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Establishment of a novel combination therapy of ATR inhibitor and BRD4 inhibitor
targeting ARID1A mutated clear cell ovarian cancer

Kinose, Yasuto
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o Clear cell ovarian cancer (CCOC) is often resistant to standard chemotherapy
agents and has limited treatment options. ARID1A is the most prevalent genomic mutation with

approximately 50% of all CCOC harboring this mutation. As we reported that ATR inhibitor (ATRi)
alone and BRD4 inhibitor (BRD4i) alone demonstrated significant anti-tumor effect in CCOC

experimental models from our previous study, we hypothesize that a combination of ATRi+ BRD4i will
especially target ARID1A-mutated CCOC. We tested the combination of ATRi+ BRD4i in CCOC cell lines

and patient-derived xenograft mouse models and observed significant synergy tumor regression. We
found that ATRi+ BRD4i would be a novel molecular-targeted therapy in CCOC in the future.
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