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COMMENTS TO AUTHORS 

Dear Author This is very interesting paper. The pathogenesis of NASH remains unclear. Several 

observations have suggested that small intestinal bacterial overgrowth(SIBO) may play a role in 

NASH. I think gut bacteria contribute to the pathogenesis of NAFLD by increasing gut luminal 

ethanol production, metabolizing dietary choline and through production of LPS, which may activate 

proinflammatory cytokines in luminal epithelial cells,liver macrophages, or both. DCA,which is 

known to induce DNA damage,enhance HCC growth and progression. I ask question. 1.Please 

explain the etiology of SIBO in NASH.  2.Please tell me what kinds of bile acids could be a deciding 

step in the progression from NASH to HCC. 3.I think the use of FXR agonist help control SIBO. 

Please explain much more detail how to use FXR agonist to limit hepatic inflammation and NASH 

progression.
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COMMENTS TO AUTHORS 

It is good concept to review NASH as precursor for HCC development. However English needs to 

improve significantly. I have included the pdf file which I have inserted several notes. These notes 

may help you to improve English. But there is still a need to check English with a native English 

speaker.
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COMMENTS TO AUTHORS 

This is an interesting review on the linkage between inflammation in NAFLD and HCC development. 

It is reasonably well written but needs some polishing (typo's, minor English corrections, etc.).   

Specific comments:  -the claim that NASH is now the most important cause of HCC is not 

substantiated by data; this statement should be removed  -it is true that HCC can arise without 

cirrhosis and that inflammation is the driver; however, it hardly ever happens without advanced 

fibrosis, which is an indicator of long-standing inflammation; this should be mentioned  -page 6: the 

explanation of removal of IKKb from hepatocytes vs. hepatocytes and immune cells should be 

improved: it is hard to understand why they lead to different phenotypes  -Adiponectin: here, the 

authors should look in more detail on the effect of adiponectin in hepatocytes vs. inflammatory cells 

in relation to NF-kB activation 
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