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We investigated the functional role of CCR4-NOT deadenylase in pathological
cardiac remodeling. Since protein X, a key factor of deadenylase, was upregulated in pressure
overload-induced cardiac hypertrophy, we analyzed heart function of protein X KO mice which showed
cardiac dysfunction and hypertrophy. RNA sequence revealed upregulation of inflammatory, cardiac
hypertrophy and fibrosis associated genes. We thus focused on geneY, and generated protein X; gene
Y double KO mice. Gene Y deficiency rescued cardiac dysfunction and hypertrophy of X KO mice with
pressure overload. These results implicate that CCR4-NOT deadenylase negatively regulates cardiac
remodeling induced by pressure overload via shortening of poly(A)tail of target mRNA.
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