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(BE) B %4 7 =% 7% 418 W 1 % I % 7% (chronic obstructive pulmonary disease, COPD) 48 % M i 21 ik & JE (pul-
monary arterial hypertension, PAH) & R i fn & & % 8y vl RALH . 773 44 90 A SD K S Ml b IE# 4 A4 KA &4+ A
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[Abstract] Objective To investigate the effects and mechanisms of Compound Tinglizi Decoction on pulmonary vascular
remodeling in rats with chronic obstructive pulmonary disease (COPD)—pulmonary arterial hypertension (PAH). Methods Ninety SD

rats were randomly divided into normal group, model group, low—dose group, middle—dose group, high—dose group and west-
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ern medicine group. The rats in the normal group were fed normally, and the rats in the other groups were all used to construct the
COPD-PAH rat model by smoke plus tracheal drip of lipopolysaccharide. The low—dose group, middle-dose group, and high—-dose group
were given Compound Tinglizi Decoction (the crude drug doses were 2.56, 5.13, and 10.26 g/kg, respectively), the western medicine
group was given simvastatin 2.5 mgkg, and the model group was given the same amount of 0.9% physiological saline administered,
with the corresponding drug solution (10 ml/kg), and from the 60th day of the experiment, the rats were given intragastrical once
a day for 14 consecutive days. Histopathological changes in the lungs of rats in each group were observed by HE staining. Colla-
gen deposition in small pulmonary arteries was observed by Masson staining. Changes in proliferation indicators proliferating
cell nuclear antigen (PCNA) in lung tissue were observed by immunohistochemistry. Protein levels of NLRP3, Caspase—1, GSDMD,
IL-1B, IL-18 in pyroapoptotic pathways were measured by Western blot. Results Compared with the normal group, the model group had
typical pathological changes of COPD-PAH, and the collagen deposition area of pulmonary arterioles, the expression of PCNA and
the protein levels of NLRP3, Caspase—1, GSDMD, IL-1@ and IL-18 in the lung tissue were increased (P<0.05). Compared with
the model group, the pathological changes of lung tissue in the middle—dose group, high—dose group and western medicine group
were significantly improved, the collagen deposition area of pulmonary arterioles, the expression of PCNA, and the protein levels of
NLRP3, Caspase—1, GSDMD, I1-1pB, and IL-18 in lung tissue were reduced (P<0.05). Compared with the low—dose group, the patho-
logical changes of lung tissue in the middle—dose group, high—dose group and western medicine group were significantly improved,
the collagen deposition area of pulmonary arterioles, the expression of PCNA and the protein levels of NLRP3, Caspase—1, GSDMD,
I1-1B3, IL-18 were reduced (P005). Compared with the middle-dose group, the pathological changes of lung tissue in the high—dose group
were significantly improved, and the collagen deposition area of pulmonary arterioles, the expression of PCNA and the protein levels
of NLRP3, Caspase—1, GSDMD, IL-1B and IL-18 in the lung tissue were all decreased (P<0.05). Conclusion Compound Tinglizi
De coction can improve pulmonary vascular remodeling in rats with COPD-PAH through inhibiting NLRP3 inflammatory vesi-

cle-mediated pyroptosis, and with the increase of the dose of Compound Tinglizi Decoction, the improvement effect of pulmonary
vascular remodeling in COPD-PAH rats is more obvious.

(Keywords]) Compound Tinglizi Decoction; NLRP3; pyroptosis; pulmonary vascular remodeling; chronic obstructive pul-

monary disease—associated pulmonary hypertension
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