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Figure S1 IFN-γ induce β cells necroptosis in patients with LC and DM. (a) The concentration of IL-6, IL-4, IL-2, and IL-10 in plasma from patients with LC and patients with LC and DM were detected by flow cytometry. n=37–43. (b–h) Correlation analyses of inflammatory cytokines and glucose concentration, as determined by Spearman’s rank test. n=34–37. (i) After stimulated by IL-6 (100 nM), and IL-4 (100 nM) for 24 hours, the 1.1B4 pancreatic β cells were stained with DAPI (blue) and insulin (red). Data are presented as means ± S.E.M.; nsp > 0.05.  
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Figure S2 Increased IFN-γ was mainly from CD56bright while not CD56dim NK cells in patients with LC and DM. (a–b) The percentages of CD56dim NK cells in IFN-γ+ subsets (a) and CD45+ subsets (b) were detected by flow cytometry, n=22–63. (c–d) Correlation analyses of NK subsets percentages and glucose concentration, as determined by Spearman’s rank test. n=45. Data are presented as means ± S.E.M.; nsp > 0.05.
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Figure S3 S100A8/A9 from neutrophils activate P38 MAPK signal pathway via binding with RAGE. (a) After pretreated with SB203580 (10 μM) or not for 30 min, the NK-92 MI cells were cultured with medium containing plasma from LC or LC+DM patients. The levels of p-P65 proteins were detected by western blot. (b) The proteins were divided into 4 groups according to fold changes. The heat maps of functional cluster analysis-based protein domain enrichment in the LC+DM group compared to the LC group. (c) After stimulated with S100A8/A9 (4 μg/ml) for 24 hours, the percentages of PI+ 1.1B4 β cells were detected by flow cytometry. (d–e) After culturing with medium containing 20% plasma from LC patients for 40 hours, the NK-92 MI cells were stimulated with S100A8/A9 (4 μg/ml) followed by PBS or FPS-ZM1 (1 μM) treatment. The levels of TNF-α in cell culture supernatant was detected by ELISA (d). and the RAGE+ NK cells were detected by flow cytometry (e). Data are presented as means ± S.E.M.; nsp > 0.05.

[image: ]
Figure S4 S100A8/A9 did not affect the expression of CD107a on NK cells from livers and pancreas in CCl4-induced liver fibrosis model. The mice were injected with CCl4 intraperitoneally and S100A8/A9 intravenously for 3 weeks. The serum, livers and pancreas were collected. n=5. (a–b) The levels of CD107a on NK cells from livers (a) and pancreas (b) were detected by flowcytometry. Data are presented as means ± S.E.M.; nsp > 0.05.
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