
World Journal of 
Gastroenterology
World J Gastroenterol  2015 June 7; 21(21): 6427-6768

ISSN 1007-9327 (print)
ISSN 2219-2840 (online)

Published by Baishideng Publishing Group Inc



S

EDITORIAL
6427	 Cell therapy from bench to bed side: Hepatocytes from fibroblasts - the truth and myth of 

transdifferentiation

Sanal MG

6434	 Short-term and long-term risk factors in gastric cancer

Verlato G, Marrelli D, Accordini S, Bencivenga M, Di Leo A, Marchet A, Petrioli R, Zoppini G, Muggeo M, Roviello F, 

de Manzoni G

6444	 Controversy in the diagnosis of pediatric non-alcoholic fatty liver disease

Marzuillo P, Grandone A, Perrone L, Miraglia del Giudice E

TOPIC HIGHLIGHT
6451	 Diagnostic and therapeutic applications of water-immersion colonoscopy

Sugimoto S, Mizukami T

6460	 Innovations and techniques for balloon-enteroscope-assisted endoscopic retrograde 

cholangiopancreatography in patients with altered gastrointestinal anatomy

Yamauchi H, Kida M, Imaizumi H, Okuwaki K, Miyazawa S, Iwai T, Koizumi W

6470	 Different treatment strategies and molecular features between right-sided and left-sided colon cancers

Shen H, Yang J, Huang Q, Jiang MJ, Tan YN, Fu JF, Zhu LZ, Fang XF, Yuan Y

REVIEW
6479	 Recent developments in pathogenesis, diagnosis and therapy of Barrett's esophagus

Halland M, Katzka D, Iyer PG

6491	 Nocardia infections among immunomodulated inflammatory bowel disease patients: A review

Abreu C, Rocha-Pereira N, Sarmento A, Magro F

6499	 Role of dietary polyphenols in the management of peptic ulcer

Farzaei MH, Abdollahi M, Rahimi R

MINIREVIEWS
6518	 Transarterial radioembolization for hepatocellular carcinoma: An update and perspectives

Sacco R, Mismas V, Marceglia S, Romano A, Giacomelli L, Bertini M, Federici G, Metrangolo S, Parisi G, Tumino E, 

Bresci G, Corti A, Tredici M, Piccinno M, Giorgi L, Bartolozzi C, Bargellini I

Contents Weekly  Volume 21  Number 21  June 7, 2015

� June 7, 2015|Volume 21|Issue 21|WJG|www.wjgnet.com



Contents
World Journal of Gastroenterology

Volume 21  Number 21  June 7, 2015

ORIGINAL ARTICLE

Basic Study

6526	 New NCI-N87-derived human gastric epithelial line after human telomerase catalytic subunit over-

expression

Saraiva-Pava K, Navabi N, Skoog EC, Lindén SK, Oleastro M, Roxo-Rosa M

6543	 Low G preconditioning reduces liver injury induced by high +Gz exposure in rats

Shi B, Feng ZQ, Li WB, Zhang HY

6550	 Alternative splicing of VEGFA , APP  and NUMB genes in colorectal cancer

Zhao YJ, Han HZ, Liang Y, Shi CZ, Zhu QC, Yang J

6561	 Probiotic BIFICO cocktail ameliorates Helicobacter pylori  induced gastritis

Yu HJ, Liu W, Chang Z, Shen H, He LJ, Wang SS, Liu L, Jiang YY, Xu GT, An MM, Zhang JD

6572	 Effect of resveratrol on Treg/Th17 signaling and ulcerative colitis treatment in mice

Yao J, Wei C, Wang JY, Zhang R, Li YX, Wang LS

6582	 Transplantation of insulin-producing cells to treat diabetic rats after 90% pancreatectomy

Yu YB, Bian JM, Gu DH

6591	 Loss of Dicer1 impairs hepatocyte survival and leads to chronic inflammation and progenitor cell activation

Lu XF, Zhou YJ, Zhang L, Ji HJ, Li L, Shi YJ, Bu H

Case Control Study

6604	 Pancreatic cancer serum biomarker PC-594: Diagnostic performance and comparison to CA19-9

Ritchie SA, Chitou B, Zheng Q, Jayasinghe D, Jin W, Mochizuki A, Goodenowe DB

Retrospective Cohort Study

6613	 Growth and bone health in paediatric patients with Crohn's disease receiving subcutaneous tumor necrosis 

factor antibody

Pichler J, Huber WD, Aufricht C, Bidmon-Fliegenschnee B

6621	 Low RASSF6 expression in pancreatic ductal adenocarcinoma is associated with poor survival

Ye HL, Li DD, Lin Q, Zhou Y, Zhou QB, Zeng B, Fu ZQ, Gao WC, Liu YM, Chen RW, Li ZH, Chen RF

Retrospective Study

6631	 High morbidity in myocardial infarction and heart failure patients after gastric cancer surgery

Jeong SH, Kim YW, Yu W, Lee SH, Park YK, Park SH, Jeong IH, Lee SE, Park Y, Lee YJ

II June 7, 2015|Volume 21|Issue 21|WJG|www.wjgnet.com



Contents
World Journal of Gastroenterology

Volume 21  Number 21  June 7, 2015

6639	 Precore/basal core promoter mutants quantification throughout phases of hepatitis B virus infection by 

Simpleprobe

Tu WH, Lv Y, Zhang YM, Hou W, Wang JY, Zhang YJ, Liu HY, Zhu HX, Qin YL, Mao RC, Zhang JM

6649	 Neuron-glial antigen 2 overexpression in hepatocellular carcinoma predicts poor prognosis

Lu LL, Sun J, Lai JJ, Jiang Y, Bai LH, Zhang LD

6660	 Laparoscopic splenectomy for splenic littoral cell angioma

Cai YQ, Wang X, Ran X, Liu XB, Peng B

6665	 Proportions of acetyl-histone-positive hepatocytes indicate the functional status and prognosis of cirrhotic 

patients

Zhou P, Xia J, Zhou YJ, Wan J, Li L, Bao J, Shi YJ, Bu H

6675	 Platelet to lymphocyte ratio as a novel prognostic tool for gallbladder carcinoma

Pang Q, Zhang LQ, Wang RT, Bi JB, Zhang JY, Qu K, Liu SS, Song SD, Xu XS, Wang ZX, Liu C

