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Abstract

Objective: To investigate the mechanism of action of finerenone and its effect on oxidative stress
and apoptosis in rat myocardial H9C2 cells stimulated with lipopolysaccharide (LPS). Methods: Fol-
lowing a 24-hour course of therapy with varying finerenone concentrations (0, 2.5, 5, 10, and 20
mmol-L. ") followed by 12 hours of LPS (10 pg'mIL~") stimulation, cellular activity was assessed using
a CCK-8 kit, and the appropriate finerenone concentration was determined for subsequent studies. Rat
myocardial HIC2 cells were randomly divided into four groups: a control group, a finerenone-treated

group only (at a concentration of 5 mmols.""), an LPS -treated group alone (at a concentration of

ISR : R AR R4 LI H (45 :82170245;82370284)
EE B 9R1E, 53, 1998— , BE 2 1, 32 22 A0 45 P F 5% , E-mail : hengzhang98@whu. edu. cn
BAEMEE R, 1982— W4 BIEUR , AT B, 15 AR S0, 2 NS0 01 5838 5.0 U5, E-mail: vivideng1982@whu. edu. cn



704

RPN = Q= )]

10 pgemL.™"), and a group that received both LPS and finerenone treatment (at concentrations of 10 pg*
ml. "' and 5 mmolsl."', respectively). Oxidative stress levels in cells were assessed using a reactive ox-
ygen species (ROS) assay kit, a one-step TUNEL apoptosis assay kit to assess apoptosis levels; and
Western Blot was adopted to detect C-caspase-3, Bax, Bel-2, PISK, AKT, and GSK-38 expression
levels. Results: There was no statistically significant difference in the survival of rat myocardial HOC2
cells after treatment with different concentrations of finerenone (P>>0. 05). Administration of finere-
none treatment rescued the decline in cell survival induced by LLPS stimulation, and the difference was
statistically significant in the groups with finerenone treatment at concentrations of 5, 10, and 20 mmole
L™ (P<C0.05). When compared to the control group, the LPS group showed noticeably higher levels
of oxidative stress and apoptosis. It was discovered that finerenone treatment reduced the amount of
apoptotic proteins produced in response to LPS (P<C0. 05), and at the same time attenuated the levels
of apoptosis and oxidative stress (P<Z0. 05). Mechanistically, Western Blot showed that {inerenone ac-
tivated the PI3K/AKT/GSK-38 signaling pathway. Conclusion: Finerenone attenuates LPS-induced

cytotoxicity and inhibits apoptosis and oxidative stress, and these effects may be achieved by activating

46 %

the PI3K/AKT/GSK-38 signaling pathway.
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