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Efficacy of HDACG6 inhibitors via Hippo pathway in ovarian clear cell carcinoma
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Ovarian clear cell carcinoma (OCCC) is more resistant to chemotherapy than other epithelial ovarian cancers; however,
no therapeutic targets have been identified to date. Histone deacetylase 6 (HDAC6) has been found to regulate Yes-
associated protein (YAP) via the Hippo pathway. We previously reported that suppression of the Hippo pathway is
involved in tumor progression in renal clear cell carcinoma, which is histologically similar to OCCC. However, the
specific role of the Hippo pathway and its relationship with HDAC6 in OCCC remain unclear. Therefore, in this study,
we investigated the roles of the Hippo pathway and HDAC6 in OCCC.

We performed immunohistochemical analyses for YAP, HDAC6, and connective tissue growth factor (CTGF)
in 171 OCCC samples to determine the correlation between their expression patterns and disease prognosis.
Immunohistochemically, YAP, HDAC6, and CTGF were detected in the nucleus or cytoplasm, with a significant
positive correlation between the cytoplasmic expression levels of YAP and HDACG6. The correlation between these
molecules and the disease prognosis is currently being investigated.

YAP overexpression and knockdown tests were performed using two AT-rich interaction domain 1A (ARID1A) mutant
and one ARIDIA wild-type OCCC cell line, and cell proliferation was evaluated. Cell proliferation was significantly
increased by YAP overexpression but significantly decreased by YAP knockdown in a cell context-dependent manner.
Overall, these findings suggest YAP as a potential therapeutic target for OCCC.



