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Identification of novel senolytic drugs to treat age-related diseases
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This study was aimed to identify a novel senolytic reagent effective for
cardiometabolic disease in compounds already available in clinical settings. We found a compound
called "Seno-7284" exhibits senolytic effect in murine models of type 2 diabetes, atherosclerosis
and progeroid. Seno-7284 reduced the accumulation of senescent cells in visceral adipose tissue of
Diabetic mice. This associated with the suppression in systemic glucose intolerance, and adipose
tissue inflammation. Administrating Seno-7284 also reduced accumulation of senescent cells in
atherosclerotic lesion in aorta of ApoE-KO mice, and inhibited the progression of atherosclerosis.
This drug significantly improved the lifespan of Zmpste24 KO progeroid mice. Further analysis
indicated that Seno-7284 increase AICAR level in blood and stimulates endogenous senolytic function
of NK cells and CD8+ T cells via Cxcl9-Cxcr3 axis. Collectively, Seno-7284 would become promising
therapies for age-related disorders
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