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Supplementary Figures
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[bookmark: OLE_LINK71]Figure S1. (A, B) Validation of established resistant cell lines. (C) Expression of FAT1 in Drug-Resistant Cells from the GEO Database. (D) Enrichment of Pathways Associated with FAT1 Expression Levels.
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Figure S2. (A, B) Mitochondrial ROS levels in TKI-sensitive and -resistant NSCLC cells. (C, D) Total intracellular ROS levels in TKI-sensitive and -resistant NSCLC cells.
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Figure S3. (A) Immunofluorescence staining shows differential LC3B expression between TKI-sensitive and -resistant cells. (B) LC3B levels increase following FAT1 knockdown and TKI treatment. (C) Apoptosis induced by FAT1 knockdown and CQ treatment is reversed by NAC. (D) Western blot analysis of apoptosis-related protein changes. The p-value for multiple groups was determined using ANOVA, while that for two groups was calculated using a t-test. ***p<0.001, ****p<0.0001.
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Figure S4. (A, B) Immunofluorescence indicates that FAT1 and PINK1 knockdown synergistically reduce LC3B expression. The p-value for multiple groups was determined using ANOVA, while that for two groups was calculated using a t-test. ****p<0.0001.
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Figure S5. (A) Colocalization of USP38 and PINK1. (B–D) Validation of USP38 knockdown and overexpression efficiency. (E) MG-132 treatment increases PINK1 expression. (F, G) USP38 stabilizes the half-life of PINK1 protein. The p-value for multiple groups was determined using ANOVA, while that for two groups was calculated using a t-test. **p<0.01, ****p<0.0001.
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