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Bradykinin-induced iNOS expression and cytokines release in human airway epithelial cells:
the interaction mechanisms and signal transduction pathways
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Abstract
The signa transduction pathway of

bradykinin-induced COX-2 expression was
studies in human pulmonary epithelia cell
line (A549). The Ras inhibitor (manumycin
A) and Raf inhibitor (GW 5074)
concentration-dependently  attenuated the
bradykinin-induced COX-2 expression. The
bradykinin-induced p44/42 MAPK but not
p38 MAPK activation was inhibited by
manumycin A and GW 5074. Bradykinin
caused time-dependent increases in IKKa/f3,
IkB-a and p65 phosphorylation, IKKa/3
activity in A549 cells. The IKKa/f3 activation
was amost completely inhibited by
manumycin A and PD 98059. However, SB
203580 partialy inhibited IKKa/[3 activation.
Taken together, these results suggest that
bradykinin might activate IkB-a and p65
phosphorylation and IKKa/(3 activation in
human airway epithelia cell line. The signal
of Ras/Raf/p44/42MAPK and p38 MAPK is
upstream of bradykinin-induced IKKa/
activation.

Keywords. Bradykinin, Cyclooxygenase-2,
p44/42 MAPK, p38 MAPK, A549 cdlls.
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