
World Journal of 
Gastroenterology
World J Gastroenterol  2017 May 7; 23(17): 3011-3194

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

Published by Baishideng Publishing Group Inc



S

EDITORIAL
3011	 Esophagitis and its causes: Who is “guilty” when acid is found “not guilty”?

Grossi L, Ciccaglione AF, Marzio L

3017	 Checkpoint inhibitors in gastrointestinal cancers: Expectations and reality

Kourie HR, Tabchi S, Ghosn M

FRONTIER
3022	 BRAF inhibitor treatment of melanoma causing colonic polyps: An alternative hypothesis

Kelleher FC, Callaghan G, Gallagher C, O’Sullivan H

REVIEW
3030	 Genes, emotions and gut microbiota: The next frontier for the gastroenterologist

Panduro A, Rivera-Iñiguez I, Sepulveda-Villegas M, Roman S

3043	 Macrophage inflammatory protein-2 as mediator of inflammation in acute liver injury

Qin CC, Liu YN, Hu Y, Yang Y, Chen Z

ORIGINAL ARTICLE
Basic Study

3053	 CXCR7/CXCL12 axis is involved in lymph node and liver metastasis of gastric carcinoma

Xin Q, Zhang N, Yu HB, Zhang Q, Cui YF, Zhang CS, Ma Z, Yang Y, Liu W

3066	 Low-grade slightly elevated and polypoid colorectal adenomas display differential β-catenin-TCF/LEF 

activity, c-Myc, and cyclin D1 expression

Yang TW, Gao YH, Ma SY, Wu Q, Li ZF

Retrospective Cohort Study

3077	 Pancreaticoduodenectomy in patients ≥ 75 years of age: Are there any differences with other age ranges 

in oncological and surgical outcomes? Results from a tertiary referral center

Paiella S, De Pastena M, Pollini T, Zancan G, Ciprani D, De Marchi G, Landoni L, Esposito A, Casetti L, Malleo G, 

Marchegiani G, Tuveri M, Marrano E, Maggino L, Secchettin E, Bonamini D, Bassi C, Salvia R

Retrospective Study

3084	 New flexible endoscopic controlled stapler technique for the treatment of Zenker’s diverticulum: A case 

series

Wilmsen J, Baumbach R, Stüker D, Weingart V, Neser F, Gölder SK, Pfundstein C, Nötzel EC, Rösch T, Faiss S

Contents Weekly  Volume 23  Number 17  May 7, 2017

� May 7, 2017|Volume 23|Issue 17|WJG|www.wjgnet.com



Contents
World Journal of Gastroenterology

Volume 23  Number 17  May 7, 2017

3092	 Comparison of imaging-based and pathological dimensions in pancreatic neuroendocrine tumors

Paiella S, Impellizzeri H, Zanolin E, Marchegiani G, Miotto M, Malpaga A, De Robertis R, D'Onofrio M, Rusev B, Capelli P, 

Cingarlini S, Butturini G, Davì MV, Amodio A, Bassi C, Scarpa A, Salvia R, Landoni L

3099	 Octogenarian liver grafts: Is their use for transplant currently justified?

Jiménez-Romero C, Cambra F, Caso O, Manrique A, Calvo J, Marcacuzco A, Rioja P, Lora D, Justo I

3111	 Rate of local tumor progression following radiofrequency ablation of pathologically early hepatocellular 

carcinoma

Hao Y, Numata K, Ishii T, Fukuda H, Maeda S, Nakano M, Tanaka K

3122	 Prognostic value of the neutrophil-to-lymphocyte ratio for hepatocellular carcinoma patients with portal/

hepatic vein tumor thrombosis

Li SH, Wang QX, Yang ZY, Jiang W, Li C, Sun P, Wei W, Shi M, Guo RP

Clinical Trials Study

3133	 Diagnostic value of gadobenate dimeglumine-enhanced hepatocyte-phase magnetic resonance imaging in 

evaluating hepatic fibrosis and hepatitis

Li XM, Chen Z, Xiao EH, Shang QL, Ma C

Observational Study

3142	 Consequences of metabolic syndrome on postoperative outcomes after pancreaticoduodenectomy

Zarzavadjian Le Bian A, Fuks D, Chopinet S, Gaujoux S, Cesaretti M, Costi R, Belgaumkar AP, Smadja C, Gayet B

