Dear Editors,

[bookmark: _GoBack]We would like to submit the enclosed manuscript entitled “Stronger HBc-specific B cell activity in chronic HBV-infected children with higher liver inflammatory grade and better antiviral therapy response” to “Journal of Translational Medicine” as a research article. 

[bookmark: OLE_LINK1][bookmark: OLE_LINK2][bookmark: OLE_LINK3][bookmark: OLE_LINK15]Existing studies on the immunopathogenesis of chronic hepatitis B (CHB) have been mainly focused on adult patients, while there is still a lack of related reports on pediatric patients. Therefore, this study aimed to explore the immunological mechanisms contributing to the development of liver inflammation in pediatric CHB patients. By hepatic transcriptome, we first revealed a significant increase in intrahepatic B cell in pediatric patients with significant liver inflammation. And we further demonstrated that higher frequency of HBc-specific B cells and HBcAb levels were observed in CHB children during immune active phase, and positively correlated to liver inflammation grade and antiviral therapy efficacy. For the first time, our findings highlight the hepatic B-cell activation in pediatric CHB patients and offer novel insights into the potential role of HBc-B cells in triggering hepatic inflammation in children with chronic HBV infection. We think our study would attract great interest from readers in this field.
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