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Maintenance mechanisms of the hepatitis B virus cccDNA
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We screened a library of alpha-helix-mimetic small-molecule compounds that
specifically inhibit protein-protein interactions and we succeeded in obtaining novel compounds that
lead to HBV cccDNA reduction in primary human hepatocytes persistently infected with HBV. We then
identified the structures of the compounds that were important for cccDNA reduction. Analysis of the

point of action in the viral life cycle revealed that it suppresses the viral promoter activity
involved in HBx protein expression. As the HBx protein is a component of the cccDNA-protein complex

and regulates the transcription of the viral genome, it can be suggested that the HBx protein is
involved in the maintenance of cccDNA.
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