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In this study, we conducted fundamental research to develop a targeted
therapy for ARID1A mutations, a member of the SWI/SNF chromatin remodeling complex, using cell
experiments with an EZH2 inhibitor targeting ARID1A and EZH2, which is synthetically lethal.
ARID1A-deficient cells showed reduced cell proliferation rates and colony formation in response to
EZH2 inhibitors compared to ARID1A wild-type cells. Furthermore, since the PI3K/AKT pathway was
found to be activated in gastric cancer cells with ARID1A deficiency, we investigated the potential
of ARID1A deficiency as a therapeutic target. As a result, AKT inhibitors suppressed cell
proliferation in ARID1A-deficient HER2-negative gastric cancer cells, but not in ARID1A-deficient
HER2-positive cells, suggesting that AKT inhibitors may be useful as therapeutic targets.
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