6684	 Hepatitis B virus genotypes and genome characteristics in China

Li HM, Wang JQ, Wang R, Zhao Q, Li L, Zhang JP, Shen T

Clinical Trials Study

6698	 Low efficacy of levofloxacin-doxycycline-based third-line triple therapy for Helicobacter pylori  eradication 

in Italy

Paoluzi OA, Del Vecchio Blanco G, Visconti E, Coppola M, Fontana C, Favaro M, Pallone F

6706	 Preliminary study of photodynamic diagnosis using 5-aminolevulinic acid in gastric and colorectal tumors

Nakamura M, Nishikawa J, Hamabe K, Goto A, Nishimura J, Shibata H, Nagao M, Sasaki S, Hashimoto S, Okamoto T, 

Sakaida I

Observational Study

6713	 Associations of sense of coherence with psychological distress and quality of life in inflammatory bowel disease

Freitas TH, Andreoulakis E, Alves GS, Miranda HLL, Braga LLBC, Hyphantis T, Carvalho AF

Prospective Study

6728	 Burden of Clostridium difficile  infection between 2010 and 2013: Trends and outcomes from an academic 

center in Eastern Europe

Kurti Z, Lovasz BD, Mandel MD, Csima Z, Golovics PA, Csako BD, Mohas A, Gönczi L, Gecse KB, Kiss LS, Szathmari M, 

Lakatos PL

6736	 3.0T 1H magnetic resonance spectroscopy for assessment of steatosis in patients with chronic hepatitis C

Zhang Q, Zhang HM, Qi WQ, Zhang YG, Zhao P, Jiao J, Wang JB, Zhang CY

III June 7, 2015|Volume 21|Issue 21|WJG|www.wjgnet.com



Contents
World Journal of Gastroenterology

Volume 21  Number 21  June 7, 2015

SYSTEMATIC REVIEWS
6745	 Antioxidant drugs to prevent post-endoscopic retrograde cholangiopancreatography pancreatitis: What 

does evidence suggest?

Fuentes-Orozco C, Dávalos-Cobián C, García-Correa J, Ambriz-González G, Macías-Amezcua MD, García-Rentería J, 

Rendón-Félix J, Chávez-Tostado M, Cuesta-Márquez LA, Alvarez-Villaseñor AS, Cortés-Flores AO, González-Ojeda A

CASE REPORT
6754	 True left-sided gallbladder with variations of bile duct and cholecystic vein

Ishii H, Noguchi A, Onishi M, Takao K, Maruyama T, Taiyoh H, Araki Y, Shimizu T, Izumi H, Tani N, Yamaguchi M, 

Yamane T

6759	 Reactive lymphoid hyperplasia of the liver: Perinodular enhancement on contrast-enhanced computed 

tomography and magnetic resonance imaging

Sonomura T, Anami S, Takeuchi T, Nakai M, Sahara S, Tanihata H, Sakamoto K, Sato M

6764	 Testicular metastasis from gastric carcinoma: A case report

Li B, Cai H, Kang ZC, Wu H, Hou JG, Ma LY

IV June 7, 2015|Volume 21|Issue 21|WJG|www.wjgnet.com



NAME OF JOURNAL 
World Journal of  Gastroenterology

ISSN
ISSN 1007-9327 (print)
ISSN 2219-2840 (online)

LAUNCH DATE
October 1, 1995

FREQUENCY
Weekly

EDITORS-IN-CHIEF
Damian Garcia-Olmo, MD, PhD, Doctor, Profes-
sor, Surgeon, Department of  Surgery, Universidad 
Autonoma de Madrid; Department of  General Sur-
gery, Fundacion Jimenez Diaz University Hospital, 
Madrid 28040, Spain

Saleh A Naser, PhD, Professor, Burnett School of  
Biomedical Sciences, College of  Medicine, University 
of  Central Florida, Orlando, FL 32816, United States

Stephen C Strom, PhD, Professor, Department of  
Laboratory Medicine, Division of  Pathology, Karo-
linska Institutet, Stockholm 141-86, Sweden

Andrzej S Tarnawski, MD, PhD, DSc (Med), Pro-
fessor of  Medicine, Chief Gastroenterology, VA 
Long Beach Health Care System, University of  Cali-
fornia, Irvine, CA, 5901 E. Seventh Str., Long Beach, 
CA 90822, United States

EDITORIAL OFFICE
Jin-Lei Wang, Director
Xiu-Xia Song, Vice Director
World Journal of  Gastroenterology
Room 903, Building D, Ocean International Center, 
No. 62 Dongsihuan Zhonglu, Chaoyang District, 
Beijing 100025, China
Telephone: +86-10-59080039
Fax: +86-10-85381893
E-mail: editorialoffice@wjgnet.com
Help Desk: http://www.wjgnet.com/esps/helpdesk.aspx
http://www.wjgnet.com

PUBLISHER
Baishideng Publishing Group Inc
8226 Regency Drive, 
Pleasanton, CA 94588, USA
Telephone: +1-925-223-8242
Fax: +1-925-223-8243
E-mail: bpgoffice@wjgnet.com
Help Desk: http://www.wjgnet.com/esps/helpdesk.aspx

Contents

EDITORS FOR 
THIS ISSUE

Responsible Assistant Editor: Xiang Li                      Responsible Science Editor: Jing Yu
Responsible Electronic Editor: Cai-Hong Wang	       Proofing Editorial Office Director: Jin-Lei Wang
Proofing Editor-in-Chief: Lian-Sheng Ma

http://www.wjgnet.com

PUBLICATION DATE
June 7, 2015

COPYRIGHT
© 2015 Baishideng Publishing Group Inc. Articles pub-
lished by this Open-Access journal are distributed under 
the terms of  the Creative Commons Attribution Non-
commercial License, which permits use, distribution, 
and reproduction in any medium, provided the original 
work is properly cited, the use is non commercial and is 
otherwise in compliance with the license.

