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Elucidation of regulatory mechanisms of mitochondrial function in failing heart
by Tim44 and its therapeutic application.

Ikeda, Soichiro
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In failing hearts after myocardial infarction (MI), Tim44 was decreased
compared to sham-operated mice. In cardiomyocytes, Tim44 was decreased by administration of H202.
Heterozygous Tim44 knockout KO mice did not show cardiac dysfunction at baseline. After MI,
heterozygous Tim44 KO mice exhibited cardiac dysfunction compared with WT mice. Overexpression of
Tim44 in cardiomyocytes ameliorated H202-induced cell death in cardiomyocytes. These results suggest

that, in failing hearts after MI, the decrease in Tim44 is related to cardiomyocytes death and
cardiac dysfunction and overexpression of Tim44 prevents cardiac dysfunction by attenuating
cardiomyocytes death.
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