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COMMENTS TO AUTHORS
We have carefully evaluated this new review article. This is a review article that describes

Helicobacter species pathogenicity and their potential association with hepatobiliary malignancies.
However, most studies have been performed in animals. Because this is a translational review
article, the authors need to clearly demonstrate the potential linkage between concepts that have been
developed from animal models and their attempts to reference human studies. = Multiple clinical
studies have shown a significantly higher pooled infection rate of Helicobacter species in the biliary
tract of the cancer group as well as in the benign biliary disease patients compared with the
asymptomatic group. What are the potential reasons for the increased prevalence of Helicobacter
species in individuals with benign biliary diseases? = The authors also touch upon the difficulty in
culturing these Helicobacter species in humans, and why molecular methods like PCR or
immunologic assays have become the standard methods for diagnosis. The authors need to provide a
clear vision about how they foresee diagnostic methods being utilized by clinicians in the future,
when caring for individuals with benign and maligant biliary tract diseases.
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COMMENTS TO AUTHORS

1-The authors reviewed the role of Helicobacter species in the development of hepatobiliary
malignancies. As it was stated in the manuscript, culturing the Helicobacter species is difficult and
molecular methods have been used to show the presence of Helicobacter species in malign tissues
(Yang J, et al. Helicobacter hepaticus infection in primary hepatocellular carcinoma tissue. Singapore
Med ] 2013;54(8):451-7.). additionally, most studies have been carried out on animals.
2-Abbreviations (HCC, ICCA, ECCA, etc) must also be written in the manuscript, not only in abstract.
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A number of studies in the literature have evaluated the association between Helicobacter pylori
infection and hepatobiliary malignancies, especially for pancreatic cancer. The study covers very
well the aspects of this association. Regarding the sentence that "It has been suggested that
enterohepatic Helicobacter infection may be a factor in the development of cholesterol gallstones and
intrahepatic ~ cholelithiasis, which may further lead to carcinogenesis" i believe that for the
aformentioned association between h. Pylori, bile stone formation and gall bladder cancer there is not
strong evidence. Despite that it is a very well written and interesting review article.
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