SPECIAL STATEMENT 
All articles published in journals owned by the Baishideng 
Publishing Group (BPG) represent the views and opin-
ions of  their authors, and not the views, opinions or 
policies of  the BPG, except where otherwise explicitly 
indicated.

INSTRUCTIONS TO AUTHORS
Full instructions are available online at http://www.
wjgnet.com/1007-9327/g_info_20100315215714.htm

ONLINE SUBMISSION 
http://www.wjgnet.com/esps/

World Journal of Gastroenterology
Volume 21  Number 21  June 7, 2015

Associate Editor of World Journal of Gastroenterology , Myeong Jun Song, PhD, 
Assistant Professor, Division of Hepatology and Gastroenterology, Department 
of Internal medicine, College of Medicine, The Catholic University of Korea, 
Daejeon 301-723, South Korea

World Journal of  Gastroenterology (World J Gastroenterol, WJG, print ISSN 1007-9327, online 
ISSN 2219-2840, DOI: 10.3748) is a peer-reviewed open access journal. WJG was estab-
lished on October 1, 1995. It is published weekly on the 7th, 14th, 21st, and 28th each month. 
The WJG Editorial Board consists of  1378 experts in gastroenterology and hepatology 
from 68 countries.
    The primary task of  WJG is to rapidly publish high-quality original articles, reviews, 
and commentaries in the fields of  gastroenterology, hepatology, gastrointestinal endos-
copy, gastrointestinal surgery, hepatobiliary surgery, gastrointestinal oncology, gastroin-
testinal radiation oncology, gastrointestinal imaging, gastrointestinal interventional ther-
apy, gastrointestinal infectious diseases, gastrointestinal pharmacology, gastrointestinal 
pathophysiology, gastrointestinal pathology, evidence-based medicine in gastroenterol-
ogy, pancreatology, gastrointestinal laboratory medicine, gastrointestinal molecular biol-
ogy, gastrointestinal immunology, gastrointestinal microbiology, gastrointestinal genetics, 
gastrointestinal translational medicine, gastrointestinal diagnostics, and gastrointestinal 
therapeutics. WJG is dedicated to become an influential and prestigious journal in gas-
troenterology and hepatology, to promote the development of  above disciplines, and to 
improve the diagnostic and therapeutic skill and expertise of  clinicians.

World Journal of  Gastroenterology is now indexed in Current Contents®/Clinical Medicine, Science 
Citation Index Expanded (also known as SciSearch®), Journal Citation Reports®, Index Medi-
cus, MEDLINE, PubMed, PubMed Central, Digital Object Identifier, and Directory of  Open 
Access Journals. ISI, Journal Citation Reports®, Gastroenterology and Hepatology, 2013 Impact 
Factor: 2.433 (36/74); Total Cites: 20957 (6/74); Current Articles: 1205 (1/74); and Eigenfactor® 
Score: 0.05116 (6/74). 

I-IX	  Editorial Board

ABOUT COVER

INDEXING/ABSTRACTING

AIMS AND SCOPE

FLYLEAF

� June 7, 2015|Volume 21|Issue 21|WJG|www.wjgnet.com



Short-term and long-term risk factors in gastric cancer

Giuseppe Verlato, Daniele Marrelli, Simone Accordini, Maria Bencivenga, Alberto Di Leo, Alberto Marchet, 
Roberto Petrioli, Giacomo Zoppini, Michele Muggeo, Franco Roviello, Giovanni de Manzoni

Giuseppe Verlato, Simone Accordini, Unit of Epidemiology 
and Medical Statistics, Department of Public Health and 
Community Medicine, University of Verona, 37134 Verona, Italy
Daniele Marrelli, Franco Roviello, Department of Medicine, 
Surgery and Neurosciences, Section of General Surgery and 
Surgical Oncology, Translational Research Laboratory, University 
of Siena, 53100 Siena, Italy
Maria Bencivenga, Giovanni de Manzoni, Upper Gastrointestinal 
Surgery, University of Verona, 37126 Verona, Italy
Alberto Di Leo, General Surgery, Hospital “Santa Maria del 
Carmine”, 38068 Rovereto, Italy
Alberto Marchet, Department of Surgery, Oncology and 
Gastroenterology, University of Padua, 35121 Padua, Italy
Roberto Petrioli, Department of Medicine, Surgery and 
Neurosciences, Medical Oncology Unit, University of Siena, 
53100 Siena, Italy
Giacomo Zoppini, Michele Muggeo, Section of Endocrinology, 
Diabetes and Metabolism, Department of Medicine, Azienda 
Ospedaliera Universitaria Integrata, University of Verona, 37126 
Verona, Italy

Author contributions: Verlato G devised the study and prepared 
the draft of the manuscript; Verlato G did the statistical analysis; 
Marrelli D, Di Leo A, Roviello F and de Manzoni G founded 
the GIRCG with other colleagues and contributed to the GIRCG 
database; Bencivenga M, Marchet A and Petrioli R contributed 
to the GIRCG database; Muggeo M organized and coordinated 
the Verona Diabetes Study, with the help of Zoppini G; all the 
authors contributed to the interpretation of results and to the 
revision of the manuscript; all the authors read and approved the 
final manuscript. 

Conflict-of-interest: Giuseppe Verlato has received financial 
support from BioMed Central to participate to the 2014 Congress 
of the ERS (European Respiratory Society). The other Authors 
declare no conflicts of interest.

