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Analysys of epigenetic system related to the development of cholangiocarcinoma
using 3D culture system.
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Cholangiocarcinoma is a life-threatening disease of poor prognosis.Mutations
in IDH1 are found in almost 20% of intrahepatic cholangiocarcinoma (ICC).In this study, we report
that the anti-growth effect of JQ1 differs among ICC cells and IDH1 mutation sensitizes ICC cells to

JQ1. RBE cells harboring IDH1 mutation was more sensitive to JQ1 than HuCCT1 or HuH28 cells with
wild-type IDH1. In addition, AGI-5198, a selective inhibitor of mutant IDH1 partially reversed the
decrease in viability after JQ1 treatment and also suppressed the JQl-induced apoptosis in RBE
cells. These data suggested that IDH1 mutation contributed to the growth inhibitory effect of JQ1 in

RBE cells. Our findings propose a new stratified therapeutic strategy based on IDH1 mutation in
ICC.
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