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Supplementary Figures
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Figure S1. Somatic point mutations patterns in NMIBC. (A) Pattern of somatic transitions and transversion observed in 35 NMIBC (BCG_R01-17 and BCG_UR01-18. (B) Representation of mutational signature compatible with the action of APOBEC family of cytidine deaminases in 35 NMIBC.  
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Figure S2. Mutations in chromatin-modifying genes. Chromatin-modifying genes frequently mutated in patients responsive (BCG-R) and unresponsive (BCG-UR) to BCG immunotherapy. 
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Figure S3. TMB estimated using CCGP and benefit from BCG immunotherapy. (A) TMB estimated using MSK-IMPACT in tumors from patients responsive (BCG-R) and unresponsive (BCG-UR) to BCG immunotherapy. (TMB BCG-R=5.4vs. BCG-UR=3.4, mutations/Mb, Mann-Whitney p=0.022) (B) BCG response rate in patients harboring tumors with high MSK-IMPACT TMB (HIGH-TMB) compared to tumors with low MSK-IMPACT TMB (LOW-TMB). (RR HIGH-TMB=69% vs. LOW-TMB=32%, OR = 4.77, 95% CI: 1.14-19.98, Chi-Square p=0.028). (C) Kapan-Meier curve for recurrence-free survival after BCG immunotherapy for patients harboring tumors with HIGH-TMB compared to tumors with LOW-TMB. (RFS HIGH-TMB=36.5 vs. LOW-TMB=19 months, HR = 0.36, 95% CI: 0.13-1.02, Log-rank p=0.045).
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Figure S4. TMB and NAL in FGFR3 mutant tumors. (A) TMB in FGFR3 wild type (WT) and mutant (MUT) tumors (TMB FGFR3-WT=4.7 vs. FGFR3-MUT=2.8, mutations/Mb, Mann-Whitney P=0.2711) (B) NAL in FGFR3 wild type (WT) and mutant (MUT) tumors (TMB FGFR3-WT=103 vs. FGFR3-MUT=68 predicted antigens, Mann-Whitney P=0.2432). 
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Figure S5. Correlation between tumor mutation burden and neoantigen load. Spearman correlation between the tumor mutation burden (TMB) and predicted neoantigens (NAL) in NMIBC (r=0.88, Pearson test p<0.001).
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Figure S6. Mutational signature associated with ageing in NMIBC patients.
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