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Chemical epigenetics for targeting driver mutations
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We have focused on histone H3 lysine(27)-to-methionine (H3K27M) mutations of
diffuse intrinsic pontine glioma, and examined regulation of the histone H3K27 methylation using
compounds. In this driver mutation, decrease in H3K27me3 levels was reported. Therefore, projects
consisting of development of polycomb repressive complex 2 (PRC2) activators and selective chemical
modifications at the methionine residue for functional regulation of PRC2 were investigated. In this
time, the desired PRC2 activators were developed. In addition, it was found that the introduced
substituents on the methionine side chain affected the PRC2 activity.
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