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Mechanisms contributing for the synchronization of aging (sync-aging) are
yet to be defined. Here, we define “ senometabolite” as circulating metabolites having causal roles
for the synchronization and progression of aging. We did metabolomics studies in aged individuals
or patients with heart failure and found oxidized choline increased under these conditions compared
to respective controls. We generated murine left ventricular (LV) pressure overload model and found

oxidized choline increased both in plasma and failing heart. Proteomic study showed that oxidized
choline reduced the expression of cytochrome c oxidase subunitl, and this was causal for
mitochondrial dysfunction. Administration of oxidized choline also reduced muscle strength, induced
fibrosis in skeletal muscle. In aged wild type mice, metabolomic study showed oxidized choline
increased in plasma. Our findings iIndicate that suppression of circulating senometabolite would
become therapies for age related disorders.
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