Legends for supplementary figures 
Supplementary Figure 1. 
A) Flow cytometric profiling of tumor-infiltrating immune cells in CT26 tumor-bearing mice treated as indicated. Quantified populations include CD4+ effector T cells, CD4+ CD69+ effector T cells, NK1.1+ cells, CD11b+ myeloid cells, F4/80+ macrophages, PMN-MDSCs, monocytes, and CD11c+ dendritic cells within CD45+ or myeloid compartments. Data represent the mean ± SEM of 3 tumors from each group. Statistical significance was determined by an ordinary one-way ANOVA (ns = not significant). 
(B) Percentage of CD4+ PD-1+ effector T cells among total CD4+ effector T cells across treatment groups. A significant reduction in CD4+ PD-1+ effector T cells was observed in the ACB1801+anti-PD-1 combination group compared to controls. Data represent the mean ± SEM of three tumors from each group. Statistical significance was determined by an ordinary one-way ANOVA (*p < 0.05).
Supplementary Figure 2.
(A) Gene set enrichment analysis (GSEA) of RNA-seq data from isolated intratumoral CD45+ cells comparing the combination (combo) treatment group (ACB1801 + anti‑PD‑1) with the single-agent anti‑PD‑1 group. The enrichment plots show significant upregulation of gene sets associated with gamma/delta T cell activation, cytokine-production involved in immune response and antigen processing and presentation in the combination group. For each pathway, the green line represents the running enrichment score, vertical black bars indicate the positions of genes from the gene set in the ranked list, and the normalized enrichment score (NES) and p-value are reported within each panel. 
(B) Quantification of intratumoral IFN secretion in CT26 tumor-bearing mice. Tumors were enzymatically dissociated, and tumor plasma was isolated and concentrated by centrifugation. IFN levels were measured using a mouse IFN ELISA kit. The bar graphs represent the mean IFN concentration (pg/mL) ± SEM from 3 tumors per treatment group. Statistical significance was determined by an ordinary one-way ANOVA (*p < 0.05; **p < 0.01).
(C) Association of glycolysis signature and ferroptosis suppressors in CD45- mouse tumor samples (n = 12). The scatter plots show a negative correlation between glycolysis signature and ferroptosis suppressor scores, as indicated by the Pearson correlation coefficients (R) and p-values.
(D) Association of glycolysis and ferroptosis suppressors in TCGA-COAD CRC patient samples (n = 524). The scatter plots show a negative correlation between glycolysis signature and ferroptosis suppressor scores as indicated by the Pearson correlation coefficients (R) and p-values.
Supplementary Figure 3.
Depletion of STAT1 with siRNAs targeting mouse Stat1 or human STAT1. CT26 cells were transfected with siCTRL or 2 siRNAs targeting mouse Stat1 (#7 and #8), and HT29 cells were transfected with siCTRL or 2 siRNAs targeting human STAT1 (#7 and #8). Following treatment with DMSO or ACB1801, Stat1/STAT1 mRNA levels were quantified by RT-PCR.  Data represent the mean ± SEM of the fold change (FC) relative to the siCTRL DMSO from 3 independent experiments. Statistical significance was determined by an ordinary one-way ANOVA (ns, not significant; **p < 0.01; ****p < 0.0001).
Supplementary Figure 4.
(A) ACB1801 enhances the expression of MHC-I–associated genes in murine (CT26) and human (HT29) cell lines. Cells were treated with ACB1801 (10 μM) or DMSO for 24 hours, and mRNA levels of Tap1/TAP1, Tap2/TAP2, and B2m/B2M were quantified by RT-PCR and normalized to the control. The bar graphs represent the mean fold change from 3 independent experiments ± SEM. Statistical significance was determined by an unpaired t-test: *p < 0.05, **p < 0.01, ****p < 0.0001. 
 (B) Depletion of NLRC5 blocks the ACB1801-mediated induction of MHC-I–related genes. CT26 cells were transfected with control siRNA (siCTRL) or two siRNAs targeting mouse Nlrc5 (siNlrc5 #11 or #18), and HT29 cells were transfected with siCTRL or two siRNAs targeting human NLRC5 (siNLRC5 #11 or #12). Following transfection, cells were treated with DMSO or ACB1801, and mRNA levels of Nlrc5/NLRC5, Tap1/TAP1, and Tap2/TAP2 were measured by quantitative RT-PCR. Data represent the mean ± SEM of the fold change (FC) relative to the siCTRL DMSO from 3 independent experiments. Statistical significance was determined by ordinary one-way ANOVA (*p < 0.05; **p < 0.01; ***p < 0.001; ****p < 0.0001). 
Supplementary Figure 5
Volcano plot showing differentially expressed genes in CT26 tumors treated with ACB1801 compared to DMSO. Each point represents an individual gene, with log2 fold change (logFC) on the x-axis and −log10(p-value) on the y-axis. Upregulated genes in ACB1801-treated tumors are shown in red and downregulated genes in blue; no significant genes are shown in gray. Dashed vertical lines indicate log2FC cutoffs (±1), and the dashed horizontal line marks the p-value significance threshold.
Supplementary Figure 6.
(A) ACB1801 reduces the secretion of LCN2 in CT26 and HT29 cells. The bar graphs show LCN2 protein levels in the supernatants of CT26 cells treated with DMSO or 10 μM ACB1801, and HT29 cells treated with DMSO or 20 μM ACB1801. ACB1801 treatment significantly decreases LCN2 secretion in both cell lines. Data are presented as mean ± SEM from 3 independent experiments. Statistical significance was determined by an unpaired t-test (*p < 0.05, **p < 0.01).
(B) Association of glycolysis and ferroptosis signatures with T cell subsets in TCGA colorectal cancer (CRC) patients. The scatter plots show correlations between glycolysis signature scores or ferroptosis suppressor scores and the estimated fractions of CD8 T cells or regulatory T cells (Tregs) in CRC tumors from TCGA. A negative correlation is observed between glycolysis or ferroptosis suppressor signatures and CD8 T cell marker, whereas a positive correlation is seen with Treg marker, as indicated by the Pearson correlation coefficients (R) and p-values shown on each plot.
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