Open-Access: This article is an open-access article which was 
selected by an in-house editor and fully peer-reviewed by external 
reviewers. It is distributed in accordance with the Creative 
Commons Attribution Non Commercial (CC BY-NC 4.0) license, 
which permits others to distribute, remix, adapt, build upon this 
work non-commercially, and license their derivative works on 
different terms, provided the original work is properly cited and 
the use is non-commercial. See: http://creativecommons.org/
licenses/by-nc/4.0/

Correspondence to: Giuseppe Verlato, MD, PhD, Unit of 
Epidemiology and Medical Statistics, Department of Public 
Health and Community Medicine, University of Verona, Sezione 
di Epidemiologia e Statistica Medica, Istituti Biologici 2 B, Strada 
Le Grazie 8, 37134 Verona, Italy. giuseppe.verlato@univr.it
Telephone: +39-45-8027628
Fax: +39-45-8027154

Received: December 15, 2014   
Peer-review started: December 16, 2014   
First decision: January 22, 2015
Revised: February 28, 2015
Accepted: March 31, 2015
Article in press: March 31, 2015
Published online: June 7, 2015

Abstract
While in chronic diseases, such as diabetes, mortality 
rates slowly increases with age, in oncological series 
mortality usually changes dramatically during the 
follow-up, often in an unpredictable pattern. For 
instance, in gastric cancer mortality peaks in the 
first two years of follow-up and declines thereafter. 
Also several risk factors, such as TNM stage, largely 
affect mortality in the first years after surgery, while 
afterward their effect tends to fade. Temporal trends 
in mortality were compared between a gastric cancer 
series and a cohort of type 2 diabetic patients. For 
this purpose, 937 patients, undergoing curative 
gastrectomy with D1/D2/D3 lymphadenectomy for 
gastric cancer in three GIRCG (Gruppo Italiano Ricerca 
Cancro Gastrico = Italian Research Group for Gastric 
Cancer) centers, were compared with 7148 type 2 
diabetic patients from the Verona Diabetes Study. In 
the early/advanced gastric cancer series, mortality from 
recurrence peaked to 200 deaths per 1000 person-
years 1 year after gastrectomy and then declined, 
becoming lower than 40 deaths per 1000 person-years 
after 5 years and lower than 20 deaths after 8 years. 
Mortality peak occurred earlier in more advanced T 
and N tiers. At variance, in the Verona diabetic cohort 
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overall mortality slowly increased during a 10-year 
follow-up, with ageing of the type 2 diabetic patients. 
Seasonal oscillations were also recorded, mortality 
being higher during winter than during summer. Also 
the most important prognostic factors presented a 
different temporal pattern in the two diseases: while 
the prognostic significance of T and N stage markedly 
decrease over time, differences in survival among 
patients treated with diet, oral hypoglycemic drugs 
or insulin were consistent throughout the follow-up. 
Time variations in prognostic significance of main risk 
factors, their impact on survival analysis and possible 
solutions were evaluated in another GIRCG series of 
568 patients with advanced gastric cancer, undergoing 
curative gastrectomy with D2/D3 lymphadenectomy. 
Survival curves in the two different histotypes (intestinal 
and mixed/diffuse) were superimposed in the first three 
years of follow-up and diverged thereafter. Likewise, 
survival curves as a function of site (fundus vs  body/
antrum) started to diverge after the first year. On the 
contrary, survival curves differed among age classes 
from the very beginning, due to different post-operative 
mortality, which increased from 0.5% in patients aged 
65-74 years to 9.9% in patients aged 75-91 years; 
this discrepancy later disappeared. Accordingly, the 
proportional hazards assumption of the Cox model 
was violated, as regards age, site and histology. To 
cope with this problem, multivariable survival analysis 
was performed by separately considering either the 
first two years of follow-up or subsequent years. 
Histology and site were significant predictors only after 
two years, while T and N, although significant both 
in the short-term and in the long-term, became less 
important in the second part of follow-up. Increasing 
age was associated with higher mortality in the first 
two years, but not thereafter. Splitting survival time 
when performing survival analysis allows to distinguish 
between short-term and long-term risk factors. 
Alternative statistical solutions could be to exclude 
post-operative mortality, to introduce in the model 
time-dependent covariates or to stratify on variables 
violating proportionality assumption.

Key words: Gastric cancer; Type 2 diabetes; Mortality; 
Short-term risk factors; Long-term risk factors; Survival 
analysis; Cox model; Proportional hazards assumption

© The Author(s) 2015. Published by Baishideng Publishing 
Group Inc. All rights reserved.

Core tip: In gastric cancer patients mortality from 
recurrence peaked in the first two years after curative 
gastrectomy and then declined. The prognostic 
significance of risk factors was not stable, as the effect 
of T and N decreased with time, while the effect of 
histology became apparent after two years. Advancing 
age was associated with increased post-operative 
mortality. Hence, the proportional hazards assumption 
of the Cox model was violated. A possible solution was 
to split survival analysis in the first two years of follow-
up and subsequent years. By comparison, overall 

mortality and prognostic significance of risk factors was 
rather stable in a cohort of type 2 diabetic patients.

Verlato G, Marrelli D, Accordini S, Bencivenga M, Di Leo 
A, Marchet A, Petrioli R, Zoppini G, Muggeo M, Roviello 
F, de Manzoni G. Short-term and long-term risk factors in 
gastric cancer. World J Gastroenterol 2015; 21(21): 6434-6443  
Available from: URL: http://www.wjgnet.com/1007-9327/full/
v21/i21/6434.htm  DOI: http://dx.doi.org/10.3748/wjg.v21.
i21.6434

INTRODUCTION
Declining trend in mortality after gastric cancer surgery
Despite the declining incidence, gastric cancer is 
currently the third leading cause of cancer death 
worldwide[1]. Prediction of prognosis after surgical 
resection for primary gastric adenocarcinoma is 
based mainly on the American Joint Committee on 
Cancer (AJCC) staging system[2] which takes into 
account depth of tumour invasion, pathological nodal 
status and the presence of distant metastasis as the 
only prognostic factors. Certainly, disease burden 
at the diagnosis is the most important predictor of 
cancer related-death, as up to 70% of deaths from 
cancer recurrence occur in the first two years after 
gastrectomy[3,4], mainly in patients with tumours 
infiltrating serosa, with extensive nodal involvement or 
systemic metastases.

