-free women. Diabetes status and diagnosis age 

were ascertained at baseline and follow-ups. Proportional hazards regression 

yielded hazard ratios (HR, 95% CI) for pancreatic cancer in relation to baseline 

diabetes. Time-dependent analyses accounted for diabetes diagnosed after 

baseline. A nested-case control analysis assessed diabetes duration as a risk 

factor. RESULTS: In the case-control study, compared to participants without 

diabetes, the multivariate ORs (95% CI) for pancreatic cancer were 2.35 (1.24-

4.47) for those with diabetes and 4.00 (0.94-16.9), 2.79 (0.97-8.04), and 2.40 

(0.97-5.98) for diabetes durations of 2-5 years, 5.1-10 years, and more than 10 

years, respectively. In IWHS, compared to no diabetes, multivariate-adjusted 

HRs for pancreatic cancer were 1.86 (1.23-2.83) for baseline diabetes and 1.94 
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(1.40-2.69) adding diabetes during follow-up. In an IWHS nested case-control 

analysis, ORs were 1.70 (0.78-3.67), 2.62 (1.48-4.65), and 2.10 (1.36-3.24) for 

diabetes durations of 2-5 years, 5.1-10 years and more than 10 years, 

respectively, versus no diabetes. CONCLUSIONS: Diabetes is associated with 

pancreatic cancer risk and this is similar across different duration categories. 
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RESUMEN / SUMMARY:  - BACKGROUND: Pancreatic ductal adenocarcinoma 

(PDAC) is distinguished by rapid dissemination. Thus, genetic and/or epigenetic 

deregulation of metastasis suppressor genes (MSG) is a likely event during 

early pancreatic carcinogenesis and a potential diagnostic marker for the 

disease. We investigated 9 known MSGs for their role in the dissemination of 

PDAC and examined their promoters for methylation and its use in PDAC 

detection. METHODS: MRNA expression of 9 MSGs was determined in 18 

PDAC cell lines by quantitative RT-PCR and promoter methylation  was 

analyzed by Methylation Specific PCR and validated by Bisulfite Sequencing 

PCR. These data were compared to the cell lines’ in vivo metastatic and 

invasive  potential that had been previously established. Statistical analysis was 

performed with SPSS 20 using 2-tailed Spearman’s correlation with P < 0.05 

being  considered significant. RESULTS: Complete downregulation of MSG-

mRNA expression in PDAC cell lines vs. normal pancreatic RNA occurred in 

only 1 of 9 investigated genes. 3 MSGs (CDH1, TIMP3 and KiSS-1) were 

significantly methylated. Methylation only correlated to loss of mRNA 

expression in CDH1 (P < 0.05). Bisulfite Sequencing PCR showed distinct 

methylation patterns, termed constant and variable methylation, which could 

distinguish methylation-regulated from non methylation-regulated genes. Higher 

MSG mRNA-expression did not correlate to less aggressive PDAC-phenotypes 

(P > 0.14). CONCLUSIONS: Genes with metastasis suppressing functions in 

other tumor entities did not show evidence of assuming the same role in PDAC. 

Inactivation of MSGs by promoter methylation was an infrequent event and 

unsuitable as a diagnostic marker of PDAC. A distinct methylation pattern was 

identified, that resulted in reduced mRNA expression in all cases. Thus, 

constant methylation patterns could predict regulatory significance of a 
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promoter’s methylation prior to expression analysis and hence present an 

additional tool during target gene selection. 
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RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 

REVISTA / JOURNAL:  - Quant Imaging Med Surg. 2013 Apr;3(2):113-20. doi: 

10.3978/j.issn.2223-4292.2013.04.02. 

 ●●Enlace al texto completo (gratuito o de pago) 3978/j.issn.2223-

4292.2013.04.02 

AUTORES / AUTHORS:  - Yang MJ; Li S; Liu YG; Jiao N; Gong JS 

INSTITUCIÓN / INSTITUTION:  - Department of Radiology, Shenzhen People’s 

Hospital, Jinan University Second Clinical Medical College, Shenzhen 518020, 

PR China. 

RESUMEN / SUMMARY:  - Pancreatic adenocarcinoma is the most common 

malignancy of the pancreas with high death rate. Preoperative imaging is crucial 

for the assessment of the disease and the planning of treatment. In this review, 

we discussed the common and unusual findings of pancreatic carcinoma. The 

common CT and MR findings include hypovascular mass, dilataion of upstream 

biliary and pancreatic ducts, invasion to adjacent structures and metastasis. 

The uncommon CT and MR findings include: a cystic mass, a mass without 

dilataion of upstream ducts, multiple masses or a lesion diffusively infiltrating 

most parts of the pancreas without distorting its configuration. 
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RESUMEN / SUMMARY:  - CONTEXT: Anaplastic pancreatic carcinoma is a rare 

tumor with poor survival. Data on surgical and medical therapies are currently 

limited to case reports and case  series with small numbers. CASE REPORT: 

We describe a case of multifocal anaplastic pancreatic carcinoma treated with 

neoadjuvant FOLFIRINOX (oxaliplatin, irinotecan, fluorouracil and leucovorin) 

and total pancreatectomy with subsequent patient disease-free survival 

currently at 12 months. DISCUSSION: The goal for anaplastic pancreatic 
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carcinoma treatment should continue to be complete surgical resection. 

Optimum chemotherapeutic options continue to be investigated. 
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RESUMEN / SUMMARY:  - BACKGROUND: Neo-adjuvant chemotherapy (CHT) 

has gained increasing importance in resectable and borderline resectable 

pancreatic cancer leading to a better performing surgery when we look at 

negative resection margins and selection of patients with less aggressive 

disease. We apply this principle to patients with Stage III (LAC) pancreatic 

cancer undergoing RFA and try to select patients who may benefit from a local 

treatment. METHODS: All patients affected by LAC were treated with RFA for a 

stable disease after a short CHT. Postoperative morbidity  and mortality were 

evaluated together with overall survival (OS) and disease specific survival 

(DSS). RESULTS: We consecutively treated 57 patients affected by LAC. 

Median duration of CHT before RFA was 5 months. The postoperative mortality 

rate was zero. Overall morbidity was 14 % with RFA-related morbidity of 3.5 %. 

The OS and DSS were 19 months and when compared to a similar population 

who received RFA as up front treatment, there was no difference. 

CONCLUSIONS: Our results do not support the adoption of a short CHT as a 

way to identify patients  to treat with RFA with the most benefit. Based on this 

and by knowing the role of immune modulation after RFA and its specific 

involvement in pancreatic carcinoma, we can propose RFA as upfront 

treatment. 
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RESUMEN / SUMMARY:  - Pancreatic ductal adenocarcinoma (PDA) is the fourth 

leading cause of cancer-related death in the United States with a 95% five-year 

mortality rate. For over a decade, gemcitabine (GEM) has been the established 

first-line treatment for this disease despite suboptimal response rates. The 

development of  PARP inhibitors that target the DNA damage repair mechanism 

in PDA cells has generated encouraging pre-clinical results. Ubiquitin-specific 

peptidase 11 (USP11), an enzyme that interacts with BRCA2, was recently 

discovered to play a key role in DNA double-strand break repair and may be a 

novel therapeutic target. Using a systematic high-throughput approach, we 

biochemically screened 2000 FDA approved and pharmacologically active 

compounds for inhibition of USP11 enzymatic activity. We identified six active 

small molecules that inhibit USP11 enzymatic activity. An in vitro drug sensitivity 

assay demonstrated that one of these USP11 inhibitors, mitoxantrone, affected 

PDA cell survival with an IC50 of less than 10 nM. Across six different PDA cell 

lines, two with defects in the Fanconi Anemia/BRCA2 pathway (Hs766T and 

Capan-1), mitoxantrone is 40 to 20,000-fold more potent than GEM, with 

increased endogenous USP11 mRNA levels associated with increased 

sensitivity to mitoxantrone. USP11 silencing in PDA cells also enhanced 

sensitivity to GEM. These findings establish a model for rapid discovery of FDA 

approved compounds by complementing in vitro biochemical experiments with 

cell culture studies. Further, they provide a strong rationale to study 

mitoxantrone in pre-clinical and early-phase clinical settings for the treatment of 

PDA. 
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RESUMEN / SUMMARY:  - The objective of this study was to evaluate qualitative 

and quantitative biodistribution of epidermal growth factor receptor (EGFR)-

targeted thiolated type B gelatin nanoparticles in vivo in subcutaneous human 

pancreatic adenocarcinoma (Panc-1) bearing female SCID Beige mice. EGFR-

targeted nanoparticles showed preferential and sustained accumulation in the 

tumor mass, especially at early time points. Higher blood concentrations and 

higher tumor accumulations were observed with PEG-modified and EGFR-

targeted nanoparticles during the study (AUClast: 17.38 and 19.56%ID/mL.h in 

blood, 187 and 322%ID/g.h in tumor for PEG-modified and EGFR-targeted 

nanoparticles, respectively), as compared to control, unmodified particles 

(AUClast: 10.71%ID/mL.h in blood and 138%ID/g.h in tumor). EGFR-targeted 

nanoparticles displayed almost twice tumor targeting efficiency than either PEG-

modified or the unmodified nanoparticles, highlighting the efficacy of the active 

targeting strategy. In conclusion, this study shows that EGFR-targeted and 

PEG-modified nanoparticles were suitable vehicles for specific systemic 

delivery in subcutaneous Panc-1 tumor xenograft models. 
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RESUMEN / SUMMARY:  - BACKGROUND: Differentiating pancreatic cancer (PC) 

from normal tissue by computer-aided diagnosis of EUS images were quite 

useful. The current study was designed to investigate the feasibility of using 

computer-aided diagnostic (CAD)  techniques to extract EUS image parameters 

for the differential diagnosis of PC and chronic pancreatitis (CP). 

METHODOLOGYPRINCIPAL FINDINGS: This study recruited 262 patients with 
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PC and 126 patients with CP. Typical EUS images were  selected from the 

sample sets. Texture features were extracted from the region of interest using 

computer-based techniques. Then the distance between class algorithm and 

sequential forward selection (SFS) algorithm were used for a better combination 

of features; and, later, a support vector machine (SVM) predictive model was 

built, trained, and validated. Overall, 105 features of 9 categories were 

extracted from the EUS images for pattern classification. Of these features, the 

16 were selected as a better combination of features. Then, SVM predictive 

model was built and trained. The total cases were randomly divided into a 

training set and a testing set. The training set was used to train the SVM, and 

the testing set was used to evaluate the performance of the SVM. After 200 

trials of randomised experiments, the average accuracy, sensitivity, specificity, 

the positive and negative predictive values of pancreatic cancer were 94.2+/-

0.1749%,96.25+/-0.4460%, 93.38+/-0.2076%, 92.21+/-0.4249% and 96.68+/-

0.1471%, respectively. CONCLUSIONSSIGNIFICANCE: Digital image 

processing  and computer-aided EUS image differentiation technologies are 

highly accurate and non-invasive. This technology provides a kind of new and 

valuable diagnostic tool for the clinical determination of PC. 
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RESUMEN / SUMMARY:  - BACKGROUND: Administration of streptozotocin (STZ) 

at a 21-day interval has been  described in dogs with stage II and III insulinoma. 

Myelosuppression was not observed, suggesting the possibility of increasing 

dose intensity by decreasing the interval between doses. OBJECTIVE: To 

describe the tolerability of a biweekly STZ protocol. A secondary objective was 

to describe the outcome of dogs treated with this protocol. ANIMALS: Nineteen 

dogs with residual local, metastatic, or recurrent insulinoma. METHODS: After 

surgery for insulinoma, or at the time of recurrence, dogs were treated with a 

previously described STZ and saline diuresis protocol. Treatments were 

administered every 14 days. All dogs received antiemetic treatment. Adverse 

events (AEs) were recorded and graded. Outcome endpoints assessed were 

progression-free survival (PFS) and survival. RESULTS: None of the dogs 

experienced neutropenia or thrombocytopenia. Mild to moderate gastrointestinal 
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toxicity was the most common AE. Diabetes mellitus was observed  in 8 dogs 

and, in 6, resulted in euthanasia or death. Two dogs developed nephrotoxicity 

manifested as Fanconi syndrome in 1 and nephrogenic diabetes insipidus in the 

other. Six dogs developed increased alanine amino transferase activity. 

Hypoglycemia at the end of the STZ infusion, resulted in collapse in 1  dog and 

a generalized seizure in another. The median overall PFS and survival time 

were 196 and 308 days, respectively. CONCLUSIONS AND CLINICAL 

IMPORTANCE: Streptozotocin can be safely administered to dogs with 

insulinoma, but serious AEs are possible. Additional investigation is required to 

better define the role  of STZ in managing dogs with insulinoma. 
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RESUMEN / SUMMARY:  - BACKGROUND: Despite median survival of less than 6 

months, there is a significant proportion of advanced pancreatic cancer patients 

who progress on gemcitabine that remains fit, and these patients are 

candidates for second-line treatment. OBJECTIVE: The objective of this study is 

to evaluate the efficacy and safety of  oxaliplatin plus 5-fluorouracil and folinic 

acid in patients with gemcitabine-pretreated advanced pancreatic cancer. 

