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(GRP78) were detected by Western blot. Results

miR-34a-5p targeted Notchl (P <0.05) ; compared with Con-

trol group, the expression level of miR-34a-5p, apoptosis rate and protein expressions of ATF6, IRE1, PERK and

GRP78 in H/R group increased, while the cell survival rate and Notchl mRNA and protein expressions decreased

(P <0.05). Compared with H/R group and mimic NC group, miR-34a-5p expression, apoptosis rate, and protein
expressions of ATF6, IRE1, PERK and GRP78 in mimic group increased, while cell survival rate and Notchl mR-
NA and protein expressions decreased (P <0.05). Compared with H/R group and inhibitor NC group, the expres-
sion of miR-34a-5p, apoptosis rate and protein expressions of ATF6, IRE1, PERK and GRP78 decreased in inhibi-

tor group, while cell survival rate and Notchl mRNA and protein expressions increased (P <0.05). Conclusion

miR-34a-5p can inhibit the apoptosis of H/R human cardiomyocytes, possibly through the targeted inhibition of

Notch1-mediated endoplasmic reticulum stress.
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F G2 ENIE i 56 ( Western blot) A#H G850 ¥ B I
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LY AR A B 7] ; Erastin 25T $ 57 (57
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ERK) (137F5, %25 4695) . Phospho-p38 ( Thr180/
Tyr182, %3 4511) . p38 (DI3EL, %5 54470) .
Phospho-JNK c-Jun 2 2 K %fi # # ( c-Jun N-terminal
kinase, JNK) ( Thr183/Tyrl85, %% 5 4695) . JNK
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h, SRJE R A A RSB A, 46 S5 R TR B 1Y)
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1.5 FEHEEKRN
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W ROS/0, ™ B84k, Flii BLLT AE A M 2 FE e 22 6
x 10* 4~/ml, #5218 2 ml/FLIEFPLE 6 FLMR, 4k S2 15 5%
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1 Erastin %75 5 Erastin 5 SB 203580 ,U0126 it
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WHUE 3 e, 1 ] E 9O B AR (Olympus 1X73
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NAC #1 ] T Erastin 5 % 9 ROS (P <0.01, F =
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Erastn - + - + - . 74 Erastin 100 pmol/L
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Erastin induces ferroptosis in lung fibroblasts through MAPK

mediated oxidative stress signaling pathway
Wang Yiran', Zhang Shijie' , Guan Yubo®,Li Miaomiao®, Cai Ruyi’, Wu Qi'
('Dept of Physiology, Xuzhou Medical University, Xuzhou 221004 ; *Dept of Pathophysiology ,
Xuzhou Medical University, Xuzhou 221004 ; *The First School of Clinical Medicine ,
Xuzhou Medical University, Xuzhou 221004 )

Abstract Objective To investigate the mechanism by which Erastin affects ferroptosis in lung fibroblasts. Meth-
ods Mouse lung fibroblasts (C57/B6-L) were treated with varying concentrations of the iron death inducer Eras-
tin. Cell viability was assessed using the cell counting Kit-8 ( CCK-8) assay. Oxidative stress levels were visualized
using a fluorescence microscope, and the expression of proteins related to the mitogen-activated protein kinase
(MAPK) signaling pathway was analyzed using Western blot. Additionally, the p38 and extracellular regulated
protein kinase (ERK) inhibitors SB203580 and U0126 were employed to further elucidate the mechanism by which
Erastin induces iron death in lung fibroblasts. Results At a concentration of 100 pmol/L, Erastin effectively in-
duced ferroptosis in lung fibroblasts, leading to an upregulation of oxidative stress. Furthermore, the phosphoryla-
tion levels of p38 and ERK proteins in the MAPK pathway were elevated (P <0.05). The addition of SB203580
and UO126 inhibitors resulted in a significant reduction in oxidative stress levels and a notable increased in cell ac-
tivity in lung fibroblasts (P <0.05). Conclusion Tt can be concluded that Erastin induces ferroptosis in lung fi-
broblasts, potentially through the mediation of oxidative stress via the MAPK signaling pathway.

Key words pulmonary fibrosis; lung fibroblasts; ferroptosis; reactive oxygen species; MAPK signaling pathway