However, after the first two years mortality rates 
remarkably decrease. In a Dutch-American study[4] 
5-year disease-specific survival from the day of 
surgery presented a median improvement of 7.2%, 
19.1%, and 31.6% respectively, in patients surviving 1, 
2, or 3 years after surgery. Therefore, according to the 
US Gastric Cancer Collaborative[5] survival estimates 
following surgical resection of gastric adenocarcinoma 
can be considered dynamic: “the probability of survival 
increases with time already survived”.

Changing prognostic significance of risk factors during 
follow-up 
The improvement in prognosis, recorded in gastric 
cancer patients surviving the first years of follow-up, is 
particularly large in patients with advanced stages[5,6].

In the Surveillance, Epidemiology, and End Results 
(SEER 17) database, five-year conditional survival (the 
probability to survive in the next five years) increased 
from 61% at baseline to 85% after 5 years in patients 
with localized tumors, from 34% to 79% in patients 
with metastases to regional lymph nodes, and from 2% 
to 64% in patients with distant metastases[6].

In the US Gastric Cancer Collaborative[5] the 
prognostic significance of T and N status was of 
paramount importance in the first three years after 
surgery: indeed three-year survival was respectively 
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77%, 59%, 43%, 27% in T1, T2, T3, T4, and 65%, 
38% in N0, N1. However after 5 years of follow-up 
depth of tumor invasion and nodal status at baseline 
were no longer related to prognosis: indeed conditional 
survival in the next three years was about 78%-87%, 
irrespective of T or N tier[5].

In a Japanese study patients with early recurrence 
had more advanced T and N status, and a larger tumor 
size than patients with late recurrence[3]. However only 
depth of tumor invasion was independently associated 
with timing of recurrence.

Thus, in advanced gastric cancer patients, who 
survive over the first years but still present a notable 
risk of recurrence compared to early gastric cancers, 
factors other than TNM stage should be evaluated to 
correctly predict prognosis.

Problems in applying survival analysis to cancer series
As stated above, the trend in mortality changes over 
time and is often unpredictable, therefore analyzing 
mortality in the oncological field is particular difficult. 
Parametric models are not feasible, such as the 
Weibull model which assumes a monotonous increase 
or decrease in mortality rate over time[7]. Hence, the 
Cox model, which does not make a priori assumption 
on the temporal pattern of mortality, is usually the 
only choice for cancer patients. However, also the Cox 
model is often difficult to apply to patients with gastric 
cancer, due to violation of the proportional hazards 
assumption.

On the contrary, survival analysis encounters less 
problems in chronic degenerative diseases, such as 
diabetes, where mortality usually increases during 
follow-up due to ageing of the population under 
study.

These topics were investigated in two homogeneous 
GIRCG series (Gruppo Italiano di Ricerca sul Cancro 
Gastrico; Italian Research Group for Gastric Cancer), 
undergoing curative gastrectomy for gastric cancer: 
(1) temporal trends in mortality, either in whole series 
or as a function of disease stage, were inspected in 
a cohort of patients from Padua/Siena/Verona with 
early or advanced gastric cancer, undergoing curative 
gastrectomy with limited/extended/superextended (D1/
D2/D3) lymphadenectomy[8]. Temporal trend in this 
gastric cancer series was compared with trend recorded 
in a cohort of diabetic patients, enrolled in the frame 
of the Verona Diabetes Study[9]; and (2) problems 
in survival analysis and possible solutions were inves
tigated in a cohort of patients from Siena/Verona with 
advanced gastric cancer, operated on with curative 
gastrectomy and D2/D3 lymphadenectomy[10].

The lack of pre-operative chemotherapy and 
the adequate staging in both gastric cancer cohorts 
provided a unique opportunity to investigate both the 
hazard function over time and the temporal pattern of 
prognostic significance of main risk factors.

TREND OF MORTALITY DURING 
FOLLOW-UP IN A SERIES WITH EARLY/
ADVANCED GASTRIC CANCER
Between 1988 and 2002, 1086 patients underwent 
gastrectomy for gastric cancer in three GIRCG centers: 
Padua (n = 270), Siena (n = 371) and Verona (n = 
445)[8]. After excluding 1 neuroendocrine tumor, 1 T0 
tumor, 7 multicentric tumors, 40 patients dying from 
postoperative causes, 100 macroscopic or microscopic 
residual tumors, 937 patients were considered for the 
study.

As regards T and N status, coded according to the 
UICC/AJCC TNM 6th edition (1997), 261 patients were 
classified as T1, 359 as T2, 285 as T3, 32 as T4, while 
N status was N0, N1, N2, N3 respectively in 404, 299, 
142, 92 patients.

Median follow-up in surviving patients was 106 mo 
(range: 36-216 mo): 3 patients were lost to follow-
up. 515 patients died, 432 from tumor recurrence, 83 
from other causes.

An Epanechnikov kernel function was used to 
calculate the weighted kernel-density estimate 
required to produce a smoothed hazard-function over 
time[11].

In this GIRCG series mortality from recurrence 
peaked to 200 deaths per 1000 person-years after 1 
year of follow-up and then declined, becoming lower 
than 40 deaths per 1000 person-years after 5 years 
and lower than 20 deaths per person-years after 8 
years (Figure 1A). This pattern could be inferred also by 
a shrewd inspection of the corresponding survival curve, 
which declined very steeply between 6 and 24 mo of 
follow-up, becoming rather flat thereafter (Figure 1B).

As shown in Figure 2, mortality from recurrence 
varied widely as a function of T and N status in the 
first two years of follow-up, and tended to converge 
thereafter. Interestingly the mortality peak occurred 
earlier in more advanced T and N tiers.

