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Mediates Histone Crotonylationand Contributes to Cardiac Homeostasis” BHEIX, AR AIShort-chain Enoyl-CoA Hydratase
(ECHST) B EEESBEEEIsAK AT ODINARSS, BXEREEABEHR BN OINEEE O MERRH AIENRIEE

B{ER.

Circulation

RESEARCH LETTER

Short-Chain Enoyl-CoA Hydratase
Mediates Histone Crotonylation and
Contributes to Cardiac Homeostasis

pression and regulate pathophysiologic processes such as cardiovascular dis-

eases. Metabolic enzymes modulate the intracellular levels of metabolites to
support posttranslational modifications.” Recently, new histone acylations have
been identified to regulate gene expression. For example, histone crotonylation
(H3K18cr and H2BK12cr) can trigger gene transcription and regulate metabolism,
DNA repair, depression, and reproductive development.? The roles of histone cro-
tonylation in pathophysiologic processes of cardiovascular diseases—cardiac hy-
pertrophy, for example—remain unknown. Short-chain enoyl-coenzyme A (CoA)
hydratase (encoded by ECHST) is a hydratase that has the highest activity for hy-
drolyzing crotonyl-CoA, reducing intracellular crotonyl-CoA, the orchestrator of
histone crotonylation (Figure [A]).*? In human newborns or children, mutations in
the ECHST gene lead to cardiomyopathies (>60%), such as hypertrophic cardiomy-
opathy, with unknown mechanisms.*#

Posttranslational modifications of histones are critically involved in gene ex-
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DIER—\SFERERRE, Hh70%-90%8I8EE kB TAEMEAES, FERE GO UINAIRIRAtEEE, BN EIFZREMD (A0
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