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Challenging SASP control targeted on self-DNA.
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i _ In recent years, it has been revealed that senescent cells secrete various
inflammatory proteins through a phenomenon known as SASP (senescence-associated secretory

phenotype), which is implicated in the development of age-related diseases such as cancer,
Alzheimer®s disease, and COPD. Previous studies have shown that the activation of the cGAS/STING
pathway by genomic DNA fragments leads to the induction of SASP. Therefore, the cGAS/STING pathway
could be an important therapeutic target for controlling SASP in senescent cells. In this study, we
conducted a screening of small molecules using the binding of cGAS to human genomic DNA fragments.
We evaluated the inhibitory effect of hit compounds in human monocyte. In addition, we assessed the
SASP inhibitory effects of candidate compounds in oncogene-induced senescent cells and identified
novel compounds that can inhibit SASP.
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