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Impacts of isorhynchophylline on airway inflammation in asthmatic mice
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ABSTRACT OBJECTIVE To investigate the impacts of isorhynchophylline (IRN) on airway inflammation in asthmatic mice by
regulating the monocyte chemotactic protein-1 (MCP-1)/CC chemokine receptor 2 (CCR2) signaling pathway. METHODS The
asthmatic mice model was established by injecting and inhaling ovalbumin. The successfully modeled mice were randomly grouped
into asthma group, IRN low-dose group (IRN-L, intragastric administration of 10 mg/kg IRN), IRN high-dose group (IRN-H,
intragastric administration of 20 mg/kg IRN) , IRN-H+CCL2 group [intragastric administration of 20 mg/kg IRN-+intraperitoneal
injection of 7.5 ng CC chemokine ligand 2 (CCL2)] and positive control group (intraperitoneal injection of 2 mg/kg
dexamethasone). The mice injected and inhaled with sterile phosphate-buffered solution were included in the blank control group,

with 10 mice in each group. The mice in administration groups were given relevant medicine once a day, for consecutive 2 weeks.

The levels of airway hyperreactivity indexes such as enhanced
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* E{EE IR WL BT « PR e G E 25 T eosinophil (EOS) , Ilymphocyte (LYM) and neutrophils

pause (Penh) value, tumor necrosis factor-a (TNF-a),

interleukin-13 (IL-13) and IL-4 in serum, the number of

. E-mail:277787161@qq.com (NEU) in alveolar lavage fluid and the protein expressions of
#BIEEE YHE, W, BT P EZ LB N R LR . MCP-1 and CCRZ in lung tissue were observed in each group;
E-mail: 307357997@qq.com the pulmonary histopathological changes were observed, and
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inflammatory cell infiltration score was evaluated. RESULTS Compared with the blank control group, the infiltration of
inflammatory cells in the lung tissue of mice was more significant in the asthma group, and there was swelling and shedding of
cells; inflammatory infiltration score, Penh value, the levels of IL-4, IL-13 and TNF-«, the number of EOS, NEU and LYM, the
protein expressions of MCP-1 and CCR2 were increased significantly (P<<0.05). Compared with the asthma group, the
pathological injuries of the IRN-L group, IRN-H group and positive control group were improved, and the above quantitative
indexes were decreased significantly (P<<0.05). Compared with the IRN-L group, the above quantitative indexes of the IRN-H
group and positive control group were decreased significantly (P<C0.05). There was no statistical significance in the above
quantitative indexes between the IRN-H group and the positive control group (P>0.05). Compared with the IRN-H group, the
above quantitative indexes of the IRN-H+CCL2 group were increased significantly (P<<0.05). CCL2 reversed the protective effect
of high-dose IRN on asthmatic mice. CONCLUSIONS IRN may reduce the release of airway inflammatory factors in asthmatic

mice by inhibiting the activation of the MCP-1/CCR2 signaling pathway, so as to achieve the purpose of improving asthma.

KEYWORDS isorhynchophylline; asthma; monocyte chemotactic protein-1/CC chemokine receptor 2 signaling pathway; airway

inflammation
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0.3~0.5 mL, 7EZE i F &t & 2 h )5, LA 2 500 r/min 5.0
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