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Experimental study of rosiglitazone in the treatment of lipopolysaccharide-induced acute lung injury in mice WANG
Gui-zuo, CHEN Fen-fen' | LI Wei-jie, SHI Shao-jian® , LIU Lu, HAN Dong”. Shanxi Provincial People’s Hospital, Xian
710068 , China
Abstract Objective; To investigate the protective effect and possible mechanism of activation of PPAR-y on lipopo-
lysaccharide (LPS)-induced acute lung injury( ALI) in mice. Methods: Fifteen 6-8-week male BALB/ ¢ mice were randomly
divided into three groups. The control group was given sterile PBS (60 L) only intratracheally. LPS model group was in-
stilled intratracheally with 60 L of LPS (1 mg/mL) for 24 h. The mice in rosiglitazone-treated group were treated with twice
rosiglitazone (30 mg/kg) orally at 24 h and 30 min separately before stimulation with LPS (1 mg/ml., 60 wl.) instilled intra-
tracheally for 24 h. Twenty-four h after administration of LPS, the histopathological changes of lung tissue, and the number of
total cells and neutrophils in bronchoalveolar lavage fluid ( BALF) in each group were observed. The concentrations of TNF-
o and HMGBI1 in BALF were measured by ELISA. The expression of RAGE in lung tissue was detected by Western blotting.
Results: As compared with the control group, number of inflammatory cells was significantly increased, lung tissue structure
was significantly damaged, the total number of cells and neutrophils in BALF increased significantly, and TNF-« level in
BALF increased significantly (all P <0.01). It was suggested that rosiglitazone exhibited protective effects on LPS-induced
ALI in mice. As compared with the control group, the level of HMGB1 in BALF (P <0.01) and the expression of RAGE in
lung tissue (P <0.05) were significantly increased in LPS model group, suggesting that HMGB1/RAGE signaling pathway
was involved in the pathogenesis of ALI. However, the up-regulation of HMGB1/RAGE induced by LPS was significantly in-
hibited by rosiglitazone pretreatment in mice. Conclusions: This study suggests that activation of PPAR+y by rosiglitazone pro-
tects LPS-induced ALL/ARDS by inhibiting HMGB1/RAGE signaling pathway.
Key words Rosiglitazone; PPARy; HMGB1; RAGE; Acute lung injury
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