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Anti-oxidative stress pathway in the ovary to conquer inevitable aging

Hiraike, Osamu
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Nuclear factor-E2-related factor 2 (Nrf2) and its regulator Kelch-like

ECH-associated protein 1 (Keapl) are one of the most important defense mechanisms against oxidative
stress (0S). Dimethylfumarates (DMF) is an activator of Nrf2, and we investigated the possibility of
DMF as a therapeutic drug for OS in human granulosa cells (GCs). We aimed to determine whether DMF
alleviates 0S in GCs. The mRNA and protein levels of Nrf2 and antioxidants were upregulated by H202
in human GCs, and DMF treatment showed similar results through activation of Nrf2. Knockdown of Nrf2
decreased the mRNA and protein levels of antioxidants in human GCs. DMF treatment of GCs activated
Nrf2 and reduced intracellular ROS generation.

Our results show that activation of Nrf2 by DMF might lead to alleviated OS in human GCs, and this
will lead to better outcomes in infertility treatment.
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