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SPECIFIC COMMENTS TO AUTHORS

The authors have investigated the intracellular AFP expression in hepatocyte under the
condition of liver injury in vivo and in vitro experiments. Their results indicated that
intracellular AFP expression induced by ER stress-mediated hepatocyte injury. The AFP
expression was attenuated by ATF6 silencing meanwhile AFP silencing deteriorated the
ER stress and hepatocyte apoptosis and necroptosis. Although correlation of AFP
expression and liver injury/fibrosis has been reported, the findings regarding regulatory
relationships of AFP and ER stress are interesting and distinct. In addition, the study is
well conducted, experiments are appropriately performed, and the manuscript is
well-written. I consider this paper has enough potential for publication. I have following
comments. 1. In Figure 3, why AFP which induced by ER stress do not secrete to serum
or supernatant? How about fraction of AFP (especially L3 fraction), and the fraction of
AFP is the same or different between HepG2 cells and injured hepatocytes? 2. In Figure 1,
the images of immunohistochemistry of AFP, positive staining of AFP seems to be found
at cytoplasm and nuclear. How assess the positivity of AFP stain, cytoplasm only or

including nuclear expression? 3. In Figure 3G, is it “TG” (is it TM?)? Please confirm.
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SPECIFIC COMMENTS TO AUTHORS

I would like to suggest that the figures legend need to be more descriptive and better
label pointing out the findings in the immunohistochemistry sections/pictures. How

“hepatocyte apoptosis and necroptosis” were identified?




