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SPECIFIC COMMENTS TO AUTHORS

The authors reviewed the studies about the BAs in carcinogenesis of HCC and
concluded that the BAs might be a meaningful biomarker for HCC diagnosis. In this
review, the authors listed a lot of evidences to state that the BAs may play an important
role in HCC, like rodent models, human in vitro models, and clinical trials. This
manuscript has a very fair point and clear structure. However, a minor suggestion
should still be placed. As all readers know that the US and AFP are the most important
screening methods for cirrhosis patients for HCC detection which the authors also
mentioned in this manuscript, the readers may be very interested in whether there is any

study compared US or AFP to the BAs.
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SPECIFIC COMMENTS TO AUTHORS

The article briefly summarizes the impact of different bile acids and their metabolites on
various biological process of hepatocellular carcinoma, including senescence,
proliferation and epithelial-mesenchymal transition. The authors collected evidence
from basic and clinical researches and evaluate the possibility of using BA
measurements as predictors of HCC incidence or as a potential screening method for the
early detection of HCC.  As a minireview, this manuscript helps better understand
how different BAs and their impact on HCC patients’ prognosis. It is worthwhile to be
published after some minor revisions which are listed as follows: Firstly, some
grammatical mistakes need to be corrected to improve the fluency of the article. For
example, in line 212, “an”in the sentence “There are many potential benefits of such an
approach.”should be omitted.  Besides, the authors mentioned different BA receptors
(FXR, TGR5, PXR and CAR) involved in regulate cellular metabolic, inflammatory and
proliferative phenotypes. However, in the following evidence from in vivo or in vitro
experiments, only FXR was mentioned. It will be better to add more concerning other
receptors in order to show readers more bridges BAs rely on to HCC.  Mentioned the
clinical appliance of BAs on HCC patients, they searched a number of clinical trials
covering various BAs detected in different kinds of patients (healthy, cirrhosis, HCC)
and in different kinds of HCC. This apart is the core of the review by highlighting the
actual impact of BAs on patients. It can still be polished by pointing out one or two BAs
among all as possible candidates to predict HCC based on all these basic and clinical
researched they have mentioned above. Overall, the article is qualified for share the
latest information about the potential value of BAs becoming biomarkers of HCC. The

above information should be included for publication.



