©
2018 2020

Rab

Elucidation of the mechanism of drug-induced lethal cardiac myopathy;
participation of autophagic process and the rab, intracellular membrane

transport system

SATO, TAKEYA

3,300,000

Doxorubicin is an effective anticancer drug against various cancers.

However, it shows lethal toxicity to the heart, and the molecular mechanism remains unclear. In this
study, we found that doxorubicin inhibited autophagy and investigated its molecular mechanism. We
found that doxorubicin activated autophagy; however, activated autophagy was inhibited midway, and
autophagic flux was not completed. This study revealed that the site of inhibition of autophagy by
doxorubicin is the fusion inhibition of autophagosomes and lysosomes. In addition, mitochondrial
function was impaired. Therefore, autophagy, which removes dysfunctional mitochondria, is inhibited
by doxorubicin, which induces myocardial cell death due to the increased oxidative stress caused by

the intracellular accumulation of dysfunctional mitochondria.
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