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[Abstract]  Objective: To investigate whether Bazhen Lihe Kangxian formula (BZLHKXF) affects the
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progression of hepatic fibrosis by regulating the (nucleotide —binding domain leucine —-rich repeat and pyrin
domain—containing receptor 3,NLRP3)/GSDMD signaling pathway and mediating pyroptosis. Methods: Rats were
randomly divided into a blank group and low—dose, medium—-dose, and high—dose BZLHKXF groups. The blank
group received normal saline by gavage, while the low-dose, medium—-dose, and high—dose BZLHKXF groups
were administered BZLHKXF granules suspended in normal saline at doses of 0.796, 1.593, and 3.186 g/mL,
respectively, to prepare blank serum and drug-containing sera of different doses. The effects of BZLHKXF -
containing serum on th TGF-B1-activated HSC-T6 cells were assessed using the CCK-8 assay, and the cell
inhibition rate was calculated. Cellular morphology was observed by transmission electron microscopy (TEM).
The levels of IL-1B and IL-18 in the cell supernatant were measured by enzyme linked immunosorbent assay
(ELISA). The protein and mRNA expression of NLRP3, GSDMD, and CASPASE -1 in HSC-T6 cells was
detected by Western blotting and RT —qPCR, respectively. Results: CCK -8 results showed that low —dose,
medium—dose, and high-dose BZLHKXF inhibited the proliferation of rh TGF-B1-treated HSC-T6 cells (P<0.05).
The inhibitory effect was dose—dependent and more pronounced at 48 h than at 24 h (P<0.05). TEM revealed
that compared with the blank group, cells in the model group and low-dose, medium-dose, and high—-dose
BZLHKXF groups exhibited varying degrees of swelling, plasma membrane rupture, and perforation. Compared
with the model group, cell swelling and membrane perforation were alleviated in low-dose, medium-dose, and
high-dose BZLHKXF groups. ELISA indicated that IL-13 and IL-18 levels increased in the model group
compared with the blank group (P<0.05). Compared with the model group, IL-1f and IL-18 levels decreased
in the low—dose, medium—-dose, and high—dose BZLHKXF groups (P<0.05). The effect was dose—dependent.
Western blotting results showed that, compared with the blank group, the expression levels of IL-1f and IL-18
in the model group were significantly increased (P<0.05). In comparison with the model group, the expression
levels of IL-1B and IL-18 were significantly reduced in the low —dose, medium —dose, and high —dose
BZLHKXF group (P<0.05), exhibiting a concentration —dependent decrease. RT -qPCR results showed that,
compared with the blank group, the expression levels of NLRP3 mRNA, GSDMD mRNA, and CASPASE-1
mRNA were significantly elevated in the cell model group (P<0.05). Following treatment with BZLHKXF, the
expression levels of NLRP3 mRNA, GSDMD mRNA, and CASPASE-1 mRNA were significantly decreased in
the low—dose, medium—dose, and high—dose BZLHKXF groups compared with the cell model group, with the
most pronounced reduction observed in the high—dose BZLHKXF group, exhibiting a dose—dependent decrease
(P<0.05). Conclusion: Bazhen Lihe Kangxian formula may suppress pyroptosis, inhibit the proliferation and
activation of HSC-T6 cells, and reduce inflammatory responses by down-regulating the expression of NLRP3,
GSDMD, and CASPASE-1 proteins and mRNAs via the NLRP3/GSDMD signaling pathway, thereby exerting
anti-hepatic fibrosis effects.
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