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Reaction mechanism and inhibitor development of a histone demethylase
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Small molecules that control post-translational modification of proteins are
useful as biological research tools and have rich potential as lead compounds for drug discovery.
In this study, for the following two types of enzymes involved in modification of basic residues, we
aimed at understanding the reaction mechanism of the enzymes and developing inhibitors of following
two modification enzymes. We performed structural analysis and inhibitor development of histone
H3K27 demethylase KDMBA and found that one of the compounds obtained by in silico screening
inhibited the proliferation of glioma cells with abnormal H3K27 methylation. We also determined the
structure of the arginine rhamnosyltransferase EarP in complex with its target protein, translation

factor EF-P, and elucidated the structural basis of its reaction mechanism.
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