3150	 Effect of a counseling-supported treatment with the Mediterranean diet and physical activity on the severity 

of the non-alcoholic fatty liver disease

Gelli C, Tarocchi M, Abenavoli L, Di Renzo L, Galli A, De Lorenzo A

Prospective Study

3163	 Cost-effectiveness of enhanced liver fibrosis test to assess liver fibrosis in chronic hepatitis C virus and 

alcoholic liver disease patients

Soto M, Sampietro-Colom L, Lasalvia L, Mira A, Jiménez W, Navasa M

3174	 Impact of gastroesophageal reflux control through tailored proton pump inhibition therapy or fundoplication 

in patients with Barrett’s esophagus

Baldaque-Silva F, Vieth M, Debel M, Håkanson B, Thorell A,  Lunet N, Song H, Mascarenhas-Saraiva M, Pereira G, 

Lundell L, Marschall HU

3184	 Comparison of endoscopic ultrasound, computed tomography and magnetic resonance imaging in 

assessment of detailed structures of pancreatic cystic neoplasms

Du C, Chai NL, Linghu EQ, Li HK, Sun LH, Jiang L, Wang XD, Tang P, Yang J

II May 7, 2017|Volume 23|Issue 17|WJG|www.wjgnet.com



Contents
World Journal of Gastroenterology

Volume 23  Number 17  May 7, 2017

III May 7, 2017|Volume 23|Issue 17|WJG|www.wjgnet.com

LETTER TO THE EDITOR

3193	 Efficacy and safety of stellate ganglion block in chronic ulcerative colitis

Lipov E, Candido K



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

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), 
Professor 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 BOARD MEMBERS
All editorial board members resources online at http://
www.wjgnet.com/1007-9327/editorialboard.htm

EDITORIAL OFFICE
Jin-Lei Wang, Director
Yuan Qi, Vice Director
Ze-Mao Gong, Vice Director
World Journal of  Gastroenterology
Baishideng Publishing Group Inc
7901 Stoneridge Drive, Suite 501, 
Pleasanton, CA 94588, USA
Telephone: +1-925-2238242
Fax: +1-925-2238243
E-mail: editorialoffice@wjgnet.com
Help Desk: http://www.f6publishing.com/helpdesk
http://www.wjgnet.com

PUBLISHER
Baishideng Publishing Group Inc
7901 Stoneridge Drive, Suite 501, 
Pleasanton, CA 94588, USA
Telephone: +1-925-2238242
Fax: +1-925-2238243
E-mail: bpgoffice@wjgnet.com
Help Desk: http://www.f6publishing.com/helpdesk

Contents

EDITORS FOR 
THIS ISSUE

Responsible Assistant Editor: Xiang Li                      Responsible Science Editor: Ze-Mao Gong
Responsible Electronic Editor: Fen-Fen Zhang	       Proofing Editorial Office Director: Jin-Lei Wang
Proofing Editor-in-Chief: Lian-Sheng Ma

http://www.wjgnet.com

PUBLICATION DATE
May 7, 2017

COPYRIGHT
© 2017 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/bpg/gerinfo/204

ONLINE SUBMISSION
http://www.f6publishing.com

World Journal of Gastroenterology
Volume 23  Number 17  May 7, 2017

Editorial board member of World Journal of Gastroenterology , Maurizio 
Degiuli, FRCS (Gen Surg), MD, PhD, Associate Professor, Head, Department of 
Oncology, University of Turin, School of Medicine, San Luigi University Hospital, 
Orbassano- Turin 10043, Italy

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  1375 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 (WJG) is now indexed in Current Contents®/Clinical Medicine, 
Science Citation Index Expanded (also known as SciSearch®), Journal Citation Reports®, Index 
Medicus, MEDLINE, PubMed, PubMed Central, Digital Object Identifier, and Directory of  
Open Access Journals. The 2015 edition of  Journal Citation Reports® released by Thomson 
Reuters (ISI) cites the 2015 impact factor for WJG as 2.787 (5-year impact factor: 2.848), rank-
ing WJG as 38 among 78 journals in gastroenterology and hepatology (quartile in category Q2). 