PATIENTS AND METHODS: Thirty patients with advanced pancreatic cancer 

who were pretreated with gemcitabine received oxaliplatin (85 mg/m2) on days 

1 and 15 followed by leucovorin (20 mg/m2) and 5-fluorouracil (500 mg/m2) on 

days 1, 8, and 15. The cycle was repeated every 3 weeks. RESULTS: The 

majority of patients (80 %) had locally advanced disease. Median age was 63 

years, and 60 % were males. The liver was the most common site of 

metastasis. Partial response was observed in 2 patients (6.7  %) and stable 

disease in 6 patients (20 %), while 12 patients progressed (40 %).  Improved 

performance status was reported in 10 patients (33.3 %). The median duration 

of response was 13 weeks, and median overall survival was 22 weeks. There 

was no grade 4 toxicity apart from grade 4 neutropenia in 6.6 % of patients. 

Neutropenia (46.5 %) and neuropathy (43.2 %) were the most common 

toxicities, while hand-foot syndrome was the least frequent one (20 %). There 

were no treatment-related deaths. The 6-month survival rate was 30 %. 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23606201&dopt=Abstract
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CONCLUSION: This regimen is feasible and active with an acceptable toxicity; 

however, further investigation in phase III trial is needed. 

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

[333] 

TÍTULO / TITLE:  - Solid pseudo papillary tumor of the pancreas: An unusual 

tumor in children. 

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

REVISTA / JOURNAL:  - J Indian Assoc Pediatr Surg. 2013 Jan;18(1):38-40. doi: 

10.4103/0971-9261.107019. 

 ●●Enlace al texto completo (gratuito o de pago) 4103/0971-9261.107019 

AUTORES / AUTHORS:  - Parelkar SV; Oak SN; Kapadnis SP; Sanghvi BV; Joshi 

PB; Sathe P; Mundada D; Shetty S 

INSTITUCIÓN / INSTITUTION:  - Department of Pediatric Surgery, King Edward 

Memorial Hospital, Parel, Mumbai, India. 

RESUMEN / SUMMARY:  - An 11-year-old girl with a pancreatic solid pseudo 

papillary tumor (SPT) is reported. Contrast enhanced computerized tomography 

(CECT) & Magnetic resonant imaging (MRI) abdomen revealed a well-defined 

inhomogenous mass arising from the  retro-peritoneum in the left upper 

quadrant of the abdomen possibly from the tail of the pancreas. USG guided 

biopsy of tumor showed benign pseudo papillary tumor  of pancreas. Complete 

excision of the tumor was carried out. Histopathology revealed pancreatic 

pseudo papillary tumor. Patient did well postoperatively & is on regular follow-

up. 

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

[334] 

TÍTULO / TITLE:  - Immunohistochemical analysis of E-cadherin and zeste 

homolog 2 expression in endoscopic ultrasound-guided fine-needle aspiration of 

pancreatic adenocarcinoma. 

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

REVISTA / JOURNAL:  - Cancer Cytopathol. 2013 May 14. doi: 

10.1002/cncy.21310. 

 ●●Enlace al texto completo (gratuito o de pago) 1002/cncy.21310 

AUTORES / AUTHORS:  - Gao L; Antic T; Hyjek E; Gong C; Mueller J; Waxman I; 

Demay RM; Reeves W 

INSTITUCIÓN / INSTITUTION:  - Department of Pathology, The University of 

Chicago, Chicago, Illinois. 

RESUMEN / SUMMARY:  - BACKGROUND: Recent studies have demonstrated 

that partial or complete loss of E-cadherin (EC) and nuclear accumulation of 

zeste homolog 2 (EZH2) are hallmarks  of poorly differentiated pancreatic 

adenocarcinoma (PAC). Depletion of EZH2 sensitizes cancer cells to 

chemotherapy in vitro. The objective of this study was to determine EC and 

EZH2 expression by immunohistochemistry (IHC) in samples obtained by 

endoscopic ultrasound-guided fine-needle aspiration (EUS-FNA) as potential 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23599585&dopt=Abstract
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biomarkers for treatment and disease prognosis. METHODS: Thirty-eight EUS-

FNA samples from patients with a PAC diagnosis were analyzed by IHC for EC 

and EZH2 expression. Seven corresponding surgical resection specimens were 

included in the study. The intensity of EZH2 and EC expression in PAC and in 

normal gastrointestinal pick-ups (internal positive control) was scored by using  

a 4-tier grading system. RESULTS: EC demonstrated a focal, weak-to-

moderate decrease in 24 PAC samples. Complete loss of EC expression was 

observed in the poorly differentiated areas represented by single tumor cells. 

The average staining intensity of EC in samples of poorly differentiated PAC 

was significantly lower than that of moderately differentiated PAC samples (P = 

.0005). EZH2 was variably positive in 31 of 38 PAC samples. The average 

staining  intensity of EZH2 in moderately and poorly differentiated PACs did not 

differ significantly (P = .81). CONCLUSIONS: EC and EZH2 expression was 

determined reliably by IHC on paraffin sections of EUS-FNA cell block 

specimens. The current results were consistent with prior reports indicating a 

decrease or loss of EC expression in poorly differentiated PAC. However, EZH2 

expression did not always  correlate inversely with EC expression and was 

more heterogeneous. Cancer (Cancer Cytopathol) 2013. © 2013 American 

Cancer Society. 

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

[335] 

TÍTULO / TITLE:  - Plectin-1 Targeted AAV Vector for the Molecular Imaging of 

Pancreatic Cancer. 

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

REVISTA / JOURNAL:  - Front Oncol. 2013 Apr 18;3:84. doi: 

10.3389/fonc.2013.00084. Print 2013. 

 ●●Enlace al texto completo (gratuito o de pago) 3389/fonc.2013.00084 

AUTORES / AUTHORS:  - Konkalmatt PR; Deng D; Thomas S; Wu MT; Logsdon 

CD; French BA; Kelly KA 

INSTITUCIÓN / INSTITUTION:  - Department of Biomedical Engineering, University 

of Virginia Charlottesville, VA, USA. 

RESUMEN / SUMMARY:  - Pancreatic ductal adenocarcinoma (PDAC) is highly 

malignant disease that is the fourth leading cause of cancer-related death in the 

US. Gene therapy using AAV vectors to selectively deliver genes to PDAC cells 

is an attractive treatment option for pancreatic cancer. However, most AAV 

serotypes display a broad spectrum of tissue tropism and none of the existing 

serotypes specifically target PDAC cells. This study tests the hypothesis that 

AAV2 can be genetically re-engineered to specifically target PDAC cells by 

modifying the capsid surface to display a peptide that has previously been 

shown to bind plectin-1. Toward this end, a Plectin-1 Targeting Peptide (PTP) 

was inserted into the loop IV region of the AAV2 capsid, and the resulting 

capsid (AAV-PTP) was used in a series of in vitro and in vivo experiments. In 

vitro, AAV-PTP was found to target all five human PDAC cell lines tested 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23616947&dopt=Abstract
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(PANC-1, MIA PaCa-2, HPAC, MPanc-96, and BxPC-3) preferentially over two 

non-neoplastic human pancreatic cell lines (human pancreatic ductal epithelial 

and human pancreatic stellate cells). In vivo, mice  bearing subcutaneous tumor 

xenografts were generated using the PANC-1 cell line.  Once tumors reached a 

size of approximately 1-2 mm in diameter, the mice were injected intravenously 

with luciferase reporter vectors packaged in the either AAV-PTP or wild type 

AAV2 capsids. Luciferase expression was then monitored by bioluminescence 

imaging on days 3, 7, and 14 after vector injection. The results  indicate that the 

AAV-PTP capsid displays a 37-fold preference for PANC-1 tumor xenographs 

over liver and other tissues; whereas the wild type AAV2 capsid displays a 

complementary preference for liver over tumors and other tissues. Together, 

these results establish proof-of-principle for the ability of PTP-modified AAV 

capsids to selectively target gene delivery to PDAC cells in vivo, which opens 

promising new avenues for the early detection, diagnosis, and treatment of 

pancreatic cancer. 

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

[336] 

TÍTULO / TITLE:  - False-negative rate of endoscopic ultrasound-guided fine-

needle aspiration for pancreatic solid and cystic lesions with matched surgical 

resections as the gold  standard: One Institution’s Experience. 

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

REVISTA / JOURNAL:  - Cancer Cytopathol. 2013 May 15. doi: 

10.1002/cncy.21299. 

 ●●Enlace al texto completo (gratuito o de pago) 1002/cncy.21299 

AUTORES / AUTHORS:  - Woolf KM; Liang H; Sletten ZJ; Russell DK; Bonfiglio 

TA; Zhou Z 

INSTITUCIÓN / INSTITUTION:  - Department of Pathology and Laboratory Medicine, 

University of Rochester Medical  Center, Rochester, New York. 

RESUMEN / SUMMARY:  - BACKGROUND: The diagnosis of pancreatic tumors is 

often complicated because of sampling and interpretive challenges. The current 

study was performed to determine the rates, types, and causes of diagnostic 

discrepancies. METHODS: The  authors retrospectively reviewed cytology 

cases from 2004 to 2010 using matched surgical resection cases as the gold 

standard. RESULTS: A total of 733 cases were divided into 3 categories: 1) 

positive or suspicious (290 cases); 2) negative or  atypical (403 cases); and 3) 

unsatisfactory (40 cases). Of these cases, 101 fine-needle aspiration (FNA) 

cases had matched surgical resections including 58 positive diagnoses, 39 

negative diagnoses, and 4 unsatisfactory diagnoses. All 19 discrepant cases 

represented false-negative diagnoses without any false-positive  cases noted, 

which included 2 cases with interpretive errors (10%) and 17 cases with 

sampling errors (90%). All matched cytology cases were divided into 5 

subgroups based on the type of lesion or type of error and were analyzed for 

sensitivity and specificity. The sampling error rate in cystic lesions (8 of 24;  
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33%) was significantly higher than that in solid lesions (9 of 73; 12%). The false-

negative rate in the interpretive error group (3%) was significantly lower  than 

that in the sampling error group (23%). CONCLUSIONS: The results of the 

current study confirm that pancreatic endoscopic ultrasound-guided FNA 

diagnosis  has a very low false-positive rate but a relatively high false-negative 

rate using matched surgical resections as the gold standard. The major cause 

of a false-negative cytology diagnosis is sampling error and the rate of sampling 

error in cystic lesions is significantly higher than that in solid lesions. Cancer 

(Cancer Cytopathol) 2013. © 2013 American Cancer Society. 

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

[337] 

TÍTULO / TITLE:  - Inspired to improve outcomes in pancreatic cancer. 

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

REVISTA / JOURNAL:  - Future Oncol. 2013 Jun;9(6):781-4. doi: 

10.2217/fon.13.45. 

 ●●Enlace al texto completo (gratuito o de pago) 2217/fon.13.45 

AUTORES / AUTHORS:  - Corrie P 

INSTITUCIÓN / INSTITUTION:  - Oncology Centre, Cambridge University Hospitals 

NHS Foundation Trust, Hills Road, Cambridge, CB2 0QQ, UK. 

pippa.corrie@addenbrookes.nhs.uk. 

RESUMEN / SUMMARY:  - Pippa Corrie speaks to Natasha Galukande, Assistant 

Commissioning Editor. Dr Corrie undertook a PhD in anticancer drug 

development before qualifying in medicine at Oxford University (Oxford, UK) 

and training in medical oncology at the University of Birmingham (Birmingham, 

UK). Pippa is now a Consultant Medical  Oncologist and University Associate 

Lecturer at Cambridge University Hospitals NHS Foundation Trust (Cambridge, 

UK). She is Clinical Director for Systemic Therapies in the Cancer Division at 

Addenbrooke’s Hospital (Cambridge, UK), which sees over 3000 new patients 

each year, and lead Oncologist for the pancreatic cancer service at 

Addenbrooke’s Hospital and across the Anglia Cancer Network. She is Deputy 

Director of the Cambridge Cancer Trials Centre (Cambridge, UK) and  a 

member of the National Cancer Research Institute Pancreatic Cancer Clinical 

Studies Group. Her goal is to improve outcomes for patients with 

chemoresistant cancers through the conduct of clinical trials. Her specialist 

interests are pancreaticobiliary cancers and melanoma, researching 

mechanisms of response and resistance to anticancer drugs. 

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

[338] 

TÍTULO / TITLE:  - Computed tomography-based diagnostics might be insufficient 

in the determination  of pancreatic cancer unresectability. 

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

REVISTA / JOURNAL:  - World J Gastrointest Surg. 2013 Apr 27;5(4):83-96. doi: 

10.4240/wjgs.v5.i4.83. 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23718296&dopt=Abstract
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 ●●Enlace al texto completo (gratuito o de pago) 4240/wjgs.v5.i4.83 

AUTORES / AUTHORS:  - Egorov VI; Petrov RV; Solodinina EN; Karmazanovsky 

GG; Starostina NS; Kuruschkina NA 

INSTITUCIÓN / INSTITUTION:  - Vyacheslav I Egorov, Department of Surgical 

Oncology, Ostroumov 14 City Hospital, Sechenov First State Medical 

University, 119048 Moscow, Russia. 

RESUMEN / SUMMARY:  - AIM: To inquire into a question of an overestimation of 

arterial involvement in patients with pancreatic cancer (PC). METHODS: 

Radiology data were compared with  the findings from 51 standard, 58 

extended and 17 total pancreaticoduodenectomies; 9 distal resections with 

celiac artery (CA) excision;  and 28 palliations for PC. The survival of 11 

patients with controversial computed tomography (CT) and endoscopic 

ultrasound data with regard to arterial invasion, after R0/R1 procedures (false-

positive CT results, Group A), was compared to survival after eight R2 

resections (false-negative CT results, Group  B) and after 12 bypass 

procedures for locally advanced cancer (true-positive CT results, Group C). 

