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SPECIFIC COMMENTS TO AUTHORS

While the title is “role of Hepatitis B virus in the development of hepatocellular
carcinoma: Focus on cccDNA”, this review actually summarizes the general information
of HBV, with a focus on the function of cccDNA on viral replication and our current
efforts to the detection and targeted inhibition of cccDNA. The authors have discussed
three major mechanisms underlying HBV-related carcinogenesis (1 chronic
inflammation; 2. HBV DNA integration; 3. expression of oncogenic viral proteins), but
cccDNA was not even mentioned in that part. Thus, how cccDNA promotes the
initiation and progression of HCC is still unclear after reading the whole text. And there
was also no evidence showing that using the approach targeting cccDNA can prevent

the development of HCC.
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SPECIFIC COMMENTS TO AUTHORS

This review is a comprehensive summary of the role of cccDNA in the pathogenesis of
CHB, especially in HBV replication. And the review also well summarizes the current
choice of cccDNA detection and which as a current target for treatment. But
unfortunately, the above aspects have been related reported. This article is not deep
enough for the mechanism of cccDNA and HCC. However, this should be a key point
and mostly interest. On the other hand, it is still possible in the pathogenesis of HCC
although HBV has been inhibited even HBsAg has been cleared.