I-IX	  Editorial Board

ABOUT COVER

INDEXING/ABSTRACTING

AIMS AND SCOPE

FLYLEAF

IV May 7, 2017|Volume 23|Issue 17|WJG|www.wjgnet.com



represent a wide variety of tumors with specific 
characteristics and different responses to various 
therapeutic alternatives; while some are chemo-
sensitive others are chemo-resistant and only respond 
to more aggressive cytotoxic regimens, targeted 
therapies or a combination of both. Preliminary results 
of immune checkpoint inhibitors in some GI cancers are 
promising, namely in hepatocellular carcinoma, anal 
cancers and microsatellite instability high colorectal 
cancers. An impressive instead of a impressive number 
of immune checkpoint inhibitors are being evaluated in 
different indications in GI cancers as single agents or 
in combination with other agents. We reported in this 
paper ongoing and published trials evaluating immune 
checkpoint inhibitors in hepatocellular carcinoma and 
biliary tract cancers, esophageal, gastric, pancreatic, 
colorectal and anal cancers and we discussed the future 
perspectives of these agents in GI cancers. 

Key words: immunotherapies; cancers; digestive; 
checkpoint inhibitors; gastrointestinal
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Core tip: Immune checkpoint inhibitors represent new 
promising anti-cancer therapies, rapidly approved 
in different malignancies and settings. We aimed in 
this editorial to report all the ongoing and published 
trials evaluating these agents in gastro-intestinal 
malignancies, to focus on the past expectations and the 
reality of the results and finally, to discuss the future 
perspectives of these agents in this field. 
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Abstract
Immune checkpoint inhibitors represent revolutionary 
anti-cancer agents, being rapidly approved in different 
malignancies and settings. Gastrointestinal (GI) cancers 
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INTRODUCTION
Since the emergence of immune checkpoint inhibitors 
(ICI) in the last few years, hundreds of trials have 
been attempting to test their efficacy in the treatment 
of various malignancies and in different settings[1]. 
Melanomas, non-small cell lung cancer (NSCLC), renal 
cell carcinomas and bladder cancer are the three 
malignancies, where these agents have presently 
gained approval, mainly in metastatic as first line 
treatment in melanomas and in the second line setting 
for the three others[2-5]. Most importantly, one of these 
agents, ipilimumab, has been approved in the adjuvant 
setting for the treatment of melanoma[6].

Similar response rates (RR) have been reported 
in different malignancies ranging between 15% to 
25%, except for sarcomas, colorectal cancers (CRC), 
pancreatic, breast and prostate cancers, where efficacy 
has not been demonstrated or is still under evalua
tion in clinical trials. Preliminary results from phase 
1 and 2 trials are reporting response rates between 
15% to 25% in esophageal, gastric, hepato-biliary 
and anal cancer, similar to those described in other 
malignancies. Two exceptions in gastrointestinal (GI) 
cancers are pancreatic and CRC. In pancreatic cancer, 
we still do not have any preliminary results from trials 
looking into anti-PD1 agents and those evaluating 
anti-CTLA4 agent were mostly disappointing[7]. After 
several trials failed to demonstrate the value of ICI 
in CRC, it was initially believed that these agents 
would not easily find their way into the preexisting 
the therapeutic arsenal. It was only after one patient 
with MMR-deficient CRC demonstrated a spectacular 
response to anti-PD1 agent that a potential predictive 
biomarker was brought to light. Effectively, the RR in 
this subgroup of patients exceeded 40%[8].

Despite the promising results in GI malignancies, 
ICI have not yet been approved in any of the aforemen
tioned tumors. Herein, we briefly summaries the 
results of select trial with results that might have an 
impact on our clinical practice in the foreseeable future 
(Table 1). 

