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investigation of molecular targeted therapy in gynecologic malignancies
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We investigated the molecular targeted therapy in a viewpoint of Hepatocyte nuclea
r factor-lbeta (HNF-1lbeta) in clear cell carcinoma of ovary. We found that G2 cell-cycle arrest is induced
through adenoviral transfer of HNF-lbeta. CHK1 kinase acts downstream of ATM/ATR kinase and plays an impo
rtant role in the G2 checkpoint. G2 arrest of HNF-lbeta (+) cells results from sustained CHK1 activation.F
urthermore, HNF-lbeta controls claspin expression, sustaining CHK1

protein phosphorylation.
These data indicated that the anticancer drug resistance of CCA may be caused by aberrant G2 arrest due to

HNF-1A overexpression.
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