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Mitophagy derived from Rab9-dependent alternative autophagy plays a crucial role
on the etiology of vascular senescence and sarcopenia

Ikeda, Yoshiyuki
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We investigated the molecular mechanisms of frailty/sarcopenia by basic
experiments using vascular endothelial cell, smooth muscle cell, skeletal muscle cell and mice.
Either life style-related diseases, such as dyslipidemia, or post-menopause developed vascular
senescence and attenuated skeletal muscle cell differentiation through the accumulation of damaged
mitochondria accompanied by the increase of oxidative stress. This mitochondrial dysfunction was due

to the decrease of mitochondria-targeted autophagy, namely mitophagy. Interestingly, this mitophagy
did not need LC3 but needed Rab9-dependent alternative autophagy-
We also demonstrated clinically that atherosclerotic cardiovascular patients, such as coronary
artery disease and peripheral artery disease, with malnutrition assessed by GNRI, which is the main
cause of frailty/sarcopenia, had the increase of cardiovascular event and mortality.
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