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SPECIFIC COMMENTS TO AUTHORS

Authors developed 3d human liver tissue slice (HLS) culture for 21 days from patients
with FO-1 vs. F2-4 fibrosis, created fibrosis model (FLS) for hepatitis C (HCV)and
alcoholic hepatitis (ALD) or HCV and steatohepatitis (NASH), and then evaluated the
anti-fibrotic effects of ursodeoksi cholic asid (UDCA) and/or alpha-tocopherol. My
comments: ¢ Since fibrosis was induced by HCV infection in HLS, what is the rational
for developing HLS from patients with FO-1 vs. F2-4. Is there any data that shown that
HLS obtained from patients with different levels of fibrosis (F0-4) differ in their fibrosis
score on HLS cultures? ¢ Fibrosis is a response to chronic inflammation, therefore HLS
culture for 21 days is not a suitable model for studying fibrosis in chronic hepatitis. ®
Color label of each group should be same all through the figures. Use of line charts and
bar graphs in an intermingled way is confusing. If line charts were preferred, the figures
would be simplified and become much more easy to understand. ¢ This manuscript has
too much data from several studies; data for development of HLS cultures for 21 days
from patients with FO-1 vs. F2-4 fibrosis; creating a fibrosis on HLS model with HCV,
ethanol (ALD) and palmitic asid (NASH), evaluation of anti-fibrotic effects of UDCA
and alpha-tocopherol on HCV fibrosis model of HLS culture. ¢ Why were not ethanol
and palmitic asid used alone as a fibrosis model of HLS culture, instead of combining
with HCV infection? ¢ Table 3 and 4 should be omitted since the data was given Figure
8-11. * If there was any data supporting the notion that precision medicine could be
based on HLS culture for evaluating effectiveness of different drugs, it must be

emphasized within the result and discussion sections.



