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Overcoming drug resistance to refractory ovarian clear cell adenocarcinoma with
focusing on DNA repair abnormality
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We have found that transcription factor HNF-1B expressed in clear cell
adenocarcinoma induced hyperphosphorylation of Chkl acting on DNA damage checkpoint, leading to
acquisition of anticancer drug resistance. Chkl is activated through the signals from ATM/ATR which
recognize damaged DNA sites. Despite knockdown of these proteins, hyperphosphorylation of Chkl was
maintained. With focusing on Claspin, which can form a complex with Chkl and facilitate its activation,
it was found that HNF-1B activated autophosphorylation of Chkl through the induction of Claspin
expression. Accordingly, knockdown of Claspin led to improvement in sensitivity to anticancer drugs. The
Clapsin-Chkl complex was shown to be a novel therapeutic target in the clear cell adenocarcinoma.
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