RESULTS: In all of the cases in group A, operative exploration revealed no 

arterial invasion, which was predicted by CT. The one-year survival in Group A 

was 88.9%, and the two-year survival was 26.7%, with a median follow-up of 22 

mo. One-year survival was not attained in groups B and C, with a  significant 

difference in survival (P a-b = 0.0029, P b-c = 0.003). CONCLUSION: Arterial 

encasement on CT does not necessarily indicate arterial invasion. Whenever 

PC is considered unresectable, endoUS should be used. In patients with 

controversial CT an EUS data for peripancreatic arteries involvement radical 

resection might be possible, providing survival benefits as compared to R2- 

resections or palliative surgery. 

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

[339] 

TÍTULO / TITLE:  - A case of esophageal squamous cell carcinoma with 

pancreatic metastasis. 

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

REVISTA / JOURNAL:  - Clin Endosc. 2013 Mar;46(2):197-200. doi: 

10.5946/ce.2013.46.2.197. Epub 2013 Mar 31. 

 ●●Enlace al texto completo (gratuito o de pago) 5946/ce.2013.46.2.197 

AUTORES / AUTHORS:  - Park C; Jang JY; Kim YH; Hwang EJ; Na KY; Kim KY; 

Park JH; Chang YW 

INSTITUCIÓN / INSTITUTION:  - Division of Gastroenterology and Hepatology, 

Department of Internal Medicine, Kyung Hee University Medical Center, Kyung 

Hee University School of Medicine, Seoul, Korea. 

RESUMEN / SUMMARY:  - Solitary pancreatic metastasis of esophageal cancer is 

extremely rare. We report  the case of a 58-year-old male admitted with 

esophageal cancer. Additional asymptomatic solitary hepatic and pancreatic 

masses were observed in the staging  work-up for esophageal cancer. The 
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hepatic mass was confirmed as a primary hepatocellular carcinoma with an 

ultrasound-guided needle biopsy. An esophagectomy with a distal 

pancreatectomy and radiofrequency ablation for hepatocellular carcinoma were 

performed. Histologically, the pancreatic mass was  confirmed to be a 

metastasis from the esophageal cancer. The patient has been followed up with 

chemotherapy. 

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

[340] 

TÍTULO / TITLE:  - Pancreatic insulinoma combined with glucagon positive cell: A 

case report. 

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

REVISTA / JOURNAL:  - World J Gastrointest Surg. 2013 Mar 27;5(3):68-72. doi: 

10.4240/wjgs.v5.i3.68. 

 ●●Enlace al texto completo (gratuito o de pago) 4240/wjgs.v5.i3.68 

AUTORES / AUTHORS:  - Yamashita S; Tanaka N; Takahashi M; Nagai M; Furuya 

T; Suzuki Y; Nomura Y 

INSTITUCIÓN / INSTITUTION:  - Suguru Yamashita, Nobutaka Tanaka, Michiro 

Takahashi, Motoki Nagai, Takatoshi Furuya, Yukihiro Nomura, Department of 

Surgery, Asahi General Hospital, Chiba 289-2511, Japan. 

RESUMEN / SUMMARY:  - We present a 70-year-old man who was referred for 

surgery with uncontrollable hypoglycemia. Ultrasonography and abdominal 

contrast computed tomography revealed a hypervascular tumor of 1 cm in 

diameter in the pancreatic tail. With a diagnosis of insulinoma, we performed a 

distal pancreatectomy. The patient showed a good postoperative course without 

any complications. The patient’s early morning fasting hypoglycemia 

disappeared. The respective levels of C-peptide and  insulin dropped from 14.9 

ng/mL and 4860 muIU/mL preoperatively to 5.3 ng/mL and  553 muIU/mL after 

surgery. A histopathological examination demonstrated that the  tumor was a 

pancreatic neuroendocrine tumor, grade 1. Immunostaining was negative for 

insulin and positive for CD56, chromogranin A, synaptophysin and glucagon. 

These findings suggested that the tumor was clinically an insulinoma but 

histopathologically a glucagonoma. Among all insulinoma cases reported 

between 1985 and 2010, only 5 cases were associated with independent 

glucagonoma. In this report, we characterize and discuss this rare type of 

insulinoma by describing the case we experienced in detail. 

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

[341] 

TÍTULO / TITLE:  - Solid-pseudopapillary neoplasm (SPN) of the pancreas: case 

series and literature  review on an enigmatic entity. 

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

REVISTA / JOURNAL:  - Int J Clin Exp Pathol. 2013 May 15;6(6):1051-9. Print 

2013. 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23556064&dopt=Abstract
http://dx.doi.org/10.4240/wjgs.v5.i3.68
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23696922&dopt=Abstract


254 

 

AUTORES / AUTHORS:  - Vassos N; Agaimy A; Klein P; Hohenberger W; Croner 

RS 

INSTITUCIÓN / INSTITUTION:  - Department of Surgery, University Hospital 

Erlangen, Germany. 

RESUMEN / SUMMARY:  - Solid pseudopapillary neoplasm (SPN) of the pancreas 

is a rare tumor which typically affects young women without significant clinical 

symptoms. SPN usually  shows an indolent behavior and only rare cases recur 

and/or metastasize after complete resection. We report our experience with four 

cases of SPN of the pancreas. All four patients were female with an age range 

of 15-42 years (mean age: 24.5 years). Two patients presented with abdominal 

pain, one with abdominal  mass and one with acute abdominal signs following 

blunt trauma. Tumor’s size ranged from 1 to 16 cm (mean size: 5.5 cm). Two 

tumors were diagnosed preoperatively through percutaneous core needle 

biopsy and two underwent surgery  without preoperative diagnosis because of 

high suspicion of SPN based on clinical and radiological findings. By 

immunohistochemistry, all cases stained strongly for vimentin, progesterone-

receptor and beta-catenin (nuclear) and variably with  pankeratin and 

neuroendocrine markers. The proliferation index (Ki-67) was <2% in all cases. 

After a median follow-up of 40 months (range: 24-57 months), all patients were 

alive with no evidence of recurrence or metastatic disease. In conclusion, SPN 

of the pancreas should be considered in the differential diagnosis of any solid 

and partly cystic pancreatic or upper abdominal mass, particularly in young 

females. SPN possesses a low malignant potential and complete surgical 

resection with clear margins is the treatment of choice. Following R0 resection, 

SPN has an excellent prognosis. 

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

[342] 

TÍTULO / TITLE:  - Metastasis-induced Pancreatitis: Case Report. 

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

REVISTA / JOURNAL:  - Prague Med Rep. 2013;114(1):39-42. 

AUTORES / AUTHORS:  - Leung E; Prasher A; Francombe J; Brocklebank A; Joy 

H 

INSTITUCIÓN / INSTITUTION:  - Department of Surgery, Birmingham City Hospital, 

Birmingham, United Kingdom. 

RESUMEN / SUMMARY:  - This report aims to highlight the importance of 

malignancy exclusion in the absence of common aetiology in acute pancreatitis. 

An 83-year-old woman presented acutely with pancreatitis. There had been no 

history suggestive of gallstones disease and she rarely consumed alcohol. 

Subsequent ultrasound scan revealed no gallstones but multiple liver metastatic 

lesions. Further carcinomatosis involving the pancreas, right ovary, pelvic 

lymphatics and nodular disease of the lungs was demonstrated on computed 

tomography. Immuno-histochemistry of liver biopsy showed positivity for 

markers suggestive of metastasis arising from lung small cell carcinoma. The 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23547725&dopt=Abstract
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case was discussed at the lung multidisciplinary meeting and the patient was 

referred for community palliative care. Early diagnosis of metastasis induced 

pancreatitis allows immediate institution of palliative care, if not suitable for 

aggressive pharmaco-surgical intervention. 

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

[343] 

TÍTULO / TITLE:  - Recurrence of a pancreatic cystic lymphangioma after 

diagnosis and complete drainage by endoscopic ultrasound with fine-needle 

aspiration. 

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

REVISTA / JOURNAL:  - JOP. 2013 May 10;14(3):280-2. doi: 10.6092/1590-

8577/1347. 

AUTORES / AUTHORS:  - Mansour NM; Salyers WJ Jr 

INSTITUCIÓN / INSTITUTION:  - Department of Internal Medicine, University of 

Kansas School of Medicine-Wichita. Wichita, KS, USA. nmansour@gmail.com. 

RESUMEN / SUMMARY:  - CONTEXT: Lymphangiomas are uncommon benign 

neoplasms that result from a blockage  of the lymphatic system. Pancreatic 

cystic lymphangiomas are extremely rare. Pancreatic cystic lymphangiomas 

have been classically diagnosed on histopathologic examination following 

surgical excision, but recent reports have  demonstrated successful diagnosis 

using endoscopic ultrasound with fine-needle aspiration (EUS-FNA). Data on 

the natural history of these lesions following drainage via EUS-FNA are lacking. 

We present a case of successful initial diagnosis and drainage of a pancreatic 

cystic lymphangioma using EUS-FNA, with unfortunate recurrence of the lesion 

four months later. CASE REPORT: A 50-year-old female was evaluated for 

epigastric abdominal pain and nausea. CT scan revealed a 4 cm retroperitoneal 

cystic lesion. EUS-FNA was performed with complete drainage of the lesion 

using a 22-gauge needle. Twenty-five mL of chylous white fluid was obtained 

with laboratory analysis consistent with a pancreatic cystic lymphangioma. The 

patient was symptom-free for 4 months following drainage, but eventually had 

symptoms again with a CT scan confirming recurrence. CONCLUSIONS: While 

EUS-FNA is effective for the diagnosis of pancreatic cystic lymphangiomas, its 

role in the management of these lesions is questionable. Temporary relief of 

symptoms can be achieved after EUS-guided drainage, but recurrence is a 

concern. Definitive cure likely requires complete surgical excision. 

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

[344] 

TÍTULO / TITLE:  - Endoscopic ultrasound elastography for pancreatic cancer 

diagnosis: a step forward? 

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

REVISTA / JOURNAL:  - Clin Endosc. 2013 Mar;46(2):116-7. doi: 

10.5946/ce.2013.46.2.116. Epub 2013 Mar 31. 

 ●●Enlace al texto completo (gratuito o de pago) 5946/ce.2013.46.2.116 
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AUTORES / AUTHORS:  - Lee WJ 

INSTITUCIÓN / INSTITUTION:  - Pancreatobiliary Cancer Clinic, Center for Liver 

Cancer, National Cancer Center,  Goyang, Korea. 
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[345] 

TÍTULO / TITLE:  - Evaluation of (89)Zr-labeled human anti-CD147 monoclonal 

antibody as a positron emission tomography probe in a mouse model of 

pancreatic cancer. 

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

REVISTA / JOURNAL:  - PLoS One. 2013;8(4):e61230. doi: 

10.1371/journal.pone.0061230. Epub 2013 Apr 5. 

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

1371/journal.pone.0061230 

AUTORES / AUTHORS:  - Sugyo A; Tsuji AB; Sudo H; Nagatsu K; Koizumi M; Ukai 

Y; Kurosawa G; Zhang MR; Kurosawa Y; Saga T 

INSTITUCIÓN / INSTITUTION:  - Diagnostic Imaging Group, Molecular Imaging 

Center, National Institute of Radiological Sciences, Chiba, Japan. 

RESUMEN / SUMMARY:  - INTRODUCTION: Pancreatic cancer is an aggressive 

cancer and its prognosis remains poor. Therefore, additional effective therapy is 

required to augment and/or complement current therapy. CD147, high 

expression in pancreatic cancer, is involved in the metastatic process and is 

considered a good candidate for targeted therapy. CD147-specfic imaging could 

be useful for selection of appropriate patients. Therefore, we evaluated the 

potential of a fully human anti-CD147 monoclonal antibody 059-053 as a new 

positron emission tomography (PET) probe for pancreatic cancer. METHODS: 

CD147 expression was evaluated in four pancreatic cancer cell lines (MIA 

Paca-2, PANC-1, BxPC-3, and AsPC-1) and a  mouse cell line A4 as a negative 

control. Cell binding, competitive inhibition and internalization assays were 

conducted with (125)I-, (67)Ga-, or (89)Zr-labeled 059-053. In vivo 

biodistribution of (125)I- or (89)Zr-labeled 059-053 was conducted in mice 

bearing MIA Paca-2 and A4 tumors. PET imaging with  [(89)Zr]059-053 was 

conducted in subcutaneous and orthotopic tumor mouse models.  RESULTS: 

Among four pancreatic cancer cell lines, MIA Paca-2 cells showed the highest 

expression of CD147, while A4 cells had no expression. Immunohistochemical 

staining showed that MIA Paca-2 xenografts also highly expressed CD147 in 

vivo. Radiolabeled 059-053 specifically bound to MIA Paca-2 cells with high 

affinity, but not to A4. [(89)Zr]059-053 uptake in MIA Paca-2 tumors increased 

with time from 11.0+/-1.3% injected dose per gram (ID/g) at day  1 to 16.9+/-

3.2% ID/g at day 6, while [(125)I]059-053 uptake was relatively low and 

decreased with time, suggesting that 059-053 was internalized into tumor cells 

in vivo and (125)I was released from the cells. PET with [(89)Zr]059-053 clearly 

visualized subcutaneous and orthotopic tumors. CONCLUSION: [(89)Zr]059-

053 is a promising PET probe for imaging CD147 expression in pancreatic 
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cancer and has the potential to select appropriate patients with CD147-

expressing tumors who could gain benefit from anti-CD147 therapy. 

