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Fig. S1. Spontaneous inflammation in Smcr8 mutant mice. (A-C) Spleens were harvested from
Smcr8*"* (n=5), Smcr8” (n=5), and Smcr8'?"'?T (n=5) mice at 12 months of age. (A) Percent of
total spleen cells for indicated cell populations. (B,C) Frequency of CD44*CD62L" CD4* (B) and
CD8* (C) T cells in spleen. (D) 23plex cytokine analysis of plasma harvested from Smcr8**
(n=10), Smcr8” (n=10), and Smcr8'?"'?" (n=10) mice at 6 months of age. In B and C, data points
represent individual mice. Data are expressed as means + s.d. and significance was determined by
one-way ANOVA with Dunnett’s multiple comparisons (ns, not significant, P>0.05; *P<0.05,
**P<(0.01, ***P<0.001, ****P<0.0001).
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Fig. S2. Normal uptake of zymosan BioParticles. (A) Mean fluorescence intensity (MFI) of
BMDMs (n=3 mice per genotype) incubated for the indicated times with Alexa Fluor 488
zymosan. Data are expressed as means + SD, and the significance of differences between
genotypes was determined by unpaired Student’s t test (ns, not significant, P>0.05).
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Fig. S3. Histopathological alterations in Smcr8” and Smcr8'?™'?" mice treated with DSS.
Representative H&E staining of Smcr8” and Smcr8'2™?" colons after 7 days of DSS treatment.
Scale bar, 100 um.
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Fig. S4. Wdr41™#™2 mice phenocopy Smcr8” mice. (A) ELISA analysis of TNF secretion by
peritoneal macrophages (Wdr41*"™ (n=6), Wdr41*™@ (n=3), and Wdr41m¥M (n=4)) stimulated
for 6 hours with indicated concentrations of poly(l:C), R848, and CpG. (B,C) Frequency of
CD44*CD62L" CD4* (B) and CD8* (C) T cells in peripheral blood from Wdr41*"* (n=4),
Wdr41*™? (n=3), and Wdr41m¥Mme (n=5) mice at 6 months of age. Data points represent
individual mice. Experiments were performed one time. Data are expressed as means * s.d. and
the significance of differences between genotypes was determined by one-way ANOVA with
Dunnett’s multiple comparisons (A-C) (ns, not significant, P>0.05; *P<0.05, **P<0.01,
***P<(.001).



