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Mechanisms of dysregulation of autophagy in heart failure
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We examined roles of reduced activity of SIRT1, an NAD+-dependent protein
deacetylase, and impaired autophagy in pathogenesis of heart failure. We induced heart failure by
administration of doxorubicin in mice. We found cardiac dysfunction and impairment in autophagy
after doxorubicin were enhanced in cardiomyocyte-specific SIRT1 knockout mice. We also examined how
SIRT1 regulate the process of autophagy. SIRT1 was involved in autophagosome-lysosome fusion. Taken

together, impaired autophagy due to suppression of SIRT1 activity may contribute to pathogenesis of
heart failure.
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SIRT1, a protein deacetylase, promotes autophagy/mitophagy by regulating autophagosome-lysosome fusion in the cardiomyocyte.
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SIRT1 protects the heart against doxorubicin induced cardiotoxicity by mediating the DNA damage response via deacetylation
of histone H2AX.
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SIRT1 mediates histone H2AX Ser139 phosphorylation and DNA repair via deacetylating H2AX at Lys5.
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The histone deacetylase SIRT1 mediates the proper DNA repair response by targeting histone H2AX to protect against
doxorubicin-induced cardiotoxicity.

ESC Congress 2020

2020

https://web.sapmed.ac. jp/pharmacology/




(Fijitani Naoki)

(10374191) (20101)
(Nojima lyori)

(10827398) (20101)
(Horio Yoshiyuki)

(30181530) (20101)
(Yano Toshiyuki)

(40444913) (20101)