Comparison with mortality pattern in the Verona 
diabetes study
The mortality pattern in the gastric cancer series was 
compared with the pattern observed in 7148 type 
2 diabetic patients from the Verona Diabetes Study. 
Briefly the Verona Diabetes Study[9] is a population-
based monocentric survey, which identified 7148 type 
2 diabetic patients in the Verona Social Health Unit on 
the 31th December 1986, using three different sources 
of ascertainment (Diabetes Clinic, Family Physicians and 
Drug Prescription Database) with an estimated 75% 
completeness of ascertainment[12]. At baseline, 860 
patients (12.1%) were treated with diet, 5821 (81.8%) 
with oral hypoglycemic drugs, 437 (6.1%) with insulin. 
From 1987 to 1996 2896 patients died, the overall 
follow-up amounting to 56410 person-years[13]. It can 
be appreciated that mortality slowly increased during 
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small to be detected in the corresponding survival curve.
When hazard function was analyzed as a function 

of treatment, an important marker of disease 
progression, seasonal oscillations in overall mortality 
could be clearly detected in all groups but the insulin-

the 10-year follow-up, with ageing of the type 2 diabetic 
cohort. Seasonal oscillations were also recorded: 
mortality rates was higher by about 10 deaths/1000 
person-years during winter with respect to summer 
(Figure 3A). Interestingly, these oscillations were too 
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Figure 1  Temporal trend of recurrence-related mortality (A) and corresponding cancer-related survival (B) in a GIRCG series of 937 gastric cancer patients. 
To plot the estimated hazard function, a kernel smooth was used with a bandwidth of 2.5 mo. Survival curve was estimated by the Kaplan-Meier method.
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Figure 3  Temporal trend of all-cause mortality (A) and corresponding overall survival (B) in the 7148 type 2 diabetic patients from the Verona Diabetes 
Study. To plot the estimated hazard function, a kernel smooth was used with a bandwidth of 1.5 mo. Survival curve was estimated by the Kaplan-Meier method.
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treated group, where a very large bandwidth had to 
be used to smooth the estimated hazard function, 
due to the small size and the high mortality. Mortality 
rates as a function of treatment remained separated 
throughout the follow-up (Figure 4).

Of course, the comparison between the two series 
has some limitations. First of all, gastric cancer series 
represents an incident cohort, while the type 2 diabetic 
patients from the Verona Diabetes Study represents a 
prevalent cohort. Second, while mortality from gastric 
cancer is more easy to assess and usually corrected 
reported in death certificates[14], mortality from diabetes 
is often a matter of debate, as diabetes is an important 
risk factor for cardiovascular diseases, and even for 
certain tumors[13]. As a consequence, mortality from 
diabetes is often under-reported in death certificates[14]. 
For these reasons, we chose to analyze mortality 
from recurrence in gastric cancer patients and overall 
mortality in type 2 diabetic patients.

With all these limitations in mind, a clear difference 
was detected between mortality pattern in patients 
with gastric cancer, a disease with a very high lethality 
but which nevertheless can be cured, and mortality 
in patients with diabetes, a disease with much lower 
lethality but which cannot be cured. Overall mortality 
pattern was more stable in diabetic patients, as well as 
the prognostic significance of risk factors over time.

ANALYSIS OF A GIRCG SERIES WITH 
ADVANCED GASTRIC CANCER, 
UNDERGOING AT LEAST EXTENDED 
LYMPHADENECTOMY
Patients with advanced gastric cancer
The series comprised 791 patients undergoing 
gastrectomy with at least D2 lymphadenectomy for 
advanced gastric cancer in Verona or Siena[10]. Of these 

445 patients were operated in Verona from January 
1992 to May 2011 and 346 in Siena from January 1994 
to June 2011. After excluding 19 subjects with Bormann 
IV tumour, 2 subjects with neuroendocrine tumours, 
75 subjects with early gastric cancer, 127 subjects 
with non-curative resections, 568 subjects (312 from 
Verona, 256 from Siena) were left for the analysis.

Tumour invasion (pT) and lymph node status 
(pN) followed the UICC pathological tumour node 
metastasis (pTNM) criteria, 7th edition.

Three hundred and fifty-one patients (61.8%) were 
male, and mean age ± SD was 66.4 ± 11.7 years, 
ranging from 24 to 92 years. 274 patients underwent 
D2 lymphadenectomy and 294 D3 lymphadenectomy, 
and nearly all (539/565 = 95.4%) could be adequately 
staged, as they had at least 15 lymph nodes 
retrieved. None of the patients received preoperative 
chemotherapy.

Patients were followed-up till December 2011. 
Median follow-up in surviving patients was 89 mo 
(range, 7-240 mo).

Statistical methods
In survival analysis both post-operative deaths and 
death from recurrence were considered as terminal 
events. Deaths caused by surgical and non-surgical 
complications were coded as post-operative deaths, 
and occurred in the first 38 d after surgery. Survival 
analysis was repeated by considering only death from 
recurrence.

Both the log-rank test and the Wilcoxon (-Breslow-
Gehan) test were used to evaluate significance of 
differences among survival curves. The latter test 
places more weight to the events occurring at the 
beginning of follow-up, when there are more subjects 
at risk. The Wilcoxon test is preferred to the log-
rank test when the hazard functions do not vary in a 
proportional way over time[7].

To test whether prognostic significance of the 
main risk factors changed over time, the proportional-
hazards assumption of the Cox model was tested on 
the basis of Schoenfeld residuals. In addition, the 
proportionality assumption was checked by graphic 
methods: it was verified whether -ln[-ln[survival]] 
curves for each category of risk factors were parallel, 
when plotted vs ln[analysis time].

Univariable survival analysis
During the follow-up 315 (55.5%) patients died, 18 
(3.2%) from post-operative causes, 242 (42.6%) from 
cancer recurrence and 53 (9.3%) from other causes. 
Cause of death was missing in 2 patients and timing of 
death in 3 patients.

One hundred and sixty-five deaths from recurrence 
(68.75%) occurred in the first two years of follow-up, 
220 (91.7%) in the first four years, and 234 (97.5%) 
in the first six years. The highest hazard of death from 
recurrence was observed in the first 2 years of follow-up. 
No death from recurrence was observed after 12 years.

