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Development of combination therapy using PI3K inhibitor and its predictive
biomarker in clear cell carcinoma of the ovary
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We investigated PI3K-Akt-mTOR pathway molecules and ARID1A expression in clear
cell carcinoma of the ovary (CCC), which is known to be resistant to standard chemotherapy. The study
using tumor tissue specimens indicated that PIK3CA mutant cases showed significantly worse overall
survival than wild-type cases. The 5-year survival rate for FIGO stage I or Il patients with negative
tumor expression of ARID1A was lower than those with positive tumor expression of ARID1A. Multivariable
analysis revealed that ARID1A expression was an independent prognostic factor in stage 1 or Il CCC
patients. In vitro stud¥ revealed that treatment with the PI3K/mTOR dual inhibitor NVP-BEZ235 suﬂpressed
p-Akt expression and cell proliferation in CCC cells. BEZ235 significantly inhibited tumor growth in mice
bearing OVISE and TU-0C-1 cell tumors.
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