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Identification of repositioning drugs targeting BAP1 mutation specific to
intrahepatic cholangiocarcinoma.
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The purpose of this study is to find a therapeutic agent for intrahepatic
cholangiocarcinoma (ICC) using a drug repositioning approach. Ten ICC surgical resection samples
were collected. Using the obtained data and public data, we selected driver mutations that were
common among multiple cases, examined genes whose expression differed significantly between mutant
and wild-type cases of the driver genes, and scored them in conjunction with the L1000 database. As
a result, we focused on BAP1 and selected 5 drugs as promising agents. We compared the changes in
proliferative ability and focused on Drug X. PCR showed that the expression of genes related to cell

cycle and metabolism were more strongly altered in the BAP1 knockdown group. In Western blotting,
G2M gene expression changed in a concentration-dependent manner. Public data were used to
investigate the mechanism of action, and the results support the in vitro results.
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