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Fig.S1 Determination of DOX treatment concentration and duration
A: The cell viability of cardiomyocytes. B: The LDH levels of cardiomyocytes in each group. C: The levels of Becn1, DHODH, GPX4 protein expression in each group. Data are presented as mean ± SD, n=6. *P< 0.05, **P< 0.01, ***P< 0.001 vs 0 μM group (one-way ANOVA with Tukey’s post hoc test).
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[bookmark: OLE_LINK4]Fig.S2 Fluorescence microscopy and qRT-PCR detection of AAV9 virus infection efficiency
A: Heart tissue of mice that receive virus injection. B: The Becn1 protein expression was detected by Western blot. C: The Becn1 mRNA expression was detected by RT-PCR. Data are presented as mean ± SD, n=6. #P< 0.05, ###P< 0.001 vs CON+NCRNA group, ns vs CON group (one-way ANOVA with Tukey’s post hoc test).
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Fig.S3 The effect of DHODH overexpression in HL-1 cells 
[bookmark: OLE_LINK8]A: Representative images of the Western blot results. B: Changes in the protein expressions of DHODH. C: The DHODH mRNA expression levels. D: Changes in the protein expressions of Becn1, DHODH and GPX4 in HL-1 cells with DHODH overexpression. Data are presented as mean ± SD, n=6. ###P<0.001 vs NC-GFP group; ns vs NC group (B,C). **P< 0.01, ***P< 0.001 vs NC group; ##P< 0.01, ###P< 0.001 vs NC-GFP+DOX group (D) (one-way ANOVA with Tukey’s post hoc test).
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