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Abstract; Objective To reveal whether Formononetin ( FMN ) inhibits ferroptosis in HT22 cells induced by oxygen glucose
deprivation/reoxygenation by activating the nuclear factor erythroid 2 — related factor 2 ( Nrf2 ) /Glutathione peroxidase 4 ( GPX4 ) ?
pathway. Methods HT22 cells were subjected to oxygen — glucose deprivation/reoxygenation (OGD/R) damage to create an in
vitro model ,and HT22 cells were divided into control group( CON) ,FMN group( FMN) , model group (OGD/R) , model + FMN
group( OGD/R + FMN) ,model + ML385 group( OGD/R + ML385) ,model + RSL3 group( OGD/R + RSL3). The CCK -8 meth-
od was used to detect the cell viability. DCFH — DA probe was used to detect the level of intracellular ROS. TUNEL staining and
flow cytometry were used to detect the apoptosis. The colorimetric method was used to detect Fe** content in cells. Western blot
was used to detect the protein expression levels of Nrf2 and GPX4. Results Compared with those in the CON group, the cell pro-

2+

liferation activity in the OGD/R group was significantly reduced,the Fe” " content, ROS level and apoptosis ratio were significantly

increased ,and the protein expressions of Nrf2 and GPX4 were significantly decreased (P >0.05). Compared with the OGD/R

2+

group ,the OGD/R + FMN group had significantly increased cell proliferation activity (P <0.05) ,Fe™* content,ROS level and ap-
optosis ratio significantly decreased and the expressions of Nrf2 and GPX4 proteins increased significantly. Compared with those

of the OGD/R group, the cell proliferative activity of the OGD/R + ML385 group and the OGD/R + RSL3 group was significantly
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decreased (P <0.05) ,the Fe’* content, ROS level and apoptosis ratio were significantly increased , the expression of Nrf2 protein

in the OGD/R + ML835 group was significantly decreased( P <0.05) ,and the expression of GPX4 protein in the OGD/R + RSL3

group was significantly decreased (P <0.05). Conclusion FMN may inhibit ferroptosis induced by oxygen glucose deprivation/

reoxygenation by activating the Nif2/GPX4 pathway.

Keywords : Formononetin ; Nrf2/GPX4 pathway ; ferroptosis
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