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Supplementary Figure Legend
[image: Response Figure 1]
[bookmark: _Hlk30861482]Supplementary Figure 1. (A) HEK293T cells treated with 10 ng/mL TGF-β and 100 ng/mL IL-33 were transfected with FLAG-SMAD3 and reintroduced with or without HA-DHHC6, then labeled with Alk14. The palmitoylation level of FLAG-tagged SMAD3 was detected. (B) DHHC6 WT and knockout (KO) HEK293T cells treated with 10 ng/mL TGF-β and 100 ng/mL IL-33, were transfected with FLAG-SMAD3 C31S mutant plasmid, and reintroduced with or without HA-DHHC6. The FLAG-tagged SMAD3 palmitoylation level was measured by Alk14 metabolic labeling. 
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Supplementary Figure 2. Mouse splenic T cells were isolated and then cultured in TRM-polarizing condition treated with 0 μM, 1 μM, 10 μM, 50 μM MYD-4 for 72h. The percentages of live cells (upper) and TRM cells differentiation (lower) were analyzed by flow cytometry.
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Supplementary Figure 3. C57BL/6J mice were treated with 2.5% DSS in drinking water ad libitum, treated with or without MYD-4 intraperitoneally. The colonic epithelial cells were isolated and the protein level of SMAD3, p-SMAD3 in the indicated groups were tested.
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