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Abstract

The signal transduction pathway of
bradykinin-induced COX-2 expression was
studied in human pulmonary epithelial cell
line (A549). The tyrosine kinase inhibitor,
genistein and PI 3-K inhibitor (wortamanin)
concentration-dependently  attenuated the
bradykinin-induced COX-2  expression.
The B, receptor antagonist Hoe 140
prevented the bradykinin-induced the
activation of p44/42 and p38 MAPK, while
By receptor antagonist
[Lys-(des-Arg®-Leu’)-BK] had no effect. The
bradykinin-induced p44/42 MAPK activation
was almost completely inhibited by PD
98059, but not by genistein, wortamanin, or
SB 203580. On the other hands, the
bradykinin-induced activation of p38 MAPK
was inhibited by genistein, wortamanin, and
SB 203580, but not by PD 98059. Treatment
of A549 cells with bradykinin resulted in the
increase in NF-kB luciferase activity; this
effect was inhibited by PD 98059, SB
203590, or PDTC. Taken together, these
results suggest that bradykinin might activate
pd44/42 MAPK and p38 MAPK to induce



NