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The accession number for the raw scRNA-sequencing data reported in this study is Gene Expression Omnibus (GeO): GSE162394 (https://www.ncbi.nlm.nih.gov/
geo/query/acc.cgi?acc=GSE162394).

Preliminary experiments were performed when possible to determine sample size, taking into account resources available and ethical,

reductionist animal use.

No samples or data were excluded from analyses.

Experiments were replicated as indicated in the appropriate figure legends. All attempts of replication were successful.

All animals were assigned to groups based on their genotype

As the phenotype of keratinocyte-specific OTULIN-deficient mice is macroscopically apparent, analysis could not be performed in a blinded

fashion. For in vitro experiments: all analyses were performed in a blinded fashion.

Commercial antibodies were used. All antibodies used are listed in Supplementary Table 1. Cells were stained with the following
fluorochrome-linked antibodies for flow cytometry: CD24-

eFluor450 (eBioscience, M1/69, 48024282), CD3-PacBlue (Biolegend, 17A2, 100214), L/D Amcyan (Thermofisher, L34957), CD127a-

PerCP-eFluor710 (eBioscience, P84, 46172182), CD11b-BV605 (BD Bioscience, M1/70, 563015), cD11c-BV711 (BD Pharmingen, HL3,

563048), F4/80-BV785 (Biolegend, BM8, 123141), CD45-AF700 (eBioscience, 30-F11, 56045182), MHCII-APC-eFluor780 (eBioscience,

M5/114152, 47532182), Siglec-F-PE (BD Pharmingen, E502440, 552126), B220-PE-Cy5 (BD Pharmingen, RA36B2, 553091), CD317-
PECy7

(eBioscience, eBio927, 25317282), CD3-BUV395 (BD Horizon, 1452C11, 563565), TCRb chain PE/Cy7 (Biolegend, H57597,




