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The anticancer agent 5-fluorouracil (5-FU) is cytotoxic and often used to
treat various cancers, including oral cancer. ATR kinase is a principal kinase in the DNA damage
response and is activated in response to UV- and chemotherapeutic drug-induced DNA replication
stress, but its role in cellular responses to 5-FU is unclear. In this study, we examined the effect

of ATR inhibition on 5-FU sensitivity of mammalian cells. Administration of 5-FU with a specific
ATR inhibitor remarkably decreased cell survival, compared with 5-FU treatment combined with other
major DNA repair kinase inhibitors. These findings suggest that ATR could be a potential therapeutic
target in 5-FU-based chemotherapy.
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