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SPECIFIC COMMENTS TO AUTHORS

The authors collected sera of HBV-infected patients with various clinical conditions and
analyzed the DNA sequences of HBx region by means of the next generation sequencing

(NGS) technique. They detected two nucleotide regions which were highly conserved
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regardless of the patients’ clinical stage or HBV genotype. They concluded that these
newly identified conserved regions could be potential targets for gene therapy. Overall,
the manuscript is well-written and the results seem to be reasonable. I have some
comments. 1) They identified two highly conserved regions. As they discussed, in vitro
functional studies should be important to evaluate the potential usefulness of these
domains as targets for siRNA-based antiviral gene therapy. However, the experimental
study may be included in the next paper. I would like to know whether they consider
“these two domains are equivalent” or “one of the domains can be more promising than
the other one”. 2) They used various/heterogeneous clinical samples and detected two
conserved regions. However, HBx protein is suggested to relate to hepato-carcinogenesis.
Did the NGS analysis provide any common variant among the patients who had
hepatocellular carcinoma? (Did they find any mutation as a candidate for

carcinogenesis-associated sequence in HBx region?)
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