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Mitochondrial-nuclear coupling by lipid radical visualization technology and its
application to the treatment of cardiomyopathy
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Doxorubicin (DOX) induces cardiotoxicity and has a poor prognosis, but its
molecular mechanism has not been elucidated. In this study, DIC revealed that expression of GPx4 was
suppressed at both the mRNA and protein level in mitochondria and was caused by lipid radical and

lipid peroxide accumulation. These cardiac disorders were ameliorated in GPx4 overexpressing mice

and exacerbated in GPx4 heterozygous mice, upstream of which was associated with a decrease in GPX4,
which is also a regulator of ferrotosis.

We also showed that DOX induces excessive lipid peroxidation via mitochondrial DOX-Fe2 + complex and
causes mitochondrial-dependent ferrocytosis, which is a major cause of DOX cardiotoxicity.
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doxorubicin (DOX)
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