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Novel role of SIRT1 in regulation of autophagy and its role in heart failure

Kuno, Atsushi

3,600,000

SIRT1

mdx SIRT1
ccep SIRT1

SIRT1
SIRT1

SIRT1

SIRT1- /

We investigated how SIRT1 regulates autophagy/mitophagy and its role in
heart diseases. We found that administration of the SIRT1 activator to mdx mice, a model of
muscular dystrophy, restored mitophagy in the heart and led to the improvement in cardiac function.
In cardiomyocytes, knockdown of SIRT1 blocked CCCP-induced mitophagy and interrupted fusion of
autophagosomes and lysosomes. These results suggest that SIRT1 is involved in autophagosome-lysosome

fusion to promotes autophagy/mitophagy and protects the heart via autophagy/mitophagy activation.
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The SIRT1 activator resveratrol ameliorates dystrophic cardiomyopathy by promoting mitophagy.
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SIRT1, a protein deacetylase, contributes to mitophagy by promoting autophagosome-lysosome fusion in the cardiomyocyte.
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Role of impaired autophagy caused by aberrant activation of mTORC1 in dystrophic cardiomyopathy
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Restoration of impaired autophagosome clearance underlies amelioration of cardiomyopathy afforded by SIRT1 activation in
dystrophin-deficient mice.
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Resveratrol, a SIRT1 activator, restores autophagy-mediated clearance of damaged mitochondria and ameliorates dystrophic
cardiomyopathy in mice.
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