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(B A9(Purpose)}
Ovarian clear cell carcinoma (OCCC) has low sensitivity to chemotherapy. However, QCCC patients are still treated with
conventional chemotherapies such as platinuem and taxane, because effective alternative treatments have not been identified.
Therefore, the prognosis of OCCC is poor, particularly in advanced stages. Recently, a subpopulation of tumor cells with
immature and dormant feature has been described to be critically involved in metastatic dissemination and therapy resistance,
There is currently no biomarker that can efficiently reflect such subpopulation in OCCC. Therefore, the development of novel
therapy and biomarkers for them is important.

(05 i 70 & THZ AL (Methods/Results))
Immunohistochemically, inhibin-g (INHA)-expressing tumor cells were detected only in OCCC among varicus types of ovarian
tumors. By comparing the expression of INHA and Ki-67, INHA-expressing tumor cells were revealed to be less proliferative.
INHA-knockout and -knockdown cells showed a significantly higher proliferative effect on OCCC. When spheroids and
chemoresistant cefls were derived from QCCC cell lines, the expression level of INHA was elevated. Moreover, prognostic
analysis with 69 surgically resected OCCC cases revealed that the increased INHA expression was an independent unfavorable
prognostic factor. The expression levels of vascular endothelial growth factor (VEGF)-A and VEGF-C were higher in INHA-high
population than in INHA-low population.

(&  4f(Conclusion))
In this study, we identified that INHA was expressed in less proliferative tumor epithelial cells of OCCC and upregulated in
spheroids and chemoresistant cells. Moreover, we showed INHA-positive cells had high angiogenic potential, leading to
unfavorable prognosis. These findings suggested that INHA would be a prognoestic biomarker.
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