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Ovarian function declines due to various causes such as aging, obesity, and
inflammation. In this study, the metabolic activity of ovarian interstitial cells decreased with
aging, and senescent cells with accumulated lipid droplets appeared. Furthermore, SASP factor
secreted by senescent cells induced inflammation, and the ovarian stroma became fibrotic. This
change was also observed in obese individuals, indicating that abnormalities in the ovarian stroma
cause ovarian dysfunction. These stromal changes were caused by the induction of diverse
differentiation of granulosa cell-derived mesenchymal stem cell-like cells with large-scale DNA
demethylation. Furthermore, we succeeded in recovering ovarian function by improving the decline in
metabolic capacity.
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