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Detailed genomic analysis identified 5 putative E2F1-binding sites in the
HBV DNA. Interestingly, these sites were conserved among all the HBV genotypes. We also found that
knockdown of E2F1 suppressed the expression of HBV X protein (HBx) and surface protein (HBs),
strongly suggesting that E2F family transcription factors regulate HBV replication and infection. A
E2F1-binding site located in the Enhancer | region of HBV genome was shown to interact with E2F1,
which in turn activated the transcription of HBx mRNA. Since the first mRNA expressed upon HBV
infection is that of HBx, our findings revealed the critical point in the HBV life cycle.
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