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The mechanism of "alteration to a cancer stem cell™ in ovarian cancer
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Ovarian cancer frequently acquires malignant phenotypes, such as chemo-resistance
and tumorgenicity. We hypothesized that suppression of a gene’ s expression might cause such an
acquisition. We performed a functional genomics screen using a shRNA library targeting almost all genes.
As a result, we found that suppression of only a single gene’ s expression caused the acquisition of
malignant phenotypes of ovarian cancer. In addition, we identified at least 6 such kinds of genes.
Furthermore, suppression of those 6 genes enhanced malignant phenotypes of ovarian cancer via activation
of the Hedgehog ?athway. When we inhibited its pathway by a specific inhibitor, cyclopamine, it markedly
decreased the malignant phenotypes which had been enhanced by suppression of each of 6 genes. Our
findings should be helpful for developing the new treatment for refractory ovarian cancer.
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