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Abberant histone methylation as a therapeutic target in multiple myeloma
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In this study, we focus on EZH2 and its homolog EZH1, both of which induce
H3K27me3 as the catalytic components of PRC2, resulting in repressed transcription of target genes. In
MM, EZH2 overexpression and inactivating mutations of UTX, a histone demethylase which removes methyl
groups of H3K27, suggest an oncogenic function of H3K27me3. We demonstrate not only the anti-MM effects
of the dual inhibitor of EZH2 and EZH1, UNC1999, both in vitro and in vivo, but also the combination
effects with bortezomib. Our findings provide the rationale for this novel strategy; dual inhibition of

EZH2 and EZH1 in combination with proteasome inhibition.
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