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—Abstract—

Background: Interleukin-1(IL-1) and neutrophil appear to contribute to the pathogenesis of
acute respiratory distress syndrome(ARDS). Elastase, as well as reactive oxygen species
released from activated neutrophil, are thought to play pivotal roles in the experimental
models of acute lung leak. This study investigated whether ICI 200,355, a synthetic elastase
inhibitor, can attenuate acute lung injury induced by IL-1 in rats.

Materials and Methods: We intratracheally instilled either saline or IL-1 with and without
treatment of ICI 200,355 in rats. Lung lavage neutrophils, lung lavage cytokine-induced
neutrophil chemoattractant(CINC) concentration, lung lavage protein concentration, lung
myeloperoxidase(MPO) activity and lung leak index were measured at 5 hours of intratracheal
treatment.

Results: In rats given IL-1 intratracheally, lung lavage neutrophils, lung lavage CINC
concentration, lung lavage protein concentration, lung MPO activity and lung leak index were
higher. Intratracheal ICI 200,355 administration decreased lung lavage neutrophils, lung MPO
activity and lung leak index, respectively, but did not decrease lung lavage CINC
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concentration.

Conclusion: These results suggest that ICI 200,355 decreases lung inflammation and leak
without decreasing lung lavage CINC concentration in rats given IL-1 intratracheally.
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Table 1. The effects of ICI 200,355 on interleukin-1 induced acute lung injury in rats

Variables Group I‘ Group H Group III
(Saline+Saline) (IL-1+Saline) (IL-1+ICI 200,355)

Lung lavage neutrophil 0.002 £ 0.001 6276 £ 0.142* 3082 * 0110
(X106/ml)

Lung lavage CINC 0.166 £ 0.017 1.026 = 0.031* 1.008 = 0.040
(ng/ml)

Lung lavage protein 0078 £ 0.004 2004 £ 0.022* 1150 £ 00257
(mg/ml)

MPO activity 2496 * 0022 21.344 + 0.297* 8668 = 0219
(Wg lung)

Lung leak index 0082 *+ 0003 0169 % 0.003* 0001 = 0.003"

Values are means

stk IL-1 % ICI 200,355

* SE.
* P<0.05 for Group I versus Group IL TP<0.05 for Group 1T versus Group HL
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