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This paper reviews “X region mutations of hepatitis B virus related to clinical severity"'. The

manuscript is well presented and of interest and can contribute to increase the knowledge of this

topic.
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In this review where the authors provided a comprehensive review of HBX mutations and disease

severity. The paper is well written and informative.
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In the review, the authors summarized several types of HBx mutations in patients with chronic HBV

infection and analyzed the possible correlations between HBx mutations and clinical severity. They

found that several types of HBx mutations might be contribute to HBV pathogenesis by regulating

HBV replication or host genes related to cell homeostasis. Overall, the topic is interesting and the

manuscript is well-written. However, the authors described that they mainly focused on the HBx

mutations significantly related to clinical severity. But, the related discoveries were mainly from

patients infected with genotype C. Moreover, about 240 million of individuals chronic infected by

HBV worldwide and annually 650,000 people died due to advanced liver diseases including cirrhosis

and hepatocellular carcinoma. The epidemiology of HBV infection in the study was outdated.
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