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Role of p38 MAPK in iNOS expression of lung tissues
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[Abstract] Objective To study the change of inducible nitric oxide synthase (iNOS) expression in lung tissues of
BALBfc mice induced by lipopolysaccharides( LPS) for exploring the role of p38 MAPK in gene regulation. Methods
Three groups of BALB/c mice were used to reproduce an endotoxic shock model for observation of the time course and LPS
dose-effect relationship between shack development and iNOS expression in tissues, and for investigating the role of p38
MAPK in iNOS expression, respectively. After treatrnent with LPS, the blood samples and tissues of animals were
ecollected. NO in plasma was measured by Griess methed, and iNOS protein and mRNA of tissues were detected by West-
ern blotting and RT-PCR, respectively. p38 MAPK activity was measured by immunokinase assay method. Results @
Unlike saline-treated mice, mice injected with LPS showed a progressive decline in arterial pressure and 6h later the ani-
mals were in severe shock. @ Low level expression of INCS was detected in normal lung tissues. In comparison with that
in normal group, NO level in plasma and expression of INOS protein, as well as mRNA in lung tissues were increased
time-dependently and dose-dependently in LPS-treated animals. &} The iNOS expression in lung appeared more early and
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apparently in the tissue of heart, liver, spleen, lung and intestine than other tissues, @ p38 MAPK activity was increased
in lung tissues stimulated by LPS and pretreatment with SB 203580, an inhibitor of p38 MAPK. The latter could partially
inhibit LPS-induced NO production in plasma and the expression of iNCGS protein and mRNA in lung, but it did not show

any significant elfect on arterial pressure. Conclusions Under normal conditions, the expression level in INOS in lung ti-

ssue is low. The increase of iNOS expression is also found in multiple organs and the most apparent one is in the lung dur-
ing endotoxic shock. p38 MAPK is involved in the signal transduction of iNOS expression after LPS stimulation. This in-
dicates that lung may act as an initial organ in the pathogenesis of MODS.
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