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Data exclusions

Replication

Randomization
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The authors declare that the data supporting the findings of this study are available within the paper and its supplementary information files. Source data are
provided with this paper. Structure coordinates and diffraction data of the human GSDMD–VHHGSDMD-2–VHHGSDMD-6 complex were deposited in the Protein
Data Bank (http://www.pdb.org) under accession codes 7z1x [http://doi.org/10.2210/pdb7Z1X/pdb]. The coordinate data used in this study are available in the PDB
database under accession codes 5ivo [http://doi.org/10.2210/pdb5IVO/pdb], 6n9o [http://doi.org/10.2210/pdb6n9o/pdb], 6vfe [http://doi.org/10.2210/pdb6vfe/
pdb].
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No sample size calculations were performed. No experients involving biological specimens were examined such that sample size does not
apply. 18 crystals were screend to identify the optimal crystal for data collection. The number of crystals screened was random and was not
limited by any experimental parameter. For surface plasmon resonance (SPR) experiments, optimal analyte concentrations were determined
in initial screens, before binding affinities were determined in a single experiment.

Biochemical experiments were confirmed with multiple biological replicates as detailed in the Methods and Figure Legends.

No data were excluded from analyses.

Crystals could be reproducibly grown and structures were determined at different resolutions. All other experiments were confirmed with
multiple biological replicates as detailed in the Methods and Figure legends.

No experiment involving animals or humans was performed in this study, therefore randomization is not applicable for this study.

Blinding is not applicable for this study as no experiment involving humans or animals was performed.




