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Elucidation of the cardioprotection mechanism mediated by mitochondrial
regulatory proteins
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In recent years, myocardial injury caused by anti-cancer drug therapy has
attracted clinical attention. We have revealed that MARCH5, a molecule involved in mitochondrial
quality control and functional control, plays a protective role in myocardial injury caused by the
anti-cancer anthracycline drug; doxorubicin(DOX). MARCH5 controls the detoxification enzyme GPX4,
reduces lipid peroxide accumulation in cardiomyocytes, and protects against ferroptosis cell death.
MARCH5 myocardial-specific KO mice showed more pronounced cardiotoxicity caused by DOX than
wild-type mice, and administration of a ferroptosis inhibitor restored cardiotoxicity to the same
level as wild-type mice.
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