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

[346] 

TÍTULO / TITLE:  - Pancreatic carcinoma, pancreatitis, and healthy controls: 

metabolite models in a  three-class diagnostic dilemma. 

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

REVISTA / JOURNAL:  - Metabolomics. 2013 Jun;9(3):677-687. Epub 2012 Nov 6. 

 ●●Enlace al texto completo (gratuito o de pago) 1007/s11306-012-0476-

7 

AUTORES / AUTHORS:  - Leichtle AB; Ceglarek U; Weinert P; Nakas CT; Nuoffer 

JM; Kase J; Conrad T; Witzigmann H; Thiery J; Fiedler GM 

INSTITUCIÓN / INSTITUTION:  - Center of Laboratory Medicine, University Institute 

of Clinical Chemistry, Inselspital-Bern University Hospital, Inselspital INO F 

502/UKC, 3010 Bern, Switzerland. 

RESUMEN / SUMMARY:  - Metabolomics as one of the most rapidly growing 

technologies in the “-omics” field denotes the comprehensive analysis of low 

molecular-weight compounds and their pathways. Cancer-specific alterations of 

the metabolome can be detected by  high-throughput mass-spectrometric 

metabolite profiling and serve as a considerable source of new markers for the 

early differentiation of malignant diseases as well as their distinction from 

benign states. However, a comprehensive framework for the statistical 

evaluation of marker panels in a multi-class setting has not yet been 

established. We collected serum samples of 40 pancreatic carcinoma patients, 

40 controls, and 23 pancreatitis patients according to standard protocols and 

generated amino acid profiles by routine mass-spectrometry. In an intrinsic 

three-class bioinformatic approach we compared these profiles, evaluated their 

selectivity and computed multi-marker panels combined with the conventional 

tumor marker CA 19-9. Additionally, we tested for  non-inferiority and superiority 

to determine the diagnostic surplus value of our  multi-metabolite marker 

panels. Compared to CA 19-9 alone, the combined amino acid-based 

metabolite panel had a superior selectivity for the discrimination of  healthy 

controls, pancreatitis, and pancreatic carcinoma patients [Formula: see text] We 

combined highly standardized samples, a three-class study design, a high-

throughput mass-spectrometric technique, and a comprehensive bioinformatic 

framework to identify metabolite panels selective for all three groups in a single 

approach. Our results suggest that metabolomic profiling necessitates 

appropriate evaluation strategies and-despite all its current limitations-can 

deliver marker panels with high selectivity even in multi-class settings. 
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TÍTULO / TITLE:  - Lymphoepithelial cysts of the pancreas. Can preoperative 

imaging distinguish this benign lesion from malignant or pre-malignant cystic 

pancreatic lesions? 

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

REVISTA / JOURNAL:  - JOP. 2013 May 10;14(3):250-5. doi: 10.6092/1590-

8577/1229. 

AUTORES / AUTHORS:  - Kavuturu S; Sarwani NE; Ruggeiro FM; Deshaies I; 

Kimchi ET; Kaifi JT; Staveley-O’Carroll KF; Gusani NJ 

INSTITUCIÓN / INSTITUTION:  - Section of Surgical Oncology, Department of 

Surgery, Penn State College of Medicine. Hershey, PA, USA. 

ngusani@psu.edu. 

RESUMEN / SUMMARY:  - CONTEXT: Lymphoepithelial cysts of the pancreas are 

rare true benign cystic tumors of the pancreas of uncertain etiology. Cystic 

neoplasms of the pancreas present a significant diagnostic dilemma in 

differentiating benign from premalignant or malignant variants. Since the first 

description of lymphoepithelial cysts in 1985, 109 cases have been reported in 

the literature. We describe 6 cases of this rare tumor, the preoperative imaging 

results, and a review the literature. PATIENTS: Five males and one female 

ranging in age from 47 to 76 years underwent resection for lymphoepithelial 

cysts. Five patients presented with abdominal pain related to the lesion and in 

one patient the lesion was discovered incidentally. Four patients had elevated 

serum CA 19-9 levels. Pre-operative imaging with a CT scan and MRI of the 

abdomen typically revealed a  well defined hypodense mass with Hounsfield 

units (HU) in the range of 15 to 20.  One patient had papillary projections into 

the lesion. The mean size was 3.3 cm (ranging from 1.8 cm to 4 cm). All lesions 

were exophytic off the pancreatic parenchyma (1 cyst was located in the head 

of the pancreas, 2 were in the body, and 3 were in the tail region). Pre-operative 

EUS-guided/CT-guided needle aspiration, when performed, was not diagnostic. 

All patients underwent resection  (one pancreaticoduodenectomy, five left 

pancreatectomies) to remove these cystic  neoplasms. Pathology revealed a 

cyst lined by non-dysplastic squamous cells surrounded by sheets of benign 

lymphocytes. No evidence of malignancy was found.  CONCLUSION: 

Lymphoepithelial cysts of the pancreas are rare and are characteristically seen 

in men. While a hypodense mass (less than 20 HU) with papillary projections 

should be considered suspicious for lymphoepithelial cyst,  a definitive 

diagnosis cannot be made solely based on preoperative imaging. EUS-guided 

biopsy coupled with biochemical/tumor marker studies are increasingly  being 

used as a diagnostic tool to help differentiate between the various types of 

cystic pancreatic neoplasms. Imaging findings of lymphoepithelial cysts are 

non-specific and hence surgical resection is often required to rule out the 

presence of a malignant or pre-malignant cystic pancreatic lesion. In true 

lymphoepithelial cysts, malignant transformation is not seen and patients who 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23669473&dopt=Abstract
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have these cysts are not at increased risk of developing a pancreatic 

malignancy. 

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

[348] 

TÍTULO / TITLE:  - Targeting Mitochondrial STAT3 with the Novel Phospho-

Valproic Acid (MDC-1112) Inhibits Pancreatic Cancer Growth in Mice. 

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

REVISTA / JOURNAL:  - PLoS One. 2013 May 1;8(5):e61532. doi: 

10.1371/journal.pone.0061532. Print 2013. 

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

1371/journal.pone.0061532 

AUTORES / AUTHORS:  - Mackenzie GG; Huang L; Alston N; Ouyang N; 

Vrankova K; Mattheolabakis G; Constantinides PP; Rigas B 

INSTITUCIÓN / INSTITUTION:  - Division of Cancer Prevention, Department of 

Medicine, Stony Brook University, Stony Brook, New York, United States of 

America. 

RESUMEN / SUMMARY:  - New agents are needed to treat pancreatic cancer, one 

of the most lethal human malignancies. We synthesized phospho-valproic acid, 

a novel valproic acid derivative, (P-V; MDC-1112) and evaluated its efficacy in 

the control of pancreatic cancer. P-V inhibited the growth of human pancreatic 

cancer xenografts in mice by 60%-97%, and 100% when combined with 

cimetidine. The dominant molecular target of P-V was STAT3. P-V inhibited the 

phosphorylation of JAK2 and  Src, and the Hsp90-STAT3 association, 

suppressing the activating phosphorylation  of STAT3, which in turn reduced the 

expression of STAT3-dependent proteins Bcl-xL, Mcl-1 and survivin. P-V also 

reduced STAT3 levels in the mitochondria by  preventing its translocation from 

the cytosol, and enhanced the mitochondrial levels of reactive oxygen species, 

which triggered apoptosis. Inhibition of mitochondrial STAT3 by P-V was 

required for its anticancer effect; mitochondrial  STAT3 overexpression rescued 

animals from the tumor growth inhibition by P-V. Our results indicate that P-V is 

a promising candidate drug against pancreatic cancer and establish 

mitochondrial STAT3 as its key molecular target. 
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[349] 

TÍTULO / TITLE:  - LDH-A Acetylation: implication in Pancreatic Cancer Initiation 

and Diagnosis. 

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

REVISTA / JOURNAL:  - Oncotarget. 2013 Apr 28. 

AUTORES / AUTHORS:  - Zhao D; Xiong Y; Lei QY; Guan KL 

INSTITUCIÓN / INSTITUTION:  - Molecular and Cell Biology Laboratory, Institutes of 

Biomedical Sciences, Fudan University, Shanghai, China. 

RESUMEN / SUMMARY:  - LDH-A has been considered as a potential therapeutic 

target, based on its vital function in sustaining high rate of glycolysis in cancer 
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cells. Indeed, LDH-A inhibitors and siRNA inhibited tumor growth in mouse 

models. Considering the inhibitory effect of K5 acetylation LDH-A, drugs that 

stimulate LDH-A acetylation by targeting the LDH-A acetyl transferase or 

deacetylase should inhibit LDH-A, therefore may have therapeutic value for 

cancers with high LDH-A activity. Taken  together, our recent study not only 

demonstrates a novel mechanism of LDH-A regulation, but also provides a 

potential early diagnosis maker and therapeutic target for pancreatic cancer. 
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TÍTULO / TITLE:  - Loss of runt-related transcription factor 3 induces gemcitabine 

resistance in pancreatic cancer. 

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

REVISTA / JOURNAL:  - Mol Oncol. 2013 Apr 23. pii: S1574-7891(13)00065-3. 

doi: 10.1016/j.molonc.2013.04.004. 

 ●●Enlace al texto completo (gratuito o de pago) 
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AUTORES / AUTHORS:  - Horiguchi S; Shiraha H; Nagahara T; Kataoka J; 

Iwamuro M; Matsubara M; Nishina S; Kato H; Takaki A; Nouso K; Tanaka T; 

Ichimura K; Yagi T; Yamamoto K 

INSTITUCIÓN / INSTITUTION:  - Department of Gastroenterology and Hepatology, 

Okayama University Graduate School of Medicine, Dentistry and 

Pharmaceutical Sciences, 2-5-1 Shikata-cho, Kita-ku, Okayama 700-8558, 

Japan. 

RESUMEN / SUMMARY:  - BACKGROUND & AIM: Runt-related transcription factor 

3 (RUNX3) is a tumor suppressor gene that is expressed in gastric and other 

cancers including pancreatic cancer. However, the precise function of RUNX3 

in pancreatic cancer has not been fully elucidated. In this study, we aimed to 

determine the effect of decreased RUNX3 expression in pancreatic cancer. 

METHODS: This study included 36  patients with primary pancreatic cancer, 

who had undergone pancreaticoduodenectomy. All patients were treated with 

1000 mg/m2 gemcitabine after the surgery. The pancreatic cancer cell lines 

PANC-1, MIAPaCa-2, BxPC-3, SUIT-2, and KLM-1 were used for 

immunoblotting analysis of RUNX3 and multidrug resistance protein (MRP) 

expressions. Ectopic RUNX3 expression was achieved by cDNA transfection of 

the cells, and small interfering RNA (siRNA) against RUNX3 was used to knock 

down endogenous RUNX3. Cell growth in the presence of gemcitabine was 

assessed using the MTT assay. RESULTS: Patients with RUNX3-positive and 

RUNX3-negative pancreatic cancer had a median survival of 1006 and 643 

days, respectively. Exogenous RUNX3 expression reduced the expression of  

MRP1, MRP2, and MRP5 in endogenous RUNX3-negative cells, whereas 

RUNX3 siRNA increased the expressions of these genes in endogenous 

RUNX3-positive cells. Exogenous RUNX3 expression decreased gemcitabine 

IC50 in RUNX3-negative cells. CONCLUSION: Loss of RUNX3 expression 
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contributes to gemcitabine resistance by inducing MRP expression, thereby 

resulting in poor patient survival. 

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

[351] 

TÍTULO / TITLE:  - LCN2 and TIMP1 as Potential Serum Markers for the Early 

Detection of Familial Pancreatic Cancer. 

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

REVISTA / JOURNAL:  - Transl Oncol. 2013 Apr;6(2):99-103. Epub 2013 Apr 1. 

AUTORES / AUTHORS:  - Slater EP; Fendrich V; Strauch K; Rospleszcz S; 

Ramaswamy A; Matthai E; Chaloupka B; Gress TM; Langer P; Bartsch DK 

INSTITUCIÓN / INSTITUTION:  - Department of Surgery, Philipps University, 

Marburg, Germany. 

RESUMEN / SUMMARY:  - High-risk individuals of familial pancreatic cancer (FPC) 

families are considered to be good candidates for screening programs to detect 

early PC or its high-grade precursor lesions, especially pancreatic intraepithelial 

neoplasia (PanIN) 2/3 lesions. There is a definite need for diagnostic markers 

as neither reliable imaging methods nor biomarkers are available to detect 

these lesions. On the basis of a literature search, the potential serum markers 

neutrophil gelatinase-associated lipocalin (LCN2), metallopeptidase inhibitor 1 

(TIMP1), chemokine (C-X-C motif) ligand 16 (CXCL16), IGFBP4, and iC3a, 

which were first tested in transgenic KrasLSL.(G12D/+);p53(R172H/+);Pdx1-

Cre mice, were identified. ELISA analyses of LCN2, TIMP1, and CXCL16 

revealed significantly higher levels in mice with PanIN2/3 lesions or PC 

compared to mice with normal pancreata or PanIN1 lesions. Analysis of 

preoperative human serum samples from patients with sporadic PC (n = 61), 

hereditary PC (n = 24), chronic pancreatitis  (n = 28), pancreatic 

neuroendocrine tumors (n = 11), and FPC patients with histologically proven 

multifocal PanIN2/3 lesions (n = 3), as well as healthy control subjects (n = 20), 

confirmed significantly higher serum levels of LCN2 and TIMP1 in patients with 

PC and multifocal PanIN2/3 lesions. The combination of LCN2 and TIMP1 as a 

diagnostic test for the detection of PC had a sensitivity, specificity, and positive 

predictive value of 100% each. Although this preliminary finding needs to be 

validated in a large series of individuals at high risk for FPC, serum 

measurement of LCN2 and TIMP1 might be a promising screening tool. 
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[352] 

TÍTULO / TITLE:  - Stem Cell Marker Nestin is Critical for TGF Beta1-Mediated 

Tumor Progression in Pancreatic Cancer. 

