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All data needed to evaluate the conclusions in the paper, including data associated with main figures and supplementary figures, are available within the article or in

the online-only Data Supplement. This study did not generate any other digitally accessible data or code. Source data will be provided with this paper. Plasmids and
C. albicans strains generated in this study are available from the Lead Contact with a completed Materials Transfer Agreement. This study did not generate any
other unique distributable reagents.

Sample size was determined based on the knowledge on good sample size to ensure adequate data for reliable assessments. Sample sizes are

always indicated in figure legends or methods section. For in vitro experiments were repeated at least three times. For in vivo experiments,
for reliable statistical analysis, at least five mice from each genotype or treatment group were utilized for each data point.

No data was excluded from the analysis.

All experiments were performed at least three times independently and successfully reproduced.

No randomization was used in this study, because all experimental mice(WT) were purchased from the Jackson laboratory and kept under the
same environment. Corresponding sex- and age-matched WT mice were used as controls in all experiments performed with KO mice.

The investigators were blinded to group allocation during data collection and analysis.

For flow cytometry analysis, PE-Cy7-conjugated CD45 (BioLegend, cat 103114, clone 30 F11), PE-conjugated F4/80 (BioLegend, cat
123109, clone BM8), and APC-conjugated CD11b (BioLegend, cat 101212, clone M1/70) antibodies were used. For western blotting,
mouse anti-GSDMD antibody (ab209845, 1:500; Abcam, Cambridge, UK), mouse anti-IL-1-"/IL-1F2 antibody (AB-401-NA, 1:1000;
R&D Systems, Minneapolis, MI), anti-total IL-1" antibody (D3H1Z) (#12507, 1:1000; Cell Signaling Technology, Danvers, MA), anti-

cleaved-IL-1" (Asp117) antibody (52718S, 1:1000; Cell Signaling Technology), anti-human Gasdermin D (E9S1X) antibody (39754S�

1:1000; Cell Signaling Technology), anti-human Cleaved Gasdermin D (Asp275) (E7H9G) (36425S�1:1000; Cell Signaling Technology),

anti-human Cleaved-IL-1" (Asp116) (D3A3Z) (83186S�1:1000; Cell Signaling Technology), anti-human Cleaved Caspase-1 (Asp297)
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Flow Cytometry
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(D57A2) (4199S�1:1000; Cell Signaling Technology), or anti-"-actin antibody (A2228, 1:1000; Sigma Aldrich, St. Louis, MO) were
used. For cell death, Propidium Iodide (Thermo Fisher Scientific, Cat P3566) was used.

All antibodies used in this study are commercially available from well-known companies. All antibodies used for flow cytometry are
well-established lineage marker antibodies. Staining patterns were consistent with the manufacturer product information as well as
published data. All antibodies used for western blotting are well-established antibodies. Staining pattern and size of molecular

weight were consistent with the manufacturer product information as well as published data.

For flow cytometry analysis,

PE-Cy7-conjugated CD45 (BioLegend, cat 103114, clone 30 F11)-manufacturer's validation

PE-conjugated F4/80 (BioLegend, cat 123109, clone BM8)-manufacturer's validation

APC-conjugated CD11b (BioLegend, cat 101212, clone M1/70)-manufacturer's validation

For western blotting,

mouse anti-GSDMD antibody (ab209845, 1:500; Abcam, Cambridge, UK)-manufacturer's validation

mouse anti-IL-1-"/IL-1F2 antibody (AB-401-NA, 1:1000; R&D Systems, Minneapolis, MI)-manufacturer's validation

anti-total IL-1" antibody (D3H1Z) (#12507, 1:1000; Cell Signaling Technology, Danvers, MA)-manufacturer's validation

anti-cleaved-IL-1" (Asp117) antibody (52718S, 1:1000; Cell Signaling Technology)-manufacturer's validation

anti-human Gasdermin D (E9S1X) antibody (39754S�1:1000; Cell Signaling Technology)-manufacturer's validation

anti-human Cleaved Gasdermin D (Asp275) (E7H9G) (36425S�1:1000; Cell Signaling Technology)-manufacturer's validation

anti-human Cleaved-IL-1" (Asp116) (D3A3Z) (83186S�1:1000; Cell Signaling Technology)-manufacturer's validation

anti-human Cleaved Caspase-1 (Asp297) (D57A2) (4199S�1:1000; Cell Signaling Technology)-manufacturer's validation

anti-"-actin antibody (A2228, 1:1000; Sigma Aldrich, St. Louis, MO)-manufacturer's validation

For cell death,

Propidium Iodide (Thermo Fisher Scientific, Cat P3566)-manufacturer's validation

Gsdmd-/- mice (in a C57BL/6J background) were generated as previously described (reference 1). Casp1/11-/- (in a C57BL/6NJ
background), C57BL/6J WT, and C57BL/6NJ WT mice were purchased from The Jackson Laboratory (Bar Harbor, ME). Eight-to-twelve
week-old male or female mice were used in all experiments. All mice were fed and watered ad libitum with consistent access to food
and water, and all mice were housed in a facility kept at ambient temperature and humidity with 12 hr light/12 hr dark cycles.

No wild animal was used in this study.

No field collected samples were used.

All animal experiments were conducted in accordance with the Animal Welfare Guidelines of the Children’s Hospital Boston. The

Children’s Hospital Animal Care and Use Committee approved and monitored all procedures.

donor: healthy male or females about 25-35 years old.

Healthy people undergoing routine medical check-up at participating site were asked whether they were interested in
participating in this study. No incentives were provided and there is no bias in selection.

The Ethics Committee of Children’s Hospital Boston approved the study protocol. All participating blood donors provided
written informed consent for sample collection and data analysis.




