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Mechanistic insi?ht into CCR4-NOT deadenylase-mediated heart function control
and its potential application for therapeutics
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In this study, we analyzed the mechanisms how CCR4-NOT deadenylase regulates
mRNA decay and nucleotide metabolism in controlling heart functions. mRNA decay by CCR4-NOT complex
was revealed to alter adenine nucleotide levels in the heart. In addition, bulk mRNA poly(A)

shortening and alteration of nucleotide levels were sensed by an autophagy molecule, which is
crucial for cardiomyocyte survival. Furthermore, CCR4-NOT-mediated adenine nucleotide regulation was
also shown to affect energy-sensing signaling pathway. Both pathways are likely important for
CCR4-NOT-mediated heart function control. Finally, we conducted chemical compound screening for
CCR4-NOT deadenylase inhibitors.

CCR4-NOT heart failure deadenylase CNOT3
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