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Potential for the therapy of type 2 diabates by removal of senescent cells from
adipose tissue
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It is imperative to inhibit increased morbidity of type 2 diabetes in Japan. We
then have to elucidate the pathogenic mechanism and establish the new effective therapy of that.
Senescent cells accumulate in adipose tissue as animal’ s age, and are considered to underlie several
aging-associated pathologies such as type 2 diabetes. During cellular senescence, the tumor suppressor
p19ARF play definitive roles in inducing and maintaining permanent cell cycle arrest. Accordingly,
aging-associated type 2 diabetes may be improved by the clearance of pl9ARF-expressing cells from adipose
tissue. We herein demonstrated that glucose metabolism was reversibly restored by the partial elimination
of pl9ARF-expressing cells. The ablation of pl9ARF-expressing cells using a toxin receptor-mediated
cell-knockout system in adult transgenic mice ameliorated insulin resistance. These results suggest that
the aging-associated decline in metabolic activity was recovered by eliminating senescent cells.
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