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Effects of serum containing Yinxieping Pill on TNF-«a—induced pyroptosis

of human epidermal keratinocytes based on the NLRP3/Caspase—1 pathway
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(Abstract] Objective To investigate the mechanism of action of serum containing Yinxieping Pill (SCYXPP) in improving
pyroptosis of human epidermal keratinocytes induced by tumor necrosis factor-a (TNF-o) through regulating the NOD-like receptor
thermal protein domain associated protein 3 (NLRP3)/cysteine aspartate —specific proteinase—1 (Caspase-1) signaling pathway.

Methods SCYXPP, serum containing Acitretin (SCA), and blank serum were prepared. CCK-8 reagent was used to detect the effect
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of blank serum on cell viability of the human epidermal keratinocytes. Human epidermal keratinocytes were cultured in vitro under
conventional conditions and TNF-a was applied to them to establish an in vitro psoriasis injury model. Then normal, model, blank
serum, SCYXPP, and SCA groups were set up. The levels of interleukin-13 (IL-1B) and interleukin-18 (IL-18) in the cell supernatant of
each group were determined by ELISA, the mRNA expressions of NLRP3, gasdermin D (GSDMD), and Caspase—1 in the cells of
each group were examined by RT-PCR, and the protein expressions of NLRP3, GSDMD, and Caspase—1 were checked by Western
blot. Results Compared with the normal group, there was no significant change in cell viability in the blank serum group.
Compared with the normal group, the levels of IL-13 and IL-18 in the cell supernatant of the model and blank serum groups were
significantly elevated (P<0.01), and the mRNA and protein expressions of NLRP3, GSDMD, and Caspase—1 were significantly higher
(P<0.05). Compared with the model group, the IL-1B and IL-18 levels in the cellular supernatant of SCYXPP and SCA groups
significantly decreased (P<001), and the mRNA and protein expressions of NLRP3, GSDMD, and Caspase-1 were significantly reduced
(P<0.01). Conclusion SCYXPP can down-regulate the mRNA and protein expressions of NLRP3, GSDMD, and Caspase-1 in human

epidermal keratinocytes induced by TNF-o, and reduce the expression levels of inflammatory factors. Its mechanism of action may

be related to the regulation of the NLRP3/Caspase—1 pathway.
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Fig.l Effect of blank serum on cell viability (x£s,n=3)
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Fig.3 Effects of serum containing Yinxieping Pill on the protein expressions of NLRP3,
GSDMD, and Caspase—1 (x%s,n=3)
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Fig.4 Effects of serum containing Yinxieping Pill on the mRNA expressions of NLRP3,
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