100

80

60

40

20

0

87     88     89     90     91     92     93     94     95     96     97  
                              Years of follow-up

Sm
oo

th
ed

 h
az

ar
d 

pe
r 

10
00

 p
er

so
n-

yr

Therapy = insulin                      Therapy = diet
Therapy = oral agents

Figure 4  Temporal trend of all-cause mortality in the 7148 type 2 diabetic 
patients from the Verona Diabetes Study as a function of treatment, 
a proxy of disease progression. To plot the estimated hazard function, a 
kernel smooth was used with a bandwidth of 1.5 mo for the groups treated 
with diet and oral hypoglycemic drugs, and 4 mo for the group treated with 
insulin.
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Survival curves were spread as a function of age 
in the first years, but not afterwards (Figure 5A). This 
was mainly due to different post-operative mortality, 
which was low in patients aged 25-64 years (1.3% = 
3/231) or 65-74 years (0.5% = 1/196) but substantial 
in patients aged 75-92 years (9.9% = 14/141) (P < 
0.001). Indeed when post-operative mortality was not 
considered, survival curves were nearly superimposed 
(Figure 5B).

At variance survival curves of the two different 
histotypes (intestinal and mixed/diffuse) were 
superimposed in the first three years, but substantially 
diverged thereafter. Likewise, survival curves of the 
two different sites (fundus vs body/antrum) diverged 
after the first year (Figure 6).

Hence, survival curves as a function of age were 
significantly different according to the Wilcoxon test, 
which places more weight to first part of follow-
up, but not according to the log-rank test. On the 
contrary, differences among survival curves of different 
histotypes were nearly significant when evaluated by 
the log-rank test, but not when reassessed by the 
Wilcoxon test.

At variance, survival curves of different T and N 
tiers were well separated throughout the follow-up 
(Figure 6).

Multivariable survival analysis; checking proportional 
hazards assumptions
First of all, the proportional hazards assumption was 
checked by graphic methods: it was verified whether 
-ln[-ln(survival)] curves for each category of risk 
factors were parallel, when plotted vs ln(analysis time). 
It can be appreciated that the proportional-hazards 
assumption was violated for age, site, histology as the 
curves were not parallel (Figure 7). As regards age, 
the curves were initially well separated and converged 
at the end of the follow-up. The reverse pattern was 

observed when considering either site or histology: 
the curves, initially superimposed, diverged at the end 
of follow-up. Parallel curves were observed as regards 
T and N status, except for the very beginning of the 
follow-up.

Proportional hazards assumption was also verified 
by applying a Cox regression model and then the test 
based on Schoenfeld residuals, which turned out to be 
significant both as a whole (P = 0.001) and as regards 
centre (P = 0.027), age (P = 0.005 for age 75-91 
years with respect to age < 65 years), site (P = 0.007) 
and histology (P = 0.011). Hence, the proportional 
hazards assumptions of the Cox model were violated, 
as regards centre, age, site and histology. Hence the 
Cox model, which assumes the hazard ratio to be 
constant over time, was not feasible over the whole 
follow-up. 

Interestingly, when considering as terminal event 
only death from recurrence but not post-operative 
death, the test based on Schoenfeld residuals was still 
fully significant as regards centre (P = 0.014), site (P 
= 0.023) and histology (P = 0.025), but not as regards 
age (P = 0.060 for age 75-91 years with respect to 
age < 65 years).

Multivariable survival analysis in the first two years of 
follow-up and thereafter
To distinguish between short-term and long-term risk 
factors, multivariable survival analysis was performed 
by considering either only the first two years of follow-
up or only the subsequent years (Table 1). If one 
considers only the first 24 mo, site and histology 
were not significant predictors of mortality, while T 
and N exerted a strong effect. Histology and site were 
significant predictors only after two years, while T and 
N, although significant also in the long-term, lost a 
great deal of their prognostic significance. Increasing 
age was associated with higher mortality in the 
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Figure 5  Survival curves as a function of age (25-64, 65-74, 75-91 years), estimated by Kaplan-Meier method as on a GIRCG series of 568 patients 
undergoing R0 gastrectomy for gastric cancer. Post-operative mortality is taken into account in (A) but not in (B).
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Figure 6  Survival curves, estimated by Kaplan-Meier method on a GIRCG series of 568 patients undergoing curative gastrectomy for gastric cancer. The A, B, 
C and D display respectively survival curves as a function of site (fundus vs antrum/body), Lauren histotype (intestinal vs mixed/diffuse), depth of tumor invasion and 
nodal status.
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Number at risk
N = N0 173 158 140 124 113 98 89 81 68 61 55
N = N1 71 64 52 42 36 33 30 25 21 20 19
N = N2 108 90 65 57 45 37 30 27 23 20 20
N = N3 213 155 88 65 49 40 34 27 21 15 15

P values were computed by the LR test. Hazard ratios (HR) were computed by a Cox regression model, controlling for all the other variables in the model.

Table 1  Prognostic significance of different risk factors in the first two years of follow-up and thereafter

First 2 years of follow-up Subsequent years

HR (95%CI) P  value HR (95%CI) P  value

Centre (Siena vs Verona) 0.62 (0.44-0.88)    0.006 1.82 (1.06-3.14)    0.029
Sex (women vs men) 0.69 (0.49-0.97)    0.028 0.79 (0.48-1.30)    0.345
Age < 0.001    0.586
   65-74 yr vs < 65 yr 1.67 (1.14-2.44) 1.18 (0.68-2.04)
   ≥ 75 yr vs < 65 yr 2.28 (1.50-3.46) 0.81 (0.38-1.72)
Site (body/antrum vs fundus) 0.84 (0.60-1.18)    0.318 0.30 (0.18-0.51) < 0.001
Histology (mix/diff vs intest) 0.80 (0.57-1.12)    0.198 1.91 (1.09-3.36)    0.023
T stage < 0.001    0.043
   T3 vs T2 1.69 (0.82-3.50) 1.25 (0.59-2.68)
   T4a vs T2 3.13 (1.60-6.13) 2.21 (1.10-4.44)
   T4b vs T2   5.14 (2.34-11.27)   3.26 (0.87-12.17)
N stage < 0.001    0.007
   N1 vs N0 1.49 (0.70-3.14) 0.92 (0.35-2.40)
   N2 vs N0 3.47 (1.94-6.22) 2.55 (1.29-5.03)
   N3 vs N0 5.28 (3.09-9.04) 2.36 (1.22-4.57)
Lymphadenectomy: D3 vs D2 0.94 (0.66-1.33)    0.717 0.92 (0.54-1.57)    0.753
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first two years, but not thereafter. Female sex was 
protecting both in the first two years and thereafter, 
although significant only in the former period.

