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Policy information about cell lines

Cell line source(s)

For live cell time course imaging studies, the maximal number of fields were calculated as the number of fields that could be successfully
imaged within the time points based on hardware limitations. For live-cell single time point imaging studies by confocal microscopy, the
sample size was n$10 unless otherwise stated. For 96 well plate imaging experiments n$3 wells were used to measure intra-assay variability
unless stated. For C. elegans death assays n $ 20 animals per experiment.

Cell imaging points were excluded if the autofocus failed or analysis of assay parameters was impossible due to loss of cells or staining. For
automated imaging assays, any wells/fields of view that were out-of-focus or otherwise immeasurable were excluded from data analysis.
variabilities.

All experiments were repeated multiple times (n $ 3) unless specifically stated.

Assays were not randomized but separated by genotype and controlled for each experiment by having wither diluent or normal controls.
Where possible, positive controls were used to ensure assay parameters were correct.

Hypotonic stress TEM's were scored by different laboratory personnel blinded to the treatment and genotype.

PolyADP-ribose polymerase (PARP) (9542), cleaved PARP (5625), caspase-3 (14220), cleaved caspase-3 (9664), caspase-8 (4790),
cleaved caspase-8 (9748), "-actin (3700), RIP1 (3493), phospho-RIP1 (65746), and anti-rabbit IgG, HRP-linked secondary antibody
(7074) were purchased from Cell Signaling (Danvers, MA). Gasdermin D domain-containing protein 1 (GSDMDC1) (NBP2-33422)
polyclonal, cathepsin L polyclonal (AF952) and SERPINB3/4 monoclonal antibodies (NBP2-45788) were purchased from Novus
Biologicals (Centennial, CO). Gasdermin E (GSDME) (ab215191) was purchased from Abcam (Cambridge, MA). Monoclonal anti-
cathepsin B Antibody (H-5; sc-365558) and mouse-IgG# BP-HRP linked secondary antibody (sc-516102) was purchased from Santa
Cruz Biotechnology (Santa Cruz, CA). SERPINB3 (8H11), SERPINB4 (10C12) monoclonal antibodies and SERPINB3/B4 polyclonal were
used as previously described (Cataltepe, S. et al. 2000). All primary antibodies were used at 1:1000, except the SERPINB3/B4
polyclonal and secondary antibodies were used at 1:2000 dilution. A full description of all antibodies including supplier and catalogue
number is included in the methods section.

Antibodies were selected based on prior publication records (see references), manufacturer validations (see methods) and by
providing the appropriate controls.

ATCC or generated in house at the Washington University School of Medciine in St. Louis Genome Engineering and IPSC core




