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Understanding the interrelationship between senescent cells and age-related
diseases and the elucidation of the mechanisms for the killing of senescent
cells by senolytic drugs
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Cellular senescence is a stable cell cycle arrest that act as a defense
mechanism against tumor development. However, the accumulation of senescent cells in the age process
provokes inflammation, leading to the increase of risk of age-related diseases including dementia,
arthritis, and cancer. The depletion of senescent cells, termed senotherapy, might be anticipated to

alleviates and prevents the progression of age-related diseases. | found that ARV825, which was
identified as a specific killing agent for senescent cells, could increase the efficiency of
chemotherapy for xenograft tumor development, concomitant with the depletion of senescent cells. As
I analyze the mechanism of ARV825-induced cell death, damaged mitochondria were accumulated due to
the impaired autophagy flux, leading to the cell death mediated by the increase of ROS production.
This mechanism is a common pathway iIn the cell death process of senescent cells induced by several
previously reported senolytic drugs.
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