CHECKPOINT INHIBITORS RESULTS IN GI 
CANCERS
Esophageal cancer
Results from two phase Ⅱ trials evaluating nivolumab 
and pembrolizumab in esophageal cancers demon
strated an acceptable safety profile, meaningful clinical 
activity and RR of around 20% in heavily pretreated 
patients[9]. Nivolumab is evaluated in squamous cell 
carcinoma regardless of PD-L1 status, while pem
brolizumab is mainly being tested in patients with 
squamous cell carcinoma (77%), but PDL1 positivity 
was set as an inclusion criteria[10].

Gastric cancer 
In gastric adenocarcinomas, tremelimumab (anti-

CTLA4) showed a response rate of 5% in a phase Ⅰ 
trial[11]. A phase Ⅱ trial testing nivolumab in pretreated 
metastatic adenocarcinoma of the stomach and the 
gastroesophageal junction reported response rates 
around 12%, independently of the PDL1 status[12], 
while a phase Ⅰb trial evaluating pembrolizumab in 
pretreated metastatic adenocarcinoma of the stomach 
and the junction showed response rates exceeding the 
30% in PD-L1 positive patients[13]. In ASCO 2016, a 
trial tested avelumab as second line treatment and as 
maintenance treatment of advanced gastric or gastro- 
esophageal junction, the RR in second line setting 
was 18% in PD-L1 positive tumors and 9% in PD-L1 
negative tumors; the disease control rate (DCR) was 
29%[14]. The combination of ipilimumab and nivolumab 
was tested at two different doses in phase Ⅰ/Ⅱ trial 
in gastric or gastro-esophageal adenocarcinoma, 
progressing after chemotherapy; the RR was 26% with 
the combination of nivolumab 1 mg/kg and ipilimumab 
3 mg/kg and 14% with nivolumab[15].

Pancreatic 
A phase Ⅱ trial evaluating ipilimumab in pancreatic 
cancer failed to discern any clinical activity as no 
response were reported in a any of the 26 patients 
(0%)[7]. Moreover, we do not have any preliminary 
results with anti-PD1 agents; three ongoing trials 
are evaluating nivolumab as single agent, nivolumab 
in combination with ipilimumab and nivolumab in 
combination with gemcitabine, which might act as a 
stimulant for neo-antigen expression.

Hepatocellular and biliary tract carcinoma
The safety profile and antitumor activity tremelimumab, 
in patients with hepatitis-C-induced liver cirrhosis 
and subsequent advanced hepatocellular carcinoma 
(HCC), was promising with RR of approximately 17% 
and stable disease of 76%[16]. Additionally, Nivolumab 
was tested in patients with sorafenib-refractory or 
sorafenib-intolerant HCC regardless of hepatitis status. 
Preliminary results were promising with RR of 23% (15% 
in uninfected and 32% in infected HCC)[17]. Not only do 
these trials highlight the efficacy of ICI in this subset 
of patients, but they also provide valuable information 
in regards to the potential use of immunotherapy 
in patients with less than vigorous liver function. An 
ongoing trial randomized, multicenter, phase Ⅲ study is 
comparing nivolumab to sorafenib in first-line treatment 
in patients with advanced hepatocellular carcinoma 
(NCT02576509).

Pembrolizumab was also tested in pretreated, 
PDL1 positive, adenocarcinoma of the gallbladder and 
biliary tract - excluding ampullary carcinomas - with 
promising results; RR of 17% and SD of 17%[18].

