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Abstract: Hepatitis B virus (HBV) exclusively infects liver parenchymal cells and forms covalently closed circular DNA
(cecDNA ) within their nuclei. HBV cccDNA serves as the essential template for viral gene transcription, the sole source of progeny
virus production, and the key driver of viral antigen expression, and it is the molecular basis for the persistence of HBV infection.
Therefore, elimination and/or functional silencing of cccDNA is the key to eradicate chronic HBV infection. This article discusses
the critical scientific issues that need to be solved during elimination of the harm of HBV infection from the perspectives of the
synthesis, transcription, and clearance of cccDNA, as well as the impact of nonparenchymal cells on cccDNA , in order to provide

a reference for eradicating HBV infection in the future.
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