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The therapeutic strategy toward overcoming drug resistance of gynecologic cancers
utilizing high throughput screening.
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The purpose of this study is to search the molecules that can cancel the
cisplatin resistance of cancer cells. We explore the molecules that show a synthetic lethal effect with a
small amount of CDDP administration in a high-throughput screening using siRNA library consisting of 6650
genes. As a result, a strong expression of TIE-1 was found to be decrease the sensitivity toward
cisplatin in several ovarian cancer cell lines. The relationship among TIE-1, ovarian cancer and/or drug
resistance has not been reported. In order to examine the significance of TIE-1 expression in ovarian
cancer patients, in silico analysis was carried out. We confirmed that TIE-1 high expression group has a
significantly poor prognosis by examination of the overall survival in 1582 ovarian cancer patients.
Furthermore, we confirmed that apoptosis and y H2AX expressions, a marker for DNA-double strand breaks,
were significantly decreased during CDDP administration in TIE-1 over-expressed cells.
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