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Abstract: Objective To investigate the influences of hirudin on inflammation and fibrosis in rats with chronic obstructive pulmo-
nary disease (COPD) by inhibiting RhoA/Rho kinase (ROCK) signaling pathway.Methods The experimental study started and ended
from January to June 2020. Fifty-two rats were grouped into model group (42 rats) and control group (10 rats) by random number table
method. The rats in the model group were treated by intratracheal instillation of lipopolysaccharide (LPS) solution to establish a COPD
model, and after modeling, the rats were separated into model group, hirudin group (50 U/kg), ROCK activator [lysophosphatidic acid
(LPA), 40 pg/kgl, hirudin + LPA group (50 U/kg hirudin + 40 pg/kg LPA), with 10 animals/group by random number table method. The
drug group and the activator group were intervened according to the corresponding doses; the other groups were intervened with normal
saline. After intervention, the pulmonary function indexes of rats in each group were detected, infcluding peak expiratory flow rate
(PEF), forced expiratory volume in 0.3 seconds (FEVO0.3), and forced vital capacity ratio (FVC); blood was collected from the common
carotid artery to detect the levels of inflammatory cytokines-interleukin-1B (IL-18) and tumor necrosis factor-a (TNF-a) in serum; lung
tissue was isolated to observe the morphological changes of lung tissue, the degree of pulmonary fibrosis and the expression of RhoA/
ROCK signaling pathway proteins. Results There was no lung tissue damage in the control group; Compared with the control group
PEF (11.21£1.12) V/mL, FEVO0.3 (31.68+3.24) mL/s, FVC (8.560.85) V/mL, IL-1B (65.78+6.66) ng/L, TNF-a (100.32+10.02) ng/L,
In the model group, PEF (7.41+0.71) V/mL, FEV0.3 (22.42+2.21) mL/s and FVC (4.61+0.46) V/mL were significantly lower than those
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in the model group (P<0.05), while IL-1B (158.63+15.89) ng/L. and TNF-a (545.37+54.56) ng/L. were significantly increased, and the
protein expressions of RhoA and ROCK1 were also increased (P<0.05); Compared with the model group, the degree of lung tissue inju-
1y and fibrosis were improved in the hirudin group, PEF (5.34+0.53) V/mL, FEV0.3 (16.15+1.62) mL/s, FVC (8.21+0.82) V/mL were
significantly increased compared with the model group (P<0.05), while IL-18 (68.72+6.88) ng/L. and TNF-« (115.35+11.55) ng/L were
significantly decreased, and the protein expression of RhoA and ROCK1 were significantly decreased (P<0.05). LPA was able to attenu-
ate the improvement effects of hirudin on inflammation and pulmonary fibrosis in COPD rats (P<0.05).Conclusion Hirudin can re-

duce inflammatory cell infiltration, improve lung tissue damage and pulmonary fibrosis, which may be related to the inhibition of RhoA/

ROCK signaling pathway.
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