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SPECIFIC COMMENTS TO AUTHORS

The manuscript “A molecular overview of progressive familial intrahepatic cholestasis”
reviewed ATP8B1. ABCB11. MDR3 genes causing progressive familial intrahepatic
cholestasis (PFIC) type 1, type 2 and type 3, which are autosomal recessive disease. The
authors also discussed the alterations in the NR1H4, TJP2, and MYO5B genes which
have been reported linked with new phenotypes of PFIC type 4, type 5. It provided a
brief overview of the molecular mechanism and clinical features associated with each
type of PFIC. PFIC is a genetic disease affecting the bile secretion process of the
hepatocytes due to alteration protein metabolism. It is necessary to understand the
molecular alterations in this disease to elucidate new targets and pathways that could be
focus of the new management in the future. This article reviewed the genes and their
variations associated with PFIC. As well, while describing the clinical conditions, it
reviewed the development of cholestasis condition and its pathways and mechanisms of
the related genes. It will help readers updates the knowledge of molecular and
mechanism of the disease and maybe help in the development of new models which
could be potentially be used in the treatment method in the future. Suggestions for
improvement: * As a review, it is suggested to demonstrate which sources and the
duration of years of literatures was researched. * In the section of HOW TO STUDY
PFIC, the authors mentioned pluripotent stem cell as a potential method in the treatment
of PFIC. We only see a few sentences describing the possibility. Reviewer would like to
suggest collect more studies involved in the cholestasis management, in animal models
or human being. If there are more studies in this field, reviewer suggest describe as a
separate section of pluripotent stem cell as a potential method in the treatment of PFIC.

* Figure 1 placed in the wrong place. * Figure 1 and 2 seems too simple to
demonstrate the PFIC diseases and their related genes, or the mechanism of bile acid

production. * Grammar improvement: capital spellings in the main text might need to
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correct pending on the journal requirements, such as: “Progressive Familial Intrahepatic
Cholestasis...... ” in abstract, core tip, last paragraph in page 5, second paragraph in page

8, conclusion.
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SPECIFIC COMMENTS TO AUTHORS

In this manuscript intitled "A molecular overview of Progressive Familial Intrahepatic
Cholestasis", Sriram Amirneni et al introduced and summarized the recent progress in
the molecular characteristics of the five types of Progressive Familial Intrahepatic
Cholestasis (PFIC1, PFIC2, PFIC3, PFIC4, and PFIC5). 1 have two relatively minor
concerns: (1) A table is wanted to summarize the clinical features, clinical outcomes.
gene mutation information, diagnosis of different types of PFIC. (2) A molecular

mechanism figure is also wanted to illustrate the molecular characteristic of PFIC.
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The author revised the whole article carefully according to the reviewers’ suggestions.
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All the questions from reviewers were carefully answered and an improvement have
been made or explained. The answer and improvement are logical and meaningful.

Reviewer agree the changes in the manuscript.
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