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Supplementary Figure 1. Association of NLRP3 mutations with TMB in 2 ICGC melanoma cohorts. NLRP3 mutations versus TMB
with (A) univariate analysis and (B) multivariate regression model in MELA-AU cohort; NLRP3 mutations versus TMB with (C) univariate
analysis and (D) multivariate regression model in SKCA-BR cohort.
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Supplementary Figure 2. Infiltration of overall immune cells in patients with and without NLRP3 mutations.
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Supplementary Figure 3. Infiltration of 31 immune cells stratified by NLRP3 mutation status according to Angelova et al.
method.
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Supplementary Figure 4. Expression of 33 immune checkpoint genes stratified by NLRP3 mutation status.
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Supplementary Figure 5. GSEA analysis of NLRP3 mutant patients.
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Supplementary Figure 6. Clinical characteristics association with ICI efficacy. Association of (A) TMB, (B) age, (C) gender, (D) stage,
and (E) treatment type with ICI response rate and prognosis.

A d B Variable N | Odds ratio P
. Age J
1 >60 133 @ Reference
1 <60 135| @ 059 (0.34, 1.01) 0.06
L Unknown 68| 0.33(0.13,0.82) 002
5 7 Gender !
3§ Female 87| & Reference
- 3 Male 181 @ 1.06(061,186) 083
s Unknown 68| o 0.66 (0.35, 1.26) 028
o Stage
N Mo 15| & Reference
3 Mia 30| e 0.57 (0.14, 2.40) 044
0 Mib 41| o~ |147(040,562) 0.56
Mic 184 1 103(0.33,348) 096
Unknown 66 1,55 (0.39, 6.49) 0.54
ICB therapy !
- Anti-CTLA-4  179| @ Reference
: Wilcoxon test Anti-PD-1/PD-L1 77| 176(088,356) 0.1
- P <0.001 Combined therapy 80| @ 1.73(0.70, 4.28) 023
% : NLRP3
Wild-type 204| & Reference
Wild-type Mutated Mutated 42| | -@—|2287(6.75 143.02) < 0.001
NLRP3 02 1 520100

Supplementary Figure 7. Correlation of NLRP3 mutations with TMB in the pooled ICI-treated cohort. (A) Wilcoxon rank-sum test
and (B) multivariate Logistic regression analysis for the correlation of NLRP3 mutations with TMB.
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Supplementary Figure 8. Kaplan-Meier survival analysis of NLRP3 mutations in 3 non-ICl-treated cohorts.
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Supplementary Figure 9. NLRP3 and IL-1f mRNA expression concerning NLRP3 mutational status in melanoma based on the
data from TCGA cohort. (A) Correlation analysis between NLRP3 and IL-18 expression. Distinct expression of (B) NLRP3 and (C) IL-15 in

NLRP3 wild-type versus mutated subgroups.
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