CRC 
As previously mentioned, various phase Ⅰ trials of anti-
CTLA4 or anti-PD1 agents in CRC came to naught, 
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even in patients with PD-L1 positive tumors[19-21]. Only 
one heavily pretreated patient presented a remarkable 
response to nivolumab and this patient was later found 
to harbour a MMR-deficient CRC. As such, one phase 
Ⅱ study demonstrated significant RR (40%) in MMR-
deficient CRC patients versus 0% in MMR proficient 
CRC patients treated with pembrolizumab[8]. Therefore, 
MMR status is now believed to be a valuable predictor 
of response to anti-PD1 agents, even more valuable 
than PD-L1 status for that matter. This finding also 
extends beyond CRC as it highlights the importance 

of mutational burden as a predictor to ICI response 
since patients with MMR deficient malignancies tend 
to have higher rates of intra-tumoral mutations and 
a subsequent expression of cell surface neo-antigens 
leading to a more potent immune response. 

Anal cancer 
A phase Ⅰb trial evaluating pembrolizumab in pretreated 
squamous cell anal cancer showed response rates of 
20% and a stable disease in 40% of patients PDL1 
positive tumors[22]. A multi-institutional eETCTN phase Ⅱ 
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Table 1  Summarizes publish and ongoing clinical trials evaluating checkpoint inhibitors in gastrointestinal cancers

Ref. Phase/n Agent Histology distribution Chemotherapies ORR SD OS

Esophageal cancer 
   Kojima et al[9], 2016 Ⅱ/65 Nivolumab 100% squamous Median prior regimen 3      17.20% 25% 12.1
   Doi et al[10], 2015 Ⅰb/23 Pembrolizumab 77% squamous 87% received ≥ 2 prior 

therapies for metastatic 
disease

23% 18% N/A

Gastric cancer
   Ralph et al[11], 2010 Ⅱ/18 Tremelimumab Adenocarcinoma (gastric 

and esophageal)
15 received one line, 3 

two lines
  5% 22% N/A

   Muro et al[13], 2016 Ⅰb/39 Pembrolizumab Adenocarcinoma of the 
stomach and the junction

Pretreated 31% NA 11.4

   Le et al[12], 2016 Ⅱ/59 Nivolumab Adenocarcinoma of the 
stomach and the junction

83 % received ≥ 2 prior 
therapies for metastatic 

disease

12% 21%   6.8

   Chung et al[14], 2016 Ⅰb/62 Avelumab Adenocarcinoma of the 
stomach and the junction

Second line treatment 18.2 
(PDL1+)

NA 6.3 (PDL1+)

   Janjigian et al[15], 2016 Ⅰ/Ⅱ/160 Nivolumab Adenocarcinoma of the 
stomach and the junction

≥ 2 prior therapies for 
metastatic disease

14% NA   5.0
N(3) + I (1) 10%   4.6
N(1) + I (3) 25%   6.9

Pancreatic cancer/hepatocellular carcinoma/biliary tract cancers
   Royal et al[7], 2010 Ⅱ/26 Ipilimumab Pancreatic 

adenocarcinoma
Pretreated   0% 1/26 after 

progression
NA

   Sangro et al[16], 2013 Ⅰ/20 Tremelimumab Advanced hepatocellular 
carcinoma HCV-induced 

liver cirrhosis

Pretreated      17.60%      76.40% NA

   El-Khoueiry et al[17], 2015 Ⅰ/Ⅱ/41 Nivolumab Child-Pugh (CP) score ≤ 
B7 and progressive disease 
(PD) on, intolerant of, or 

refusing sorafenib

77% prior sorafenib 23% NA 72% at 6m

   Bang et al[18], 2015 Ⅰb/24 Pembrolizumab Adenocarcinoma of the 
gallbladder and biliary 
tree excluding cancer of 

the ampulla of vater

≥ 1 chemotherapy and 
38% ≥ 3

17% 17% NA

Colon cancer 
   Chung et al[19], 2010 Phase Ⅱ

/47
Tremelimumab Adenocarcinoma of 

colorectal cancer
Extensive prior 
chemotherapy

  2%   2% 4.8 mo

   Topalian et al[20], 2012 Ⅰ/17 Nivolumab Advanced colorectal 
cancer

Heavily pretreated 1/17 0 NA

   Brahmer et al[21], 2012 Ⅰ/18 BMS-936559 Advanced colorectal 
cancer

Pretreated   0% NA NA

   Le et al[8], 2015 Phase Ⅱ Pembrolizumab Adenocarcinoma of 
colorectal carcinoma 

(MMR proficient versus 
MMR deficient)

