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SPECIFIC COMMENTS TO AUTHORS
1) In page 5, line 22, the authors claim that “Unfortunately, these developing new

therapies also are not designed to eradicate the intrahepatic covalently closed circular
DNA (cccDNA) or integrated HBV DNA”. This is not accurate as there are several
treatments currently in trial for cccDNA and integrated HBV DNA as reported by Geish
R, 2020 for example and other reviews. These treatment options should be discussed and
explain why would increasing the dose of Enticavir woud be superior. 2) The review
needs more updated references and more in text citations. The number of references
used in the past 10 years is little given that the authors are suggesting new treatment
module based on literature review. 3) The authors highlighted the efficacy of enticavir
at higher doses by providing higher AUC values in plasma and in page 14 line 1 they
mention “by increasing the dose over 1.0 mg/day might improve the antiviral efficacy”.
What is meant by antiviral efficacy? Was the mechanism by which enticavir might target
cccDNA or integrated DNA examined? 4) In page 14, line 27, the authors are discussing
a study by Liu et al. as a reference for suggesting increasing the dose of enticavir for LLV,
however in the study, this conclusion was never reached. This paragraph needs to be
rephrased and supported by more studies. Minor comments 5) Page 6, line 34;
“Therefore, the current study aimed to discover a viable way to improve the antiviral
effect of entecavir by increasing the dose and prolonging the treatment time”. It should
be changed to “ suggest” or “ shed the light on” not “discover”. 6) The manuscript

needs grammatical and spelling revision.
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