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SPECIFIC COMMENTS TO AUTHORS

Barone et al performed a literature Review on the role of the renin-angiotensin System

Inhibitors in human and in experimental HCCs. As Inhibitors of this System have been

proposed to have beneficial effects on angiogenesis, fibrosis Progression and HCC
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Formation, a systematic Analysis of published data is of interest to the field. The
authors identified a small number of clinical Trials and severl preclinical papers. While
the preclinical data is quite clear on the anti-angiogenesis and anti-cancer promoting
effects, human data is less clear. The authors should more critically discuss why human
data is ambiguous, e.g. Highlight sampling error, sample size and subgroup analyses
based on underlying etologies that migh strongly Impact the results. Also, a conclusion
on a prospective study design should be added to give clearer guidance on data that is
currently missing. A statistical meta-Analysis of the human data should also be
performed (Forrest plot). Minor Point: the short title (RAS Inhibitors) might be

misleading and indicate that K-ras Inhibitors are discussed. I suggest to speak of RAAS
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Inhibitors (Renin-Angiogentsin-Aldosterone Inhibitors) instead.
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This is a model systematic review article concerning an effect of RAS inhibitors on

hepatocellular carcinoma. I read it carefully, but I couldn't find a major problem. A

minor grammatical/spelling revision may be necessary.
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SPECIFIC COMMENTS TO AUTHORS

The paper by Barone et al systematic reviews the main studies that deal with the role of

angiotensin receptor blockers and angiotensin-converting enzyme inhibitors as

protecting factors in hepatocellular carcinoma. The authors included only full-text
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studies, both clinical and preclinical, and critically review the main evidence for or
against their role in this pathology. The manuscript is well-written, in a coherent and

concise language. Only a minor language polishing needs to be performed.
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