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Potential role of mTORC2 as a therapeutic target in epithelial ovarian cancer
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In the current study, we found that mTORC2 is frequently activated in ovarian canc
er, especially in clear cell carcinoma of the ovary (CCC). mTORC2 stimulated cell proliferation and mediat
e the acquired resistance to mTORC1 inhibitor (Mol Cancer Ther. 2013;12:1367-77.). We also identified trab
ectedin shows significant antitumor activity toward chemosensitive and chemoresistant CCC cells. The inhib
ition of mTORC1 significantly enhanced the therapeutic efficacy of trabectedin and prevented CCC cells fro
m acquiring resistance to trabectedin. Finally, we found that treatment with trabectedin plus irinotecan i
n combination with mTOR inhibitors displays the strong anti-tumor effect against ovarian CCC (Clin Cancer
Res 2011;17:4462-73., Int J Gynecol Cancer 2014, in press). Our studies provide the rationale for future c
linical trials of mTOR targeting therapies in combination with trabectedin in patients with ovarian CCC.
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