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

REVISTA / JOURNAL:  - Mol Cancer Res. 2013 Apr 3. 

 ●●Enlace al texto completo (gratuito o de pago) 1158/1541-7786.MCR-
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AUTORES / AUTHORS:  - Cheng KH; Su HT; Weng CC; Hsiao PJ; Chen LH; Kuo 

TL; Chen YW; Kuo KK 

INSTITUCIÓN / INSTITUTION:  - National Sun Yat-Sen University. 

RESUMEN / SUMMARY:  - Stem cell marker nestin is an intermediate filament 

protein that plays an important role in cell integrity, migration, and 

differentiation. Nestin expression occurs in approximately one-third of PDAC 

cases, and its expression strongly correlates with tumor staging and metastasis. 

Little is known of the mechanisms by which nestin influences PDAC 

progression. We showed that nestin overexpression in PDAC cells increased 

cell motility and drove phenotypic changes associated with the epithelial-

mesenchymal transition (EMT) in vitro; conversely, knockdown of endogenous 

nestin expression reduced the migration rate, and cells reverted to a more 

epithelial phenotype. In vivo mice studies showed that knockdown of nestin 

significantly reduced tumor incidence and volume in xenografts. Expression of 

the nestin protein was associated with Smad4 status in  PDAC cells; hence, 

nestin expression might be regulated by the TGF-beta1/Smad4 pathway in 

PDAC. We examined nestin expression after TGF-beta1 treatment in human 

pancreatic cancer PANC-1 and PANC-1 shSmad4 cells. The TGF-beta1/Smad 

pathway induced nestin protein expression in PDAC cells in a Smad4-

dependent manner. Moreover, increased nestin expression caused a positive 

feedback regulator of TGFbeta1 signaling system. We have also found that 

hypoxia can induce nestin expression in PDAC cells, and the hypoxia-induced 

expression of nestin is also mediated by TGFbeta1 /smad4 pathway. Finally, we 

demonstrated that two antimicrotubule inhibitors, Cytochalasin D (CD) and 

Withaferin A (WFA), exhibited anti-nestin activity; these inhibitors might be 

potential anti-metastatic drugs.  Our findings uncovered a novel role of nestin in 

regulating TGF-beta1-induced EMT. Anti-nestin therapeutics is under 

development as a potential treatment for PDAC metastasis. 
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TÍTULO / TITLE:  - Mesothelin Binding to CA125/MUC16 Promotes Pancreatic 

Cancer Cell Motility and Invasion via MMP-7 Activation. 

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

REVISTA / JOURNAL:  - Sci Rep. 2013 May 22;3:1870. doi: 10.1038/srep01870. 
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INSTITUCIÓN / INSTITUTION:  - 1] Department of Chemical and Biomolecular 
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21218. 

RESUMEN / SUMMARY:  - Mesothelin (MSLN) and cancer antigen125/mucin 16 

(CA125/MUC16) are potential biomarkers for pancreatic cancer (PC) that are 
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co-overexpressed at the invading edges of PC tissues, and their expression 

correlates with poor survival rates. However, the role of MSLN-MUC16 

molecular interaction in PC cell motility and invasion has yet to be elucidated. 

Using sophisticated bioengineering and molecular biology tools, we report that 

the binding of MSLN to MUC16 markedly enhances PC cell motility and 

invasion via the selective induction of matrix metalloproteinase (MMP)-7. 

MSLN-mediated MMP-7 upregulation in MUC16-expressing PC cells occurs via 

a p38 MAPK-dependent pathway. Depletion of MMP-7 or inhibition of p38 

activity abolishes MSLN-mediated PC motility and invasion. These findings 

provide a novel perspective on the enhanced invasive potential associated with 

MSLN and MUC16 co-overexpression, and the mechanism underlying MMP-7 

activation in PC invasion and metastasis. 
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[354] 

TÍTULO / TITLE:  - Is there a role for arterial reconstruction in surgery for 

pancreatic cancer? 

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

REVISTA / JOURNAL:  - World J Gastrointest Surg. 2013 Mar 27;5(3):27-9. doi: 

10.4240/wjgs.v5.i3.27. 
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Kingdom. 

RESUMEN / SUMMARY:  - Surgery remains the only potentially curative treatment 

for patients with pancreatic cancer. Locally advanced pancreatic cancer with 

vascular involvement remains a surgical challenge because high perioperative 

risk and the uncertainty  of a survival benefit. Whilst portal vein resection has 

started to gather momentum because the perioperative morbidity and long term 

survival is comparable to standard pancreatectomy, there isn’t yet a consensus 

on arterial resections. There have been various reports and case series of 

arterial resections in pancreatic cancer, with mixed survival results. Mollberg et 

al have appraised the heterogeneous published literature available on arterial 

resection in pancreatic  cancer in an attempt to compare this to standard 

pancreatectomy. In this article, we discuss the results of this systematic review 

and meta-analysis, and the limitations associated with analysing results from 

heterogenous data. We have outlined the important features in surgery for 

pancreatic cancer and specifically to arterial resections, and compared arterial 

resections to the published literature on venous resections. 
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TÍTULO / TITLE:  - Effects of pre-operative administration of medetomidine on 

plasma insulin and glucose concentrations in healthy dogs and dogs with 

insulinoma. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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RESUMEN / SUMMARY:  - OBJECTIVE: To investigate the effect of medetomidine 

on plasma glucose and insulin concentrations in dogs with insulinoma and in 

healthy dogs undergoing anesthesia and surgery. ANIMALS: Twenty-five dogs 

with insulinoma and 26 healthy  dogs. METHODS: In dogs with insulinoma, 

medetomidine (5 mug kg-1 ) was randomly included (n = 12) or omitted (n = 13) 

from the pre-anesthetic medication protocol, which typically contained an opioid 

and an anticholinergic. Healthy dogs received medetomidine (5 mug kg-1 ; n = 

13) or acepromazine (0.04 mg kg-1 ;  n = 13) plus an opioid (morphine 0.5 mg 

kg-1 ) and an anticholinergic (atropine 0.04 mg kg-1 ) as pre-anesthetic 

medications. Pre-anesthetic medications were given intramuscularly. Plasma 

glucose and insulin concentrations were measured before (sample 1) and 30 

minutes after pre-anesthetic medication (sample 2), and  at the end of surgery 

in dogs with insulinoma or at 2 hours of anesthesia in healthy dogs (sample 3). 

Glucose requirement to maintain intra-operative normoglycemia in dogs with 

insulinoma was quantified and compared. Data were analyzed with anova and 

Bonferroni post-test, t-tests or chi-square tests as appropriate with p < 0.05 

considered significant. Data are shown as mean +/- SD.  RESULTS: 

Medetomidine significantly decreased plasma insulin concentrations and 

increased plasma glucose concentrations in healthy dogs and those with 

insulinoma. These variables did not change significantly in the dogs not 

receiving medetomidine. In the dogs with insulinoma, intra-operative glucose 

administration rate was significantly less in the animals that received 

medetomidine compared to those that did not. CONCLUSIONS: Pre-anesthetic 

administration of medetomidine significantly suppressed insulin secretion and 

increased plasma glucose concentration in dogs with insulinoma and in healthy 

dogs undergoing anesthesia and surgery. CLINICAL RELEVANCE: These 

findings support the judicious use of medetomidine at low doses as an adjunct 

to the anesthetic management of dogs with insulinoma. 
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TÍTULO / TITLE:  - Safety and efficacy of radiofrequency ablation in the 

management of unresectable  bile duct and pancreatic cancer: a novel palliation 

technique. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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RESUMEN / SUMMARY:  - Objectives. Radiofrequency ablation (RFA) has 

replaced photodynamic therapy for premalignant and malignant lesions of the 

esophagus. However, there is limited experience in the bile duct. The objective 

of this pilot study was to assess the  safety and efficacy of RFA in malignant 

biliary strictures. METHODS: Twenty patients with unresectable malignant 

biliary strictures underwent RFA with stenting between June 2010 and July 

2012. Diameters of the stricture before and after RFA, immediate and 30 day 

complications and stent patency were recorded prospectively. Results. A total of 

25 strictures were treated. Mean stricture length treated was 15.2 mm (SD = 8.7 

mm, Range = 3.5-33 mm). Mean stricture diameter before RFA was 1.7 mm 

(SD = 0.9 mm, Range = 0.5-3.4 mm) while the mean diameter after RFA was 

5.2 mm (SD = 2 mm, Range = 2.6-9 mm). There was a significant increase of 

3.5 mm (t = 10.8, DF = 24, P value = <.0001) in the bile  duct diameter post 

RFA. Five patients presented with pain after the procedure, but only one 

developed mild post-ERCP pancreatitis and cholecystitis. CONCLUSIONS: 

Radiofrequency ablation can be a safe palliation option for unresectable 

malignant biliary strictures. A multicenter randomized controlled trial is required 

to confirm the long term benefits of RFA and stenting compared  to stenting 

alone. 
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RESUMEN / SUMMARY:  - Pancreatic neuroendocrine tumors (PanNETs) are a 

relatively rare but clinically challenging tumor type. In particular, high grade, 

poorly-differentiated PanNETs  have the worst patient prognosis, and the 

underlying mechanisms of disease are poorly understood. In this study we have 

identified and characterized a previously undescribed class of poorly 

differentiated PanNETs in the RIP1-Tag2 mouse model. We found that while 

the majority of tumors in the RIP1-Tag2 model are well-differentiated 

insulinomas, a subset of tumors had lost multiple markers of beta-cell 

differentiation and were highly invasive, leading us to term them poorly 

differentiated invasive carcinomas (PDICs). In addition, we found that these 

tumors exhibited a high mitotic index, resembling poorly differentiated (PD)-

PanNETs in human patients. Interestingly, we identified expression of Id1, an 

inhibitor of DNA binding gene, and a regulator of differentiation, specifically in 

PDIC tumor cells by histological analysis. The identification of  PDICs in this 

mouse model provides a unique opportunity to study the pathology and 

molecular characteristics of PD-PanNETs. 
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RESUMEN / SUMMARY:  - Pancreatic cancer is an aggressive disease. Its 

incidence has increased over the  last two decades. It is currently the fourth 

cause of death among cancers in the  western world. Unfortunately, systemic 

chemotherapy still relies on just a few drugs which until now have produced 

unsatisfactory results. Gemcitabine (2’-2’-difluorodeoxycytidine) is currently the 

standard chemotherapy treatment at all stages of pancreatic adenocarcinoma. 

Survival benefit and clinical impact however remain moderate due to a high 

degree of intrinsic and acquired resistance. Autophagy plays an important role 

in cell death decision but can also protect cells from various apoptotic stimuli. 
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We investigated the function of autophagy in pancreatic carcinoma cells, which 

are frequently insensitive to standard chemotherapeutic agents. Here, we 

demonstrate that autophagy is one of the mechanisms responsible for the 

refractory response of pancreatic tumors to gemcitabine. We present evidence 

in vitro and in vivo that proves autophagy plays a protective role in pancreatic 

ductal carcinoma cells, preventing them from entering the apoptotic pathway 

after stimulus with gemcitabine, thus contributing to treatment resistance. A 

better understanding of the role in the process may help in the discovery of new 

strategies to overcome tumor drug resistance in this aggressive disease. 
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TÍTULO / TITLE:  - Endoscopic ultrasonography-guided cholecystogastrostomy 

using a lumen-apposing metal stent as an alternative to extrahepatic bile duct 
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RESUMEN / SUMMARY:  - Various approaches to biliary drainage, especially 

endoscopic ultrasonography (EUS)-guided drainage, have become commonly 

used as an alternative method for biliary decompression for malignant biliary 

obstruction. Occasionally, however, duodenal obstruction and non-dilated 

intrahepatic bile duct impede conventional EUS-guided biliary drainage. Herein, 

we describe a case of cholecystogastrostomy  successfully carried out using a 

newly developed fully covered lumen-apposing self-expandable metallic stent 

(SEMS). EUS-guided cholecystogastrostomy should be considered an option 

for biliary decompression. This is aparticularly ideal alternative if the patient has 

duodenal strictures with or without a duodenal metal stent and a non-dilated 

intrahepatic bile duct, which suggests the impossibility of 

choledochoduodenostomy and hepaticogastrostomy. Furthermore, the newly 

developed fully covered lumen-apposing SEMS seems ideal for EUS-guided 

cholecystoenterostomy. 
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RESUMEN / SUMMARY:  - Acute pancreatitis is typically associated with classical 

clinical and radiological features. The sensitivity of CT to diagnose acute 

pancreatitis depends on the severity of the attack and ranges from 77% to 92% 

with a specificity approaching 100%. Despite the fact this is a common disease, 

there are myriad clinical presentations of acute pancreatitis. We report herein 

an especially rare presentation where severe acute necrotising pancreatitis 

presented with a tender inguinoscrotal swelling with a normal pancreas on CT 

imaging. 
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TÍTULO / TITLE:  - Epithelial cell adhesion molecule (EpCAM) overexpression is 

correlated with malignant potentials of intraductal papillary mucinous neoplasms 
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RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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RESUMEN / SUMMARY:  - Intraductal papillary mucinous neoplasms (IPMNs) of 

the pancreas exhibit a wide range of histopathological variation. Epithelial cell 

adhesion molecule (EpCAM) is a 40 kDa type I membrane protein that is known 

to be highly expressed in epithelial carcinomas. In this study, we examined 

immunohistochemical expression  of EpCAM in the pancreatic IPMNs in order 

to clarify its clinicopathological significance. We analyzed 51 cases of surgically 

resected IPMNs: 32 cases of adenoma; 6 cases of non-invasive carcinoma; 8 

cases of minimally invasive carcinoma; and 5 cases of invasive carcinoma. 