Pretreated 0% vs 40% NA 2.2 mo vs 
NR

Anal cancer 
   Ott et al[22], 2015 Ⅰb/25 Pembrolizumab Refractory metastatic 

squamous cell carcinoma 
of the anal canal

Prior systemic therapies 20% 40% NA

   Morris et al[23], 2016 Ⅱ/39 Nivolumab Refractory metastatic 
squamous cell carcinoma 

of the anal canal

Previously treated, 
immunotherapy naïve

21% 58% NA

ORR: Objective response rate; OS: Overall survival; MMR: Mismatch repair; NR: Not reached; NA: Not available.
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KEYNOTE-028. J Clin Oncol 2015; 33: 4010 [DOI: 10.1200/jco.2
015.33.15_suppl.4010]

11	 Ralph C, Elkord E, Burt DJ, O’Dwyer JF, Austin EB, Stern PL, 
Hawkins RE, Thistlethwaite FC. Modulation of lymphocyte 
regulation for cancer therapy: a phase II trial of tremelimumab in 
advanced gastric and esophageal adenocarcinoma. Clin Cancer Res 
2010; 16: 1662-1672 [PMID: 20179239 DOI: 10.1158/1078-0432.
CCR-09-2870]

12	 Le DT, Bendell J, Calvo E, Kim J, Ascierto P, Sharma P, Ott 
PA, Bono P, Jaeger D, Evans J, de Braud F, Chau I, Tschaika 
M, Harbison CT, Lin CS, Janjigian YY. Safety and Activity of 
Nivolumab Monotherapy in Advanced and Metastatic Gastric or 
Gastroesophageal Junction Cancer (GC/GEC): Results From the 
CheckMate-032 Study. J Clin Oncol 2016; 34: 6

13	 Muro K, Chung HC, Shankaran V, Geva R, Catenacci D, Gupta S, 
Eder JP, Golan T, Le DT, Burtness B, McRee AJ, Lin CC, Pathiraja 
K, Lunceford J, Emancipator K, Juco J, Koshiji M, Bang YJ. 
Pembrolizumab for patients with PD-L1-positive advanced gastric 

study of nivolumab in refractory metastatic squamous 
cell carcinoma of the anal canal was presented in ASCO 
2016 including 37 patients, some of them carrying HIV 
or hepatitis B or C. The results showed RR of 21% and 
DCR of 70%; it was not reported more severe adverse 
events in HIV positive patients[23]. 

FUTURE PERSPECTIVES
With the express approval of checkpoint inhibitors 
in different malignancies, these agents will most 
likely be gain approval for the treatment of some GI 
malignancies in the very near future.

Anti-CTLA4 agents are unlikely to yield substantial 
value in the treatment of GI cancers, especially as 
single agents, because of lacking clinical activity, 
except of tremelimumab in HCV-induced HCC.

Anti-PD1 agents will soon be considered for the 
second line treatment of metastatic squamous cell 
carcinoma of the oesophagus, metastatic gastric 
adenocarcinoma and advanced cholangiocarcinoma 
after standard platinum-based therapy. The new 
molecular classification of gastric adenocarcinoma 
will help better define patients that might benefit 
from these therapies, mainly those expressing PDL1 
and EBV positive gastric adenocarcinomas. Anti-PD1 
agents will also be considered as second line treatment 
in advanced HCC while viral hepatitis status should 
be considered as a predictive biomarker for response 
since it clearly does not prevent the use of ICI.

Moreover, anti-PD1 agents will most likely be 
approved MMR-deficient CRC, which represent 10% 
to 15% of these tumors. Second line treatment of 
metastatic anal squamous cell carcinoma will also 
benefit from the emergence of these new agents after 
standard therapy, and HPV status should be looked 
into as a predictive biomarker. 

With the increasing popularity of chemo-immuno
therapy, it is also likely that such combinations will 
soon emerge and hasten the approval process in first 
line settings[24].
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