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Analysis of novel mechanism for regulation of DNA replication start
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HBO1 plays positive regulation for cell proliferation under unperturbed
condition, whether there is regulation mechanism of HBOl under DNA damage is poorly understood. We
demonstrated that HBO1 was degraded after DNA dama%e to suppress cell proliferation. Ser50 and Ser53 of
HBO1 were ATM and ATR-dependently phosphorylated after UV treatment. ATM/ATR-dependent phosphorylated
HBO1 preferentially interacted with DDB2 and was ubiguitylated by CRL4DDB2. Replacement of endogenous
HBO1 to Ser50/53Ala mutants maintained acetylation of histone H3K14 and impaired cell cycle regulation in
response to UV. These results indicated that HBO1 is one of the targets by DNA damage checkpoint. These
results show that ubiquitin-dependent control of HBOl protein contributes to cell survival toward UV
irradiation.
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