Additionally, these 51 cases were classified into four phenotypes (gastric, 

intestinal, pancreatobiliary and oncocytic). EpCAM overexpression was found in 

16 (31.4%) of the tumor samples. We found five predictive factors of 

malignancy using the univariate analysis as follows; serum CA19-9 level, main 

pancreatic duct diameter, presence of mural nodule, phenotype and EpCAM 

overexpression. In the multivariate analysis, only EpCAM overexpression was 

identified to be independently associated as a predictive factor for malignancy 

(odds ratio, 11.039; 95% confidence interval, 1.877-64.919; P-value, 0.008). 

Our study is the first report to demonstrate that  EpCAM overexpression is an 
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independent factor for malignancy; therefore, EpCAM overexpression is thought 

to be a novel predictor of malignant IPMNs. 
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TÍTULO / TITLE:  - Anti-pancreatic cancer deliverables from sea: first-hand 

evidence on the efficacy, molecular targets and mode of action for multifarious 

polyphenols from  five different brown-algae. 
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RESUMEN / SUMMARY:  - Pancreatic cancer (PC) remains the fourth leading 

cause of cancer death with an unacceptable survival that has remained 

relatively unchanged over the past 25 years. The presence of occult or clinical 

metastases at the time of diagnosis together with the lack of effective 

chemotherapies pose a dire need for designing new and targeted therapeutic 

deliverables that favors the clinical outcome. Herein, we investigated the anti-

tumorigenic potential of polyphenols from five different brown-algae in human 

PC cells (MiaPaCa-2, Panc-1, BXPC-3 and Panc-3.27). Total anti-oxidant 

capacity (TAC) analysis on stepwise polyphenol separations with increasing 

polarity (Hexane-DCM-EA-methanol) identified high levels of TAC in DCM and 

EA extractions across all seaweeds assessed. All DCM and EA separated 

polyphenols induced a dose-dependent and sustained (time-independent) 

inhibition of cell proliferation and viability. Further, these polyphenols profoundly 

enhanced DNA damage (acridine orange/Ethidium bromide staining and DNA 

fragmentation) in all the cell lines investigated. More importantly, luciferase 

reporter assay revealed a significant inhibition of NFkappaB transcription in 

cells treated with polyphenols. Interestingly, QPCR analysis identified a 

differential yet definite regulation of pro-tumorigenic EGFR, VEGFA, AKT, 

hTERT, kRas, Bcl2, FGFalpha and PDGFalpha transcription in cells treated 

with DCM and EA polyphenols. Immunoblotting validates the inhibitory potential 

of seaweed polyphenols in EGFR phosphorylation, kRas, AurKbeta and Stat3. 

Together, these data suggest that intermediate polarity based fractions of 

seaweed polyphenols may significantly potentiate tumor cell killing  and may 

serve as potential drug deliverable for PC cure. More Studies dissecting  out the 
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active constituents in potent fractions, mechanisms of action and synergism, if 

any, are warranted and are currently in process. 
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RESUMEN / SUMMARY:  - We report a patient who underwent laparoscopic 

enucleation for a nonfunctioning pancreatic neuroendocrine tumor. The patient 

was a 55-year-old man who had a 12-  x 11-mm tumor close to the main 

pancreatic duct (MPD) in the pancreatic body. To  avoid and detect injury to the 

main pancreatic duct during operation, a nasopancreatic drainage stent (NPDS) 

was endoscopically placed prior to the operation. According to the NPDS, the 

relation between the tumor and MPD was easily identified by laparoscopic 

ultrasonography during enucleation, thus enabling the resecting line to be 

determined. Moreover, after enucleation, pancreatography through the NPDS 

was able to clarify the absence of injury to the MPD. The NPDS was removed 

postoperatively, and the patient was discharged uneventfully on postoperative 

day 8. Preoperative placement of the NPDS seems to  be a useful option for 

performing safe laparoscopic enucleation of pancreatic neuroendocrine tumor, 

especially when the lesion is located close to the MPD. 

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

[364] 
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RESUMEN / SUMMARY:  - Pancreatic ductal adenocarcinoma (PDA) is one of the 

most lethal malignancies. Cancer stem cells (CSCs), which are not targeted by 

current therapies, may be the reason for pronounced therapy resistance. A new 

treatment option in phase II trials is cabozantinib that inhibits the pancreatic 

CSC surface marker and tyrosine kinase receptor c-Met. The purpose of this 

study was to evaluate the effect of cabozantinib to stem-like features and 

therapy resistance. Established  PDA cell lines, a gemcitabine-resistant 

subclone, non-malignant pancreatic ductal cells and primary spheroidal cultures 

from patient tumors were analyzed by MTT-assay, flow cytometry, colony and 

spheroid formation assays, western blotting, qRT-PCR, antibody protein array, 

immunohistochemistry and morphological features. Cabozantinib inhibited 

viability and spheroid formation and induced apoptosis in malignant cells with 

minor effects in non-malignant cells. After long-term cabozantinib treatment, 

PDA cells had altered anti- and pro-apoptotic signaling, but still responded to 

cabozantinib, as apoptosis only slightly decreased and viability only slightly 

increased suggesting a low resistance-inducing potential of cabozantinib. In 

parallel, c-Met expression and  the pluripotency transcription factor SOX2 were 

downregulated, which might counteract development of full therapy resistance 

in long-term treated subclones. In single-treatment studies, cabozantinib 

increased efficacy of gemcitabine. Most importantly, cabozantinib strongly 

induced apoptosis and reduced viability in PDA cell lines, which are completely 

resistant toward gemcitabine. In primary, CSC-enriched spheroidal cultures 

cabozantinib downregulated CSC markers SOX2, c-Met and CD133 and 

induced apoptosis. These findings suggest that the clinical use of cabozantinib 

may be more effective than current chemotherapeutics. 
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pancreatitis following fully covered metal stent placement in distal biliary 
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RESUMEN / SUMMARY:  - Biliary self-expandable metallic stent (SEMS) is the 

preferred and first-line therapy for unresectable malignant biliary obstruction. To 

date, several reports  have revealed the relatively high incidence of acute 

complications such as pancreatitis and cholecystitis due to mechanical stent 

compression. In the present case, we encountered fatal pancreatitis following 

fully covered metal stent placement. An 85-year-old man had middle bile duct 
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strictures due to cholangiocarcinoma. A 10-mm diameter fully covered SEMS 

was placed across the papilla for biliary decompression. Laboratory data and 

physical evidence the following day revealed acute pancreatitis. Therefore, 

antibiotics and protein degeneration enzyme inhibitors were given. However, 

hiscondition did not improve. Two days after the procedure, we removed the 

stent and returned him to his original hospital. Serum amylase level decreased 

below 400 mg/dL 6 h after the procedure. However, the acute pancreatitis 

worsened. Although we treated the patient in the intensive care unit, he died 32 

days after the second admission. 
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RESUMEN / SUMMARY:  - Background and Aim. EUS-guided transmural drainage 

(EUS-GTD) is now considered a  minimally invasive and effective alternative to 

surgery for drainage of symptomatic pancreatic pseudocysts. However, the 

technique is rather difficult, and sometimes serious complications occur to 

patients undergoing this procedure.  We retrospectively evaluated efficacy, 

safety, and long-term follow-up results of EUS-GTD for pancreatic pseudocyst. 

Methods. Sixty-seven patients with pancreatic  pseudocyst who underwent 

EUS-GTD from April 2000 to March 2011 were enrolled. We  retrospectively 

evaluated (1) technical success, (2) clinical success, (3) adverse event of 

procedure, and (4) long-term follow-up results. Results. Total technical success 

rate was 88%. Ninety-one percent of external drainage, 79% of internal 

drainage, and 66% of puncture and aspiration only achieved clinical success. 

There was only one case with an adverse event, perforation (1.5%). The case 

required emergency operation. Total recurrence rate was 23.9%. Median follow-

up period was 33.9 months. The recurrence rates in the cases of stent 

remaining, spontaneously dislodged, removed on schedule, external tube 

removal, and aspiration only were 10.0%, 12.5%, 42.9%, 50%, and 0%, 

respectively. Conclusion. EUS-GTD is a relatively safe and effective therapeutic 

method. However, further analysis should be done by larger series to determine 

the method of EUS-GTD for pancreatic pseudocyst. 
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RESUMEN / SUMMARY:  - Solid pseudopapillary tumors (SPT) are rare, unique 

pancreatic tumors with benign entity and low malignant potential. Limited 

information is available in the literature reporting their accumulation of fluorine-

18 fluoro deoxyglucose (18F-FDG) using positron emission 

tomography/computed tomography (PET/CT). The aim of this retrospective 

study was to define the uptake-accumulation of 18F-FDG  PET/CT in a 

comparatively large cohort of SPT, and to compare their uptake with the uptake 

of 18F-FDG in pancreatic ductal adenocarcinomas (PAC) and neuroendocrine 

tumors (PNET). Between June 2007 and January 2013, 18 pathologically 

proven SPT were identified from the total of patients studied by PET/CT in our 

Center, including 13 women and 5 men, aging from 23 to 56 years old (mean 

age, 38.5 years). Malignant SPT was histologically classified using the WHO 
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criteria. Eighty-six PAC patients and 28 PNET patients were also identified and 

included in this study for comparison. Positron emission tomography results 

were  considered as positive if focal accumulation of 18F-FDG exceeded the 

surrounding  normal pancreatic tissue. Regions of interest were drawn on the 

pancreatic lesions, and the maximal standardized uptake values (SUVmax 

values) were calculated. The mean values of SUVmax were compared with 

independent-samples t test or with the nonparametric Mann-Whitney U method. 

Correlation of SUVmax values and tumor size were analyzed in cases of SPT. 

Receiver operating characteristics (ROC curve) were used to study the 

efficiency of SUV values for the differential diagnosis between SPT versus (vs) 

PAC and SPT vs PNET. A value of P<0.05 was considered statistically 

significant. All SPT cases were 18F-FDG-PET positive, with SUVmax values 

ranging from 3.5-18.3. The SUVmax values of SPT had poor correlation with 

tumor size, and no significant difference by gender and age. Areas under the 

curve ROC were 0.619 and 0.526, respectively for  the differentiation of SPT 

from PNET and PAC tumors. Five SPT tumors were malignant, and exhibited 

relatively low 18F-FDG uptake (SUVmax range, 3.0-4.5) except a tumor after 

recurrence (SUVmax 17.7). Images of CT were of low dose and  thus were not 

evaluated. In conclusion, our results suggest that SPT benign or malignant are 

consistently hyperaccumulating 18F-FDG above SUVmax 3. Differentiation from 

PAC and PNET if only based on the higher SUVmax values was not possible 

but if based on lower SUVmax, of </=2.6 (in 14%) and </=2.5 (in 21,4%) of PAC 

and PNET, respectively, these pancreatic tumors could be differentiated from 

SPT. 
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RESUMEN / SUMMARY:  - Recently, endoscopic ultrasonography-guided bile duct 

drainage (EUS-BD) has become popular as an alternative method of biliary 

drainage in cases of failed endoscopic retrograde cholangiopancreatography. In 

terms of EUS-guided extrahepatic bile duct drainage, recently, EUS-guided 

choledochoantrostomy has been reported as a variation of EUS-BD. We 

describe a case of successful choledochoantrostomy using a fully covered self-

expandable metallic stent. We conclude that EUS-guided 
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choledochoantrostomy should be one option for biliary decompression. 

Inparticular, if patients have duodenal strictures, with or without a duodenal 

metal stent, it seems to be an ideal alternative to choledochoduodenostomy. 
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RESUMEN / SUMMARY:  - BACKGROUND: Minimally invasive surgical techniques 

for pancreatic cancer are being applied with increasing frequency. With support 

of the literature, the location of the tumor within the pancreas is the factor which 

determines if these techniques can be safely used routinely by pancreatic 

surgeons. METHODS: Literature supporting minimally invasive techniques for 

all types of resections for pancreatic cancer was reviewed. RESULTS: Multiple 

meta-analysis regarding laparoscopic distal pancreatectomy all support the 

routine use of laparoscopy for these lesions. There are several case series 

describing the safety and efficacious use of laparoscopy in 

pancreaticoduodenectomy, and results have been  promising in these highly 

specialized centers. CONCLUSIONS: The location of the tumor within the 

pancreas remains the most critical factor in the use of laparoscopy as the 

standard of care. Lesions in the body and tail, which are readily resected with a 

distal or subtotal pancreatectomy should be performed laparoscopically unless 

there is a clear reason why not to do so. Lesions in the  head of the pancreas 

have been shown to be removed safely and effectively with laparoscopy. 

