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Comprehensive analysis of epigenome addiction in intrahepatic cholangiocarcinoma
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The molecular basis for the efficacy of molecularly targeted drugs against
cancer is their ability to target oncogene addiction. Intrahepatic cholangiocarcinoma (ICC), one of
the most intractable cancers, has a limited number of targetable genomic abnormalities such as IDH1
and FGFR. We reported that IDH1 mutations are responsible for upregulation of the glycolytic gene
PFK1 and that IDH1 mutations increase sensitivity to the BET inhibitor JQ1 in ICCs. Epigenomic
regulation, including chromatin dynamics, by IDH mutations may induce purposeful gene expression in
response to chronic environmental responses.

Since ICCs have a characteristic microenvironment consisting of abundant stroma, it is possible that
important and specific epigenomic alterations may be induced that link the external stimuli to

survival and proliferation.

We analyzed ICC-specific chromatin structures, their biological significance and the genetic

abnormalities that cooperate with IDH mutations.
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