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Chemical epigenetics of histone mutations in cancer: development of lysine
methyltransferase modulators
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We aimed to develop histone H3K27 methyltransferase modulators with focusing
on H3K27M-mutant pediatric gliomas. The project for the study on development of positive modulators
of H3K27 methylation, a linear peptide, which has affinity for EED, was structurally optimized and

a cyclic peptide derivative that exhibited potent PRC2 activator activity was obtained. The
existence of intramolecular hydrogen bonds in the cyclic peptide was suggested to be important for
the specific secondary structure inducing the PRC2 stimulation. In addition, we tried to find
molecules that have affinity to the histone H3K27M protein by using compound arrays. Some molecules
showed affinity to the target protein, however resynthesized compounds did not show avidity to the
mutated protein with good reproducibility.
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