DISCUSSION
The main results of the present study are: (1) 
mortality from recurrence peaked 1 year after curative 
gastrectomy in gastric cancer patients and then 
declined. Mortality peak occurred earlier in more 
advanced T and N tiers. At variance, in the Verona 
diabetic cohort overall mortality slowly increased 
during a 10-year follow-up, with ageing of the type 
2 diabetic patients. Seasonal oscillations were also 

recorded, mortality being higher during winter; (2) 
depth of tumor invasion and nodal metastases gave a 
baseline snapshot of tumor progression at the time of 
diagnosis or tumor excision. In gastric cancer they are 
the most important predictors of mortality throughout 
the follow-up, but their prognostic significance tends 
to fade with time. On the contrary, biological intrinsic 
tumor characteristics, such as Lauren histotype, 
exerts a delayed effect on survival. The effect of 
age on mortality is even more limited in time, being 
mainly restricted to the post-operative period; and (3) 
accordingly, in gastric cancer series the proportional 
hazards assumption of the Cox model was violated, 
as regards age, site and histology. To cope with this 
problem, multivariable survival analysis was separately 
performed by considering only the first two years of 
follow-up or only the subsequent years.

Clinical implications
Hazard function over time can give additional information 
with respect to survival function. For instance, it allows 
to detect seasonal oscillations in overall mortality in 
type 2 diabetic patients. An excess mortality during 
winter has been recorded also in the general population, 
especially in elderly men[15]. Recently a GIRCG study 
recommended to focus oncological follow-up after radical 
surgery for gastric cancer in the first 3 years, although 
only 3.2% of patients with recurrence could be treated 
with potentially radical intent[16]. The pattern of mortality 
over time seems to support this statement, as mortality 
from recurrence peaked at 200 deaths per 1000 person-
years after 1 year of follow-up and decreased below 90 
deaths after 3 years.

Depth of tumor invasion and nodal metastases 
give a baseline snapshot of tumor progression at the 
time of diagnosis or tumor excision. They are the 
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Figure 7  Log-log plots for age (A), site (B) and histology (C).
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Figure 8  Kaplan-Meier survival curves, according to both T-stage and 
chromosome 17p allelic status in ampullary adenocarcinoma. Modified 
from Iacono et al[18]. 17p-: Chromosome 17p allelic loss; 17p+: Chromosome 
17p allelic retention. 
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most important predictors of mortality throughout the 
follow-up, but their prognostic significance tends to 
fade with time. The effect of age on mortality is even 
more limited in time, being mainly restricted to the 
post-operative period.

On the contrary, biological intrinsic tumor cha
racteristics, such as Lauren histotype, can affect 
prognosis in the short term by determining more 
advanced tumor stage, but they also display a delayed 
effect on survival. Indeed as regards tumor histology, in 
the first years of follow-up its prognostic significance is 
usually masked by N status, as Lauren diffuse cancers 
are more prone to give lymph node metastases. For 
instance, in the Verona series Lauren histology was an 
independent prognostic factor when N classification 
was based on site (TNM 1987) but not when based on 
number of positive nodes (TNM 1997)[17].

A similar pattern was recorded in adenocarcinoma 
arising from the ampulla of Vater, where “depth of 
invasion was the most important prognostic variable 
in the first 2 years of follow-up”, while allelic losses 
(LOH) at chromosome 17p, containing the TP53 gene, 
became the most important variable thereafter[18] 
(Figure 8). Indeed, “when considering only the first 20 
mo of follow-up, statistical significance was retained by 
T stage (P < 0.001), but not by chromosome 17p LOH 
(P = 0.060); the reverse pattern was observed when 
excluding the first 20 mo of follow-up (P = 0.542 for T 
stage and P < 0.001 for chromosome 17p LOH)”[18]. 

Statistical implications
In the present series of gastric cancer patients the 
proportional hazards assumption of the Cox model was 
violated, as regards centre, age, site and histology.

Several solutions are available[7] but none seems 
fully satisfactory: (1) the Cox model could be 
stratified by those variables which do not satisfy the 
proportional hazards assumption. As a drawback, 
these variables are virtually excluded from survival 
analysis; indeed their impact on survival cannot be 
estimated nor significance of interactions with other 
variables. In the present series, it would be practical to 
stratify by centre, but not by age, site or histology, as 
the latter variables could be useful to tailor treatment 
for patient subgroups; (2) post-operative mortality 
could be excluded from the analysis. This would be 
particularly suited for age, as post-operative mortality 
preferentially affects older people, and this hampers 
the proportional hazards assumption. However, post-
operative mortality is necessary to evaluate different 
treatments, such as survival after different surgical 
procedures[19,20] or chemoradiotherapy[21], or the quality 
of surgical procedures[8]; and (3) time-dependent 
covariates could be used, but they are somewhat 
difficult to interpret. Alternatively follow-up can be split 
into an early and a late period, and two separate Cox 
models can be employed for each period.

Survival analysis is simpler in patients affected 

by chronic degenerative diseases, such as diabetes, 
where the trend in mortality is rather stable over 
time. Hence parametric models could be suited for 
these patients, such as the Weibull model, assuming 
a monotonous increase or decrease in mortality rate 
over time[7]. Indeed in the Verona Diabetes Study 
observed deaths in different time intervals were not 
significantly different from expected deaths according 
to the Weibull model[22].

CONCLUSION
It can be concluded that in gastrointestinal cancer 
biological characteristics, such as histology or genetic 
features, exerts a delayed effect on prognosis. On 
the contrary, the actual spread of the tumor has an 
immediate effect on survival.

According to the Authors’ opinion methodological 
research in the surgical field is necessary in order to 
develop new statistical methods to compare groups 
with non-proportional hazards.
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