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[Abstract] Objective To evaluate the effect of ulinastatin on Y-aminobutyric acid (GABA)
signal pathway in mice with ventilator-induced lung injury (VILD). Methods Thirty-six male Wister
mice were randomly divided into 3 groups using a random number table: control group (group C),
ventilator-induced lung injury group (group VILI), and ventilator-induced lung injury -+ ulinastatin
group (group UTD), n=12 in each group. VILI was induced by 4 h mechanical ventilation with tidal
volume 40 ml/kg in groups VILI and UTL Ulinastatin 1 X10° U/kg was injected intraperitoneally 1 h
before ventilation in group UTI, while the equal volume of normal saline was given in groups C and
VILIL. The mice were then sacrificed, the left lung was lavaged, and broncho-alveolar lavage fluid
(BALF) was collected for determination of concentrations of protein,tumor necrosis factor-a ( TNF-
«) , interleukin-18 (IL-1B8) and intercellular adhesion molecule-1 (ICAM-1). The lung tissues were re-
moved for determination of the wet to dry lung weight (W/D) ratio, the mRNA expression level of
1L-18, TNF-a and ICAM-1. The pathological changes of the lungs were determined under light micro-
scope and the lung injury scores were also determined. Immunohistochemistry and Western blot were
used to detected the protein expression level of GAD and GABA,R. Results The W/D ratio (6. 7=+
2.4 vs. 8.5£2.3) and lung scores [ (6. 942. 3) scores vs. (11. 82. 7) scores] were significantly de-
creased in group UTI than those in group VILI. The concentrations of IL-18 [(56+£11) ng/L vs. (77
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+15) ng/L], TNF-a [(105£29) ng/L vs. (158+£37) ng/L] and ICAM-1 [(205+46) ng/L vs. (293
+61) ng/L] in BALF in group UTI were significantly decreased than those in group VILIL. The mRNA ex-
pression levels of IL-1f3 (1. 81£0. 26 vs, 2. 58+0. 34), TNF-a (1. 61+0. 15 vs, 2. 947+0. 27) and ICAM-1
(1.7420. 27 vs. 2. 7940. 31) were significantly decreased in group UTI than those in group VILIL The
protein expression levels of GAD (0. 44 £0. 08 vs. 0. 18 40. 04) and GABAAR (0. 30£0.09 vs. 0. 15+

0. 04) were significantly increased in group UTI than those in group VILIL. Conclusion Ulinastatin can at-

tenuate VILI probably through activating GABA signaling pathway.
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