However, the technical skills necessary and the ability to teach these to trainees 

are the limiting factors to widespread use. Further series are  necessary to 

assess if the laparoscopic approach to pancreaticoduodenectomy will  play a 

similar role as the one it plays in the surgical treatment for distal lesions. 
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RESUMEN / SUMMARY:  - Pancreatic cancer is the fourth leading cause of cancer 

related deaths in the United States. The prognosis remains dismal with little 

advance in treatment. Metformin is a drug widely used for the treatment of type 

II diabetes. Recent epidemiologic data revealed that oral administration of 

metformin is associated with a reduced risk of pancreatic cancer, suggesting its 

potential as a novel drug for this disease. Many studies have demonstrated the 

in vitro anticancer action of metformin, but the typically used concentrations 

were much higher than  the in vivo plasma and tissue concentrations achieved 

with recommended therapeutic doses of metformin, and low concentrations of 

metformin had little effect on the proliferation of pancreatic cancer cells. We 

examined the effect of low concentrations of metformin on different 

subpopulations of pancreatic cancer  cells and found that these selectively 

inhibited the proliferation of CD133(+) but not CD24(+)CD44(+)ESA(+) cells. 

We also examined the effect of low concentrations of metformin on cell invasion 

and in vivo tumor formation, demonstrating in vitro and in vivo anticancer action. 

Metformin was associated with a reduction of phospho-Erk and phospho-mTOR 

independent of Akt and AMPK phosphorylation. CD133(+) pancreatic cancer 

cells are considered to be cancer stem cells that contribute to recurrence, 

metastasis and resistance to adjuvant therapies in pancreatic cancer. Our 

results provide a basis for combination of metformin with current therapies to 

improve the prognosis of this disease. 
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TÍTULO / TITLE:  - KRAS Reprograms Glutamine Metabolism in Pancreatic 

Cancer. 
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RESUMEN / SUMMARY:  - PDAC cells depend on a noncanonical glutamine 

metabolism pathway for redox homeostasis. 
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eastern India perspective. 
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RESUMEN / SUMMARY:  - Fibrocalcific pancreatic diabetes (FCPD) is a rare cause 

of diabetes (<1%) of uncertain etiology associated with >100-fold increased risk 

of pancreatic cancer. We present 3 patients of FCPD with pancreatic cancer 

who had long duration of diabetes (19 years, 25 years, and 28 years, 

respectively), all of whom presented  with anorexia, weight loss, and worsened 

glycemic control. Patient-1 in addition  presented with deep venous thrombosis. 

All the 3 patients had evidence of metastasis at the time of diagnosis. 

Computerized tomography (CT) abdomen revealed atrophic pancreas, dilated 

pancreatic ducts, and multiple calculi in the head, body, and tail of pancreas in 

all of them. Patient-1 had 38 mm x 38 mm x 32 mm mass in the tail of pancreas 

with multiple target lesions were seen in the right lobe of liver. Patient-2 had a 

mass in the tail of pancreas (46 x 34 x 31 mm) encasing the celiac plexus and 

superior mesenteric artery infiltrating the splenic hilum and splenic flexure of 

colon. Patient-3 also had a mass in the tail of pancreas (33 x 31 x 22 mm), with 

multiple target lesions in the liver, suggestive of metastasis. All patients had 

elevated serum CA19-9 (828.8, 179.65,  and 232 U/L, respectively; normal <40 

U/L). Patients of FCPD with anorexia, weight loss, worsening of glycemic 

control should be evaluated to rule out pancreatic cancer. Studies are 

warranted to evaluate CA19-9 as a screening tool for diagnosing pancreatic 

cancer at an earlier stage in FCPD. 
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TÍTULO / TITLE:  - Induction of TRIF- or MYD88-dependent pathways perturbs 

cell cycle regulation in  pancreatic cancer. 
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TÍTULO / TITLE:  - Glucose stimulation induces dynamic change of mitochondrial 

morphology to promote insulin secretion in the insulinoma cell line INS-1E. 
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RESUMEN / SUMMARY:  - Fission and fusion of mitochondrial tubules are the 

major processes regulating mitochondrial morphology. However, the 

physiological significance of mitochondrial shape change is poorly understood. 

Glucose-stimulated insulin secretion (GSIS) in pancreatic beta-cells requires 

mitochondrial ATP production which evokes Ca(2+) influx through plasma 

membrane depolarization, triggering insulin vesicle exocytosis. Therefore, GSIS 

reflects mitochondrial function and can be used for evaluating functional 

changes associated with morphological alterations of mitochondria. Using the 

insulin-secreting cell line INS-1E, we found that glucose stimulation induced 

rapid mitochondrial shortening and recovery. Inhibition of mitochondrial fission 

through expression of the dominant-negative mutant DLP1-K38A eliminated this 

dynamic mitochondrial shape change and, importantly, blocked GSIS. We found 

that abolishing mitochondrial morphology change in glucose stimulation 

increased the mitochondrial inner membrane proton leak, and thus significantly 

diminished the mitochondrial ATP producing capacity in response to glucose 

stimulation. These results demonstrate  that dynamic change of mitochondrial 

morphology is a previously unrecognized component for metabolism-secretion 

coupling of pancreatic beta-cells by participating in efficient ATP production in 

response to elevated glucose levels. 
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TÍTULO / TITLE:  - Pancreas as delayed site of metastasis from papillary thyroid 

carcinoma. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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RESUMEN / SUMMARY:  - Introduction. Follicular variant (FV) papillary thyroid 

carcinoma (PTC) has aggressive biologic behavior as compared to classic 

variant (CV) of PTC and frequently metastasizes to the lungs and bones. 

However, metastasis to the pancreas is extremely rare manifestation of FV-

PTC. To date, only 9 cases of PTC  have been reported in the literature. 

Pancreatic metastases from PTC usually remain asymptomatic or manifest as 

repeated abdominal aches. Associated obstructive jaundice is rare. Prognosis is 

variable with reported median survival from 16 to 46 months. Case 

Presentation. Herein we present a 67-year-old Saudi woman, who developed 

pancreatic metastases seven years after total thyroidectomy  and neck 

dissection followed by radioactive iodine ablation (RAI) for FV-PTC. 

Metastasectomy was performed by pancreaticoduodenectomy followed by 

sorafenib as  genetic testing revealed a BRAF V600E mutation. She survived 

32 months after the  pancreatic metastasis diagnosis. Conclusion. Pancreatic 

metastases are rare manifestation of FV-PTC and are usually sign of extensive 

disease and conventional diagnostic tools may remain to reach the diagnosis. 
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TÍTULO / TITLE:  - Total pancreatectomy for recurrent intraductal papillary 

mucinous carcinoma in remnant pancreas of pancreaticoduodenectomy for 

intraductal papillary mucinous adenocarcinoma. 
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RESUMEN / SUMMARY:  - A 62-year-old man underwent 

pancreaticoduodenectomy (PD) for intraductal papillary mucinous carcinoma 
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(IPMC) in 2006. No signs of adenocarcinoma at the resection margin were 

found by intraoperative pathological examination of frozen  sections. The 

postoperative pathological diagnosis was invasive carcinoma derived from 

IPMC and moderately differentiated tubular adenocarcinoma. A blood analysis  

in 2011 showed serum (CA19-9) to be increased since the initial resection. 

Imaging test showed a recurrent tumour at the site of the 

pancreaticogastrostomy  (PG) in the remnant pancreas. We conducted total 

remnant pancreatectomy for recurrent IPMC and partial gastrectomy. Because 

both lesions had a histopathological resemblance, the pathological diagnosis 

was recurrent invasive  IPMC. Based on this experience, it is important to 

facilitate early detection by  annual check-up. And also, we recommend PG as a 

reconstructive intervention in patients at high risk of IPMC recurrence in the 

remnant pancreas following PD as  it is grossly visible on upper gastrointestinal 

endoscopy. 
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RESUMEN / SUMMARY:  - Pancreatic cancer is the fourth leading cause of cancer 

death in our society, with a mortality that virtually parallels its incidence, a 

median survival of <12 months even with maximal therapy, and a 5-year 

survival rate of <5 %. The diversity of clinical outcomes and the molecular 

heterogeneity of histopathologically similar cancer types, incomplete knowledge 

of the genomic aberrations that drive carcinogenesis and the lack of 

therapeutics that specifically target most known genomic aberrations 

necessitates large-scale detailed analysis of cancer genomes to identify novel 

potential therapeutic strategies. As part of the International Cancer Genome 

Consortium (ICGC), the Australian Pancreatic Cancer Genome Initiative (APGI) 

used exomic sequencing and  copy number analysis to define genomic 

aberrations that characterize a large, clinically focused, prospectively accrued 

cohort of patients with pancreatic cancer. The cohort consisted of early (clinical 

stages I and II) non-pre-treated  patients with pancreatic ductal adenocarcinoma 

who underwent operative resection  with curative intent. We devised 

approaches to adjust for low epithelial content  in primary tumours and to define 

the genomic landscape of pancreatic cancer to identify novel candidate driver 

genes and mechanisms. We aim to develop stratified, molecular phenotype-
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guided therapeutic strategies using existing therapeutics that are either 

rescued, repurposed, in development, or are known to be effective in an 

undefined subgroup of PC patients. These are then tested in primary patient-

derived xenografts and cell lines from the above deeply characterized cohort. In 

addition, we return information to treating clinicians that influences patient care 

and are launching a clinical trial called IMPaCT (Individualized Molecular 

Pancreatic Cancer Therapy). This umbrella design trial  randomizes patients 

with metastatic disease to either standard first-line therapy with gemcitabine, or 

a molecular phenotype-guided approach using next-generation  sequencing 

strategies to screen for actionable mutations defined through the ICGC effort. 
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TÍTULO / TITLE:  - GSK-3alpha Promotes Oncogenic KRAS Function in 

Pancreatic Cancer via TAK1-TAB Stabilization and Regulation of Noncanonical 

NF-kappaB. 
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RESUMEN / SUMMARY:  - Mutations in KRAS drive the oncogenic phenotype in a 

variety of tumors of epithelial origin. The NF-kappaB transcription factor 

pathway is important for oncogenic RAS to transform cells and to drive 

tumorigenesis in animal models. Recently, TGF-beta-activated kinase 1 (TAK1), 

an upstream regulator of IkappaB kinase (IKK), which controls canonical NF-

kappaB signaling, was shown to be important for chemoresistance in pancreatic 

cancer and for regulating KRAS-mutant colorectal cancer cell growth and 

survival. Here, we show that mutant KRAS upregulates glycogen synthase 

kinase 3alpha (GSK-3alpha), leading to its interaction with TAK1 to stabilize the 

TAK1-TAB complex to promote IKK activity.  In addition, GSK-3alpha is 

required for promoting critical noncanonical NF-kappaB signaling in pancreatic 

cancer cells. Pharmacologic inhibition of GSK-3 suppresses growth of human 

pancreatic tumor explants, consistent with the loss of expression of oncogenic 

genes such as c-myc and TERT. These data identify GSK-3alpha as a key 

downstream effector of oncogenic KRAS via its ability to coordinately regulate 

distinct NF-kappaB signaling pathways. 
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RESUMEN / SUMMARY:  - The cystic fibrosis transmembrane conductance 

regulator (CFTR) protein is highly  expressed in the pancreatic duct epithelia 

and permits anions and water to enter  the ductal lumen. This results in an 

increased volume of alkaline fluid allowing  the highly concentrated proteins 

secreted by the acinar cells to remain in a soluble state. This work will expound 

on the pathophysiology and pathology caused by the malfunctioning CFTR 

protein with special reference to ion transport and acid-base abnormalities both 

in humans and animal models. We will also discuss the relationship between 

cystic fibrosis (CF) and pancreatitis, and outline present and potential 

therapeutic approaches in CF treatment relevant to the pancreas. 
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RESUMEN / SUMMARY:  - Cellular heterogeneity of solid tumors represents a 

common problem in mass spectrometry (MS)-based analysis of tissue 

specimens. Combining immuno-laser capture microdissection (iLCM) and mass 

spectrometry (MS) provides a means to study proteins that are specific for pure 

cell subpopulations in complex tissues. CD24, as a cell surface marker for 

detecting pancreatic cancer stem cells (CSCs), is directly correlated with the 

development and metastasis of pancreatic cancer.  Herein, we describe an in-

depth proteomic profiling of frozen pancreatic CD24+ adenocarcinoma cells 

from early stage tumors using iLCM and LC-MS/MS and a comparison with 

CD24- cells dissected from patient-matched adjacent normal tissues. 

Approximately 40 nL of tissue was procured from each specimen and subjected 

to tandem MS analysis in triplicate. A total of 2665 proteins were identified, with 

375 proteins in common that were significantly differentially expressed in 

CD24+ versus CD24- cells by at least a 2-fold change. The major groups of the 
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differentially overexpressed proteins are involved in promoting tumor cell 

migration and invasion, immune escape, and tumor progression. Three selected 

candidates relevant to mediating immune escape, CD59, CD70, and CD74, and 

a tumor promoter, TGFBI, were further validated by immunohistochemistry 

analysis on tissue microarrays. These proteins showed significantly increased 

expression in a large group of clinical pancreatic adenocarcinomas but were 

negative in all normal pancreas samples. The significant coexpression of these 

proteins with CD24 suggests that they may play important roles in the 

progression of pancreatic cancer and could serve as promising prognosis 

markers and novel therapeutic targets for this deadly disease. 
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RESUMEN / SUMMARY:  - Pancreatic pseudocysts (PP) arise from trauma and 

pancreatitis; endoscopic gastro-cyst drainage (EGCD) under endoscopic 

ultrasonography (EUS) in symptomatic PP is the treatment of choice. Miniprobe 

EUS (MEUS) allows EGCD in children. We report our experience on MEUS-

EGCD in PP, reviewing 13 patients (12 children; male:female = 9:3; mean age: 

10 years, 4 mo; one 27 years, malnourished male Belardinelli-syndrome; PP: 10 

post-pancreatitis, 3 post-traumatic). All patients  underwent ultrasonography, 

computed tomography and magnetic resonance imaging. Conservative 

treatment was the first option. MEUS EGCD was indicated for retrogastric cysts 

larger than 5 cm, diameter increase, symptoms or infection. EGCD (stent and/or 

nasogastrocystic tube) was performed after MEUS (20-MHz-miniprobe) 

identification of place for diathermy puncture and wire insertion. In 8 cases 

(61.5%), there was PP disappearance; one, surgical duodenotomy and 

marsupialization of retro-duodenal PP. In 4 cases (31%), there was successful 

MEUS-EGCD; stent removal after 3 mo. No complications and no PP relapse in 

4 years of mean follow-up. MEUS EGCD represents an option for PP, allowing 

a safe and effective procedure. 
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RESUMEN / SUMMARY:  - AIM: To prospectively analyse the clinical, biochemical 

and radiological characteristics of the mass lesions arising in a background of 

chronic calcific pancreatitis (CCP). METHODS: Eighty three patients, who 

presented with chronic pancreatitis (CP) and a mass lesion in the head of 

pancreas between February 2005 and December 2011, were included in the 

study. Patients who were identified to have malignancy underwent Whipple’s 

procedure and patients whose investigations were suggestive of a benign lesion 

underwent Frey’s procedure. Student t-test was used to compare the mean 

values of imaging findings [common bile duct (CBD), main pancreatic duct 

(MPD) size] and laboratory data [Serum bilirubin, carbohydrate antigen 19-9 

(CA 19-9)] between the groups. Receiver operating characteristic curve (ROC 

curve) analysis was done to calculate the cutoff valves of serum bilirubin, CA 

19-9, MPD and CBD size. The sensitivity, specificity, positive predictive valve 

(PPV) and negative predictive value (NPV) were calculated using  these cut off 

points. Multivariate analysis was performed using logistic regression model. 

RESULTS: The study included 56 men (67.5%) and 27 women (32.5%). Sixty 

(72.3%) patients had tropical calcific pancreatitis and 23 (27.7%) had alcohol 

related CCP. Histologically, it was confirmed that 55 (66.3%) of the  83 patients 

had an inflammatory head mass and 28 (33.7%) had a malignant head mass. 

The mean age of individuals with benign inflammatory mass and those with 

malignant mass was 38.4 years and 45 years respectively. Significant clinical 

features that predicted a malignant head mass in CP were presence of a head 

mass  in CCP of tropics, old age, jaundice, sudden worsening abdominal pain, 

gastric outlet obstruction and significant weight loss (P </= 0.05). The ROC 

curve analysis showed a cut off value of 5.8 mg/dL for serum bilirubin, 127 

U/mL for CA 19-9, 11.5 mm for MPD size and 14.5 mm for CBD size. 

CONCLUSION: Elevated Serum bilirubin and CA 19-9, and dilated MPD and 

CBD were useful in predicting malignancy in patients with CCP and head mass. 
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TÍTULO / TITLE:  - Role of preoperative palliation of jaundice in pancreatic cancer. 

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

REVISTA / JOURNAL:  - J Hepatobiliary Pancreat Sci. 2013 Apr 18. 
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RESUMEN / SUMMARY:  - BACKGROUND/PURPOSE: Recent studies suggest 

that there is no significant benefit and that there may be significantly higher 

morbidity rates in pancreatic cancer patients who undergo preoperative plastic 

stent placement for obstructive jaundice. This review attempts to define the role 

of stenting in patients with pancreatic cancer and malignant obstructive 
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jaundice. The latter includes patients unresectable for cure, those who are too 

frail to withstand an operation, the occasional patient who presents with 

cholangitis, and those patients who will have a significant delay in surgery 

because of preoperative neoadjuvant therapy. METHODS: Literature review. A 

therapeutic endoscopy team member of a multidisciplinary team which 

evaluates and treats >250 pancreatic cancer patients yearly. RESULTS: There 

are 5 historical randomized controlled trials (RCTs) and 1 current RCT 

demonstrating no significant benefit in preoperatively decompressing jaundiced 

patients with pancreatic malignancy with percutaneously placed tubes or 

endoscopically inserted plastic stents. There are  5 RCTs defining a longer 

patency rate with self-expandable metal stents (SEMS) compared to plastic 

prostheses suggesting that in the setting of palliation as well as the use of 

neoadjuvant therapy for resectable or borderline resectable patients, SEMS 

placement is preferable. CONCLUSIONS: Despite data demonstrating lack of 

efficacy and potential harm in decompressing the biliary tree as opposed  to 

early surgery in jaundiced patients with pancreatic malignancy, endoscopic 

retrograde cholangiopancreatography with SEMS insertion remains an 

invaluable palliative modality in non-resectable patients as well as those in 

whom contemplated resection is delayed in order to give neoadjuvant therapy. 
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TÍTULO / TITLE:  - Familial gastric and pancreatic cancers. 

RESUMEN / SUMMARY:  - Enlace al Resumen / Link to its Summary 
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INSTITUCIÓN / INSTITUTION:  - From the Divisions of Gastroenterology and 

Molecular Medicine and Genetics, Department of Internal Medicine, University 

of Michigan, Ann Arbor, MI. 

RESUMEN / SUMMARY:  - Screening for gastric and pancreatic cancers in 

asymptomatic individuals is not routinely practiced in the United States. While 

there is insufficient evidence that general population screening would reduce 

morbidity and/or mortality associated with these cancers, the utility of screening 

for individuals at increased risk warrants further study. Clinical challenges 

include identifying high risk individuals who would be most likely to benefit from 

screening and determining which screening modalities and intervals would be 

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

REVISTA / JOURNAL:  - Int J Nanomedicine. 2013;8:1167-76. doi: 
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RESUMEN / SUMMARY:  - The traditional xenograft subcutaneous pancreatic 

cancer model is notorious for its low incidence of tumor formation, inconsistent 

results for the chemotherapeutic effects of drug molecules of interest, and a 

poor predictive capability for the clinical efficacy of novel drugs. These 

drawbacks are attributed to a variety of factors, including inoculation of 

heterogeneous tumor  cells from patients with different pathological histories, 

and use of poorly defined Matrigel(®). In this study, we aimed to tissue-engineer 

a pancreatic cancer model that could readily cultivate a pancreatic tumor 

derived from highly  homogenous CD24(+)CD44(+) pancreatic cancer stem 

cells delivered by a well defined electrospun scaffold of poly(glycolide-co-

trimethylene carbonate) and gelatin. The scaffold supported in vitro 

tumorigenesis from CD24(+)CD44(+) cancer stem cells for up to 7 days without 

inducing apoptosis. Moreover, CD24(+)CD44(+)  cancer stem cells delivered by 

the scaffold grew into a native-like mature pancreatic tumor within 8 weeks in 

vivo and exhibited accelerated tumorigenesis as well as a higher incidence of 

tumor formation than the traditional model. In the scaffold model, we discovered 

that oxaliplatin-gemcitabine (OXA-GEM), a chemotherapeutic regimen, induced 

tumor regression whereas gemcitabine alone only capped tumor growth. The 

mechanistic study attributed the superior antitumorigenic performance of OXA-

GEM to its ability to induce apoptosis of CD24(+)CD44(+) cancer stem cells. 

Compared with the traditional model, the scaffold model demonstrated a higher 

incidence of tumor formation and accelerated tumor growth. Use of a tiny 

population of highly homogenous CD24(+)CD44(+) cancer stem cells delivered 

by a well defined scaffold greatly reduces the variability associated with the 

traditional model, which uses a heterogeneous tumor cell population and poorly 

defined Matrigel. The scaffold model is a robust platform for investigating the 

antitumorigenesis mechanism of novel chemotherapeutic drugs with a special 

focus on cancer stem cells. 
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 ●●Enlace a la Editora de la Revista http://bmj.com/search.dtl   

 ●●Cita: British Medical J. (BMJ): <> Case Rep. 2013 May 22;2013. pii: 

bcr2013009933. doi: 10.1136/bcr-2013-009933. 
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AUTORES / AUTHORS:  - Naisbitt CJ; Filobbos R; Bonington A; O’Reilly D 

INSTITUCIÓN / INSTITUTION:  - Department of General Surgery, Pennine Acute 

Trust, Manchester, UK. 

RESUMEN / SUMMARY:  - The coexistence of painless jaundice and a space-

occupying lesion in the head of  the pancreas usually signifies a diagnosis of 

pancreatic cancer. We present a case, where the cause of a pancreatic mass 

turned out to be related to tuberculosis. Tuberculosis affecting abdominal 

organs in isolation is uncommon, and more often forms part of disseminated 

disease. Pancreatic tuberculosis is very rare, especially in immunocompetent 

individuals. While every effort should be made to ensure that potentially 

operable pancreatic cancers undergo prompt surgical excision, the challenge 

for the future will be to make a preoperative diagnosis of pancreatic conditions 

that require medical rather than surgical therapy. 
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INSTITUCIÓN / INSTITUTION:  - From the Department of Rheumatology, Prince of 

Wales Hospital, Barker Street, Randwick, Sydney, New South Wales, Australia. 

RESUMEN / SUMMARY:  - Palmar fasciitis and polyarthritis syndrome is a rare 

paraneoplastic condition that may portend a diagnosis of malignancy. We 

describe the case of a 73-year-old man who presented with progressive palmar 

swelling, erythema, pain, and contractures of both hands, This presentation and 

associated weight loss eventually led to the diagnosis of metastatic pancreatic 

adenocarcinoma. This case highlights the often delayed, but important 

diagnosis of this unusual paraneoplastic phenomenon which can mimic 

arthropathy, Dupuytren contracture, and scleroderma. Our case is also the first 

documentation of the extensive inflammatory magnetic resonance imaging 

changes in palmar fasciitis and polyarthritis syndrome, which affects all tissue 

planes including the synovium and explains its confusing clinical manifestations. 
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TÍTULO / TITLE:  - Squamous cell carcinoma of pancreas: an unusual site of 

relapse from early-stage  lung cancer: 12-month postsurgery. 
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RESUMEN / SUMMARY:  - A 57-year-old man presented with abdominal pain and 

backache, weight loss of 10 kg and irregular bowel movements. He was 

previously diagnosed with Stage IB squamous cell carcinoma of lung and had 

undergone lobectomy 12 months previously. Investigations including imaging 

revealed a cystic mass in the body and tail of the pancreas which was biopsied 

and it was confirmed to be a recurrence of the squamous lung cancer involving 

the pancreas. He was treated with systemic chemotherapy and has shown a 

partial response on repeat imaging. This case illustrates a rare and unusual site 

of relapse in lung cancer after adjuvant therapy and a key message for follow-

up surveillance for these patients. 
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RESUMEN / SUMMARY:  - INTRODUCTION: One of the most important 

requirements in treatment of acute necrotizing pancreatitis is minimized 

invasion. AIM: We are presenting experience in treatment of acute necrotizing 

pancreatitis by an original minimally invasive  retroperitoneal necrosectomy 

technique, comparing our results to other studies, evaluating feasibility and 

safety, discussing advantages and disadvantages of this method. MATERIAL 

AND METHODS: We performed a retrospective analysis of 13 patients who had 

acute necrotizing pancreatitis with large fluid collections in retroperitoneal space 
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and underwent retroperitoneal necrosectomy. RESULTS: There  were eight 

males and three females aged between 24 and 60 years, average age was  

42.8 +/-9.2 years. The most common cause of pancreatitis was alcohol, 10 

patients (76.9%). Average time between diagnosis and performance of 

operation was 25.7 +/-11.3 days. One patient underwent eight repeated 

interventions: two retroperitoneal necrosectomies; five laparotomies; 

ultrasound-guided drainage. One patient underwent four reinterventions: 

lumbotomy; revision; two lavages. Three patients had two reinterventions: one 

had laparotomy and tamponation; one had two repeated retroperitoneal 

necrosectomies; third had one repeated retroperitoneal necrosectomy and one 

had ultrasound-guided drainage. Three patients needed one additional 

retroperitoneal necrosectomy. Five patients did not required additional 

interventions. 61.5% of our patients did not require more than one 

reintervention. Postoperative stay varied from 9 to 94 days, average 50.8 +/-

32.6 days. CONCLUSIONS: Minimally invasive techniques should be 

considered as first-choice surgical option in treating patients with acute 

necrotizing pancreatitis. Pancreatic necrosis occupying less than 30% and with 

massive fluid collections in the left retroperitoneal space can be safely managed 

by minimally invasive retroperitoneal necrosectomy. 
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INSTITUCIÓN / INSTITUTION:  - Samuel Lunenfeld Research Institute, Mount Sinai 

Hospital, Toronto, M5G 1X5, Canada. 

RESUMEN / SUMMARY:  - We sequenced 11 germline exomes from five families 

with familial pancreatic cancer (FPC). One proband had a germline nonsense 

variant in ATM with somatic loss of the variant allele. Another proband had a 

nonsense variant in PALB2 with  somatic loss of the variant allele. Both variants 

were absent in a relative with  FPC. These findings question the causal 

mechanisms of ATM and PALB2 in these families and highlight challenges in 

identifying the causes of familial cancer syndromes using exome sequencing. 
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