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[Abstract] Objective To explore the regulation of sestrin 2 ( SESN2) expression by ciprofol and

its role in ferroptosis in HK-2 cells induced by oxygen-glucose deprivation/reglucose and reoxygenation
( OGD/R) . Methods The wild type and SESN2 knockdown HK-2 cell line were selected and divided into
five groups: normal culture group ( group C) OGD/R group ( group O) OGD/R + ciprofol 50 pwmol/L
group ( OC group) and SESN2 knockdown + OGD/R + ciprofol 50 wmol/L group ( SO group) and
SESN2 knockdown + OGD/R + ciprofol 50 pmol/L group ( SOC group) . OGD/R damage model was estab—
lished in groups O OC SO and SOC by OGD/R method. The cell survival rate was detected by CCK-8
method and the fluorescence intensity of ROS was measured using a fluorescence microplate reader. The
cells were collected and the MDA content was detected by microplate method and the GSH and Cys con—
tents were detected by colorimetric method. The supernatant of the cell culture was collected and the con-
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tents of IL-6 TNF-o and LDH were detected by ELISA. After extracting cellular proteins and cellular
RNA the protein contents and mRNA expression levels of SESN2  GPX4 and FSP1 were detected by
Western blot and qRT-PCR respectively. Results Compared with group C the cell survival rate contents
of GSH and Cys and the protein contents and mRNA expression levels of GPX4 and FSP1 in groups O
OC SO and SOC were significantly decreased ( P < 0.05) while the levels of ROS the content of MDA
the concentrations of IL-6 TNF-o and LDH in the cell culture supernatant the protein contents and mR-
NA expression levels of SESN2 were significantly increased ( P < 0. 05) . Compared with group O the cell
survival rate the contents of GSH and Cys the protein contents and mRNA expression levels of SESN2
GPX4 and FSPI in group OC were significantly increased ( P < 0.05) while the ROS level the content
of MDA  and the concentrations of IL-6 TNF-o and LDH in the cell culture supernatant were significantly
decreased ( P < 0.05) . Compared with group O the cell survival rate the contents of GSH and Cys pro—
tein contents and mRNA expression levels of SESN2  GPX4 and FSP1 in group SO were significantly de—
creased ( P < 0.05) while the ROS level the content of MDA and the concentrations of IL.-6 TNF-o
and LDH in the cell culture supernatant were significantly increased ( P < 0. 05) . Compared with group OC
the cell survival rate the contents of GSH and Cys the protein contents and mRNA expression levels of
SESN2 GPX4 and FSPI in group SOC were significantly decreased ( P < 0.05) while the ROS level
the content of MDA  and the concentrations of IL-6 TNF-a and LDH in the cell culture supernatant were
significantly increased ( P < 0.05) . Compared with group SO the cell survival rate the contents of GSH
and Cys the protein contents and mRNA expression levels of SESN2 GPX4 and FSP1 in group SOC were
significantly increased ( P < 0.05) while the ROS level the content of MDA and the concentrations of
IL-6 TNF-o and LDH in the cell culture supernatant were significantly decreased ( P < 0.05).
Conclusion Cyclopofol can alleviate OGD/R injury in HK2 cells reduce the level of ferroptosis and cel—
lular oxidative stress response which may be related to the upregulation of SESN2 expression.

[Key words] Sestrin 2 protein  human; Ferroptosis; Human kidney-2 cells; Oxygen-glucose depri—
vation/reoxygenation; Ciprofol
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