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After CRISPR / Cas9 treatment targeting the HBV genome, indel formation was
observed at the target site of cccDNA in HBV-infected hepatocytes, and cccDNA and pgRNA decreased.
CRISPR/Cas9 targeting the HBV genome significantly increased PARP activity. PARP inhibitor
(olaparib) significantly augmented the reduction of the levels of intracellular pgRNA and cccDNA
upon CRISPR therapy. The suppression of PARP2 or HPF1l, important for the initial step of DNA repair,

or LIG4, essential to non-homologous end joining (NHEJ), significantly enhanced anti-viral effect
of CRISPR/Cas9 treatment.
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