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Development of novel molecular targeted therapies, inducing apoptotic cell
death, in endometrial and ovarican carcinomas
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We identified molecular subtypes and candidate molecular-targeted therapies
in endometrial and ovarian (mainly clear cell histology) cancers. Furthermore, we revealed their
anti-tumor effects in these cancers.

1. We found that either a MAPK inhibitor or ionizing radiation synergistically enhanced anti-tumor
effect by a PI3K pathway inhibitor (dual PI3K/mTOR inhibitor) in endometrial cancer cells. We showed
that HIF-lalpha/VEGF pathway plays an essential role in the cell proliferation of endometrial
cancer cells and that HIF-lalpha/VEGF activity is dependent on activation of the PI3K/mTOR pathway.
2. We revealed a poor prognostic subgroup in ovarian clear cell carcinomas, using genome-wide
analyses, including single nucleotide poleorphism arrays and expression arrays. We reported that
over-expression of MDM2 is associated with poor prognosis and that inhibiting MDM2 showed anti-tumor
effect in ovarian clear cell carcinoma cells.
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