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Study on the Protective Effects and Mechanism of Inhibiting Toll - like Receptor 4 on ARDS in Mice.  Jiang Yun,Guo Hong. Oncocardiol-
ogy Department ,Xinjiang Medical University Affiliated Tumor Hospital, Xinjiang 830011 ,China

Abstract Objective To explore the protective effects and mechanism of inhibiting Toll — like receptor 4 (TLR4) on acute respira-
tory distress syndrome (ARDS) in mice. Methods Forty five BALB/c mice were randomly divided into control group, ARDS group and
TLR4 inhibitor TAK242 group. Lipopolysaccharide was used to induce ARDS model in mice and TAK242 was intervened in the TAK242
group. Blood gas analysis were performed on mice; ELISA was used to detect serum TNF — o and IL — 6 levels. HE staining was used to
detect the pathological changes in lung tissue of mice in each group. Immunohistochemistry was used to detect lung TNF - o and 1L - 6 ex-
pression levels. The expression of TLR4 and NF — kB proteins in lung tissue were detected by Western blot. Results Compared with the
control group, the Pa0,/Fi0O, value in the ARDS group was significantly reduced (P <0.05), the contents of serum TNF - o and IL -6
were significantly increased (P <0.05), and the expression levels of TLR4 and NF — kB were significantly increased (P <0.05). When
compared with mice in the ARDS group, Pa0,/FiO, value in the TAK242 group significantly was increased (P <0.05), and the contents
of serum TNF - a and IL - 6 were significantly decreased (P <0.05) , while the expression levels of TLR4 and NF - kB were significantly
reduced (P <0.05). HE staining showed that the lung tissue was severely damaged in ARDS group and the expression of TNF — a and
IL - 6 was increased (P <0.05). The lung tissue in TAK242 group was significantly alleviated and the expressions of TNF — o and IL —
6 were decreased when compared with the ARDS group (P <0.05). Conclusion TAK242 alleviate ARDS by blocking TLR4 and inhibi-
ting the downstream NF — kB signaling pathway, which suppresses the inflammatory response in mice.
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