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Genome replication of human papillomavirus requires viral replicative DNA
helicase E1, and regulation of intracellular E1 levels is important for controlling the virus life
cycle. This study aimed to elucidate viral and cellular mechanisms of regulating E1 levels. We found

that E1 was degraded in a manner dependent on its own ATPase activity, and that E1 was
poly-ubiquitinated and degraded via the proteasome pathway. We further demonstrated that
intracellular E1 levels were up-regulated with the treatment of tankyrase inhibitor XAV939, although
the potential target of XAX939 for E1 up-regulation was not tankyrase but poly-ADP-ribose
polymerase 1 (PARP1), suggesting that PARP1 is involved in negative regulation of E1 function.
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