Figure S1. JMJD6 inhibits mitochondrial depolarization.
(A) JC-1 fluorescence was used to detect the degree of mitochondrial depolarization in H460 cells after overexpression of JMJD6. Representative images are shown on the left and statistical data analysis on the right. The scale bars represent 50 μm. (B) JC-1 fluorescence was used to detect the degree of mitochondrial depolarization in H157 cells after JMJD6 knockdown. Representative images are shown on the left and statistical data analysis on the right. The scale bars represent 50 μm. (C) The effect of JMJD6 inhibitor SKLB325 on the proliferation of H1299 cells was detected by CCK-8 cell proliferation assay. (D) Transwell assay was used to detect the effect of JMJD6 inhibitor SKLB325 on the migration and invasion of H1299 cells. Data are presented as mean ± standard deviation. *p < 0.05; **p < 0.01; ***p < 0.001.
[bookmark: OLE_LINK1]Figure S2. PCAF promotes the acetylation of JMJD6.
(A) After knocking down PCAF, A549 cells were incubated with JMJD6-acK375 specific antibody, and the acetylation level of JMJD6 was detected by immunofluorescence and fluorescence intensity. Representative pictures are shown on the left and statistical data analysis on the right. The scale bars represent 50 μm. (B) PCAF was overexpressed in H1299 cells, and immunofluorescence assay was performed using JMJD6-ack357 specific antibody. The fluorescence intensity represents the level of JMJD6 acetylation. Representative pictures are shown on the left and statistical data analysis on the right. The scale bars represent 50 μm. (C) Laser confocal microscopy was used to detect the co-localization of PCAF (green) and JMJD6 (red). Nuclei were stained with DAPI (blue). Scale bars represent 20 μm. Data are presented as mean ± standard deviation. *p < 0.05; **p < 0.01; ***p < 0.001.
Figure S3. JMJD6 acetylation inhibits NSCLC progression by promoting ferroptosis.
(A) EdU assay was used to detect the effect of JMJD6-WT, JMJD6-K37R and JMJD6-K375Q expressions on the proliferation of A549 cells. (B) JC-1 was used to detect the effect of JMJD6 acetylation on mitochondrial polarization. Representative pictures are shown on the left and statistical data analysis on the right. The scale bars represent 50 μm. Data are presented as mean ± standard deviation. *p < 0.05; **p < 0.01; ***p < 0.001.
Figure S4. METTL14 mediates m6A modification of SLC3A2 mRNA, reducing its stability and expression.
(A) The effects of JMJD6 and METTL14 on SLC3A2 expression were verified by detecting the mRNA stability of si-JMJD6 group, METTL14 overexpression group and si-JMJD6/si-METTL14 group. (B) The effects of JMJD6 and METTL14 on SLC3A2 expression were verified by detecting the stability of SLC3A2 mRNA in JMJD6 overexpression group, si-METTL14 group and Flag-JMJD6/Flag-METTL14 group. (C) Luciferase activity of wild-type SLC3A2-WT and mutant SLC3A2-Mut1 and SLC3A2-Mut2 plasmids was measured in H1299 cells with or without METTL14 knockdown. (D) MeRIP was used to detect the effect of knocking down the acetylation of METTL14 and JMJD6 K375 on the m6A modification of SLC3A2 mRNA. Data are presented as mean ± standard deviation. *p < 0.05; **p < 0.01; ***p < 0.001.
Figure S5. Single-cell RNA sequencing reveals JMJD6 expression in different subgroups of NSCLC.
(A) Principal component analysis, the horizontal and vertical coordinates represent the two dimensions of principal component analysis downscaling, and the points of different colours represent the cells of different samples. (B) Available dimensionality screening, the horizontal axis represents the different dimensions of principal component analysis, and the vertical axis represents the degree of explanation of the overall degree of variation of the data by the different principal component dimensions. (C) Cell clustering t-SNE plot, points represented by different colours represent different cell clusters clustered out. (D) Heatmap showing the expression of significantly upregulated top5 marker genes across cell types. (E) Expression of differentially expressed marker genes in various tumour cell subgroups. (F) Bubble plots showing JMJD6 gene expression in various tumour cell subgroups.
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