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Evaluation of epigenetic resistance mechanisms of a multikinase inhibitor in
hepatocellular carcinoma
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i i i It has been reported that EZH1/2 inhibits the transcription of target genes
via H3 lysine 27 trimethylation (H3K27me3) and is involved in carcinogenesis. According to a study

that used surgical specimens from patients with hepatocellular carcinoma (HCC), a high H3K27me3
level is associated with a poor prognosis and EZH1/2 inhibition significantly suppresses cell
proliferation of liver cancer cells. Sorafenib, an existing agent used to treat liver cancer,
inhibits EZH2 phosphorylation at serine 21 via Akt, resulting in an increase in the H3K27me3 level.
A combination use of sorafenib and EZH1/2 inhibitors exhibits potent antitumor activity.
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