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Fig. S1: Baseline characteristics of healthy individuals (n=463) included in analysis. (A) Shows the age distrbution of all individuals indluded n analyses cassified by gender (mean age - Female=26.66, Male=2884;
median age - Female=22, Male=24). (B) Shows the IL4 and IL-6 in vitro tokine production in response to LPS (1oong/mL), PHA (toyg/mL), C albicans (10° CFUJmL), S aureus (xofjmL), dlassified by gender
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Fig. S2: Average coverage depth for healthy individuals (n=463) included in analysis. The average coverage for each individual per gene (and overall on the most right) is visualized in seperate jiter plots, overlayed by
boxplos, where boxes contain a median fine, edges at 25" and 75" percentile, and defaut whiskers (15 * InterQuartleRange). Logarithmic y-axis, with a horizontal red line representing the analysis inclusion coverage cutoff of 100K
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Fig. S3: Correlation plats of significantly associated sets. Simulation-induced residual (corrected for age and sex) cytokine production in correlation with set-based, directional, allle frequency weighted alllic scores for significant
bi-directional rare variant and comman variant (variant n > 2) assodiations. (A LPS-induced IL-6 residual ytokine production in correlation with CASPr rare variant (n=c) allelic score. (B) LPS-nduced IL-6 residual cytokine production in
correlation with nflammasome subpathwey rare variant (n=42) alelic score. (C) C albicansiinduced 1L residual ytokine production in correlation with 1305 subpathway comman variant (n=7) allelic score. (D) C albicans-induced IL-6 residual
ytokine in correlation with 11305 subpathwy rare variant (n=7) alllic score. (E) LPS-induced IL-6 residual ytokine production in correlation with pro-inflammatory rare variant (n=102) allelic score. (F) C albicans-induced 114 residual cytokine
production in carrelation with anti-inflammatory common variant (n=10) allelic score. (G) C albicans-induced IL-6 cytokine production in correlation with anti-inflammatory common variant (n=10) allelic score. (H) C albicansinduced IL-6 residul
ytokine production in correlation with pro-inflammatory comman variant (n=16) alelc score.



