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Analysis of the mechanism of HBV reactivation mediated by SET protein
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Over one million individuals in Japan are estimated to be carriers of

hepatitis B virus (HBV), and reactivation triggered by anticancer drugs and immunosuppressants poses
a significant clinical issue. In this study, we identified SET as a novel cccDNA-binding protein

and demonstrated that the downregulation of SET expression by specific drugs significantly enhances
the levels of cccDNA and pgRNA. Additionally, we showed that SET interacts with histone H2AX,
implicating its role in the formation of cccDNA from dsIDNA. The results of this research not only
contribute to understanding the mechanism by which SET regulates the maintenance of cccDNA but also
lay the groundwork for the development of new therapeutic agents aimed at inhibiting cccDNA
formation, eliminating latent cccDNA, and preventing HBV reactivation.
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