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Functional analysis of arginine methyltransferase 5 in cardiac fibrosis
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Epigenetic regulatory mechanisms contribute to cardiac fibrosis, which is
also a significant risk factor in the development and progression of heart failure. However, drug
target molecules for fibrosis therapy have not been identified. In this study, we found that an
arginine methyltransferase PRMT5 may be a molecule that promotes the differentiation of fibroblasts
into myofibroblasts. EPZ015666, a selective inhibitor of PRMT5, was orally administered to mice and
histological analysis and gRT-PCR were performed. Results showed that pressure overload-induced
cardiac fibrosis and expression of fibrosis-related genes were significantly reduced by EPZ015666
treatment. Furthermore, in primary cultured cardiac fibroblasts, EPZ015666 suppressed histone
methylation by PRMTS5.
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