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The authors reviewed the epidemiology, mechanism of fibrosis, clinical impact of fibrosis, validity of

biopsy, and non-invasive assessment of fibrosis on HCV infection. They mainly described

non-invasive assessment of fibrosis, which is thoroughly described and is interesting. There are a few

comments.

Major comments #1. Page 14, lines 2-4. Why the patients with genotype 2 or 3 can be

treated regardless of fibrosis stages? SVR rate for genotype 1 has been improved by DAAs to be as

high as that for genotype 2 or 3. Minor comments #1. Page 3, line 12-13. Anti-HCV agents are
NS3/4A inhibitors, NS5A inhibitors and NS5B inhibitors are available or are going to be available.

#2. Page 4, line 18. Please cite other ECM proteins other than collage also.

should be better if the name of authors and the year of publish are described.

#3. Table 6. Reference
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The paper by Sebastiani et al. is a comphrensive review  of the basic concepts at the basis of
HCV-dependent liver fibrogenesis and of the methods for the assessment of liver fibrosis that are
routinely used in clinical practice. Overall, the review is well written and focused on relevant
concepts. I have only few methodological points that in my opinion, can improve the quality of the
paper. - The tables summarizing the diagnostic accuracy estimates for the diagnosis of liver fibrosis
/cirrhosis reports sensitivity, specificity and PPV and NPV. These last two parameters (PPV and
NPV) that actually represent the post-test probability of the disease do not add any information to the
reader if the pretest probability, ( e.g. the prevalence of the disease) is not concomitantly reported.
Thus my suggestion is to add to the tables also the range of prevalence of the disease for all the
parameters reported (inserting also the references to the studies from which these estimates are
derived). Another option is to add to these tables also the positive and negative likelihood ratios
(LR+ and LR-) that are really useful parameters in order to inform the reader about the ability of the
test to accurately exclude (LR<0.1) or confirm the diagnosis (LR+ > or LR+ > 10).
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This is a well written ,comprehensive , extensive review on the subject . Maybe this review article
should be shortened , namely the text but not the tables .(to check with the Editor-in-Chief) Because

this is a PDF version ,my correction proposals

are included within the corpus of the manuscript into

"bubbles" which have to be activated and the text is visualized . What is underlined in yellow , should

be deleted or replaced by some other sentence or abbreviation (like Fibroscan replaced by LSM) I join
also a Word doc with an example of the METAVIR scheme (which has been to be re-drawned by the

author , with the liver histology correspondance ).
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