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Development of new treatment targeting vascular endothelial cell related to
cancer stem cell in gynocologic cancer.
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MDM2, a ubiquitin ligase, suppresses wild type TP53 via proteasome-mediated

degradation. We evaluated the prognostic and therapeutic value of MDM2 in ovarian clear cell
carcinoma. The anti-tumor effects of RG7112 in vivo were examined in a mouse xenograft model. MDM2
expression was significantly higher in clear cell carcinoma than in ovarian high-grade serous
carcinoma and normal tissues. High MDM2 expression determined by microarray was significantly
associated with poor progression-free survival and poor overall survival. Notably, RG7112
significantly suppressed cell viability in clear cell carcinoma cell lines with wild type TP53.
RG7112 also strongly induced apoptosis, increased TP53 phosphorylation, and stimulated expression of
the proapoptotic protein PUMA. Similarly, siRNA knockdown of MDM2 induced apoptosis. Finally,
RG7112 significantly reduced the tumor volume of xenografted RMG-1 clear cell carcinoma cells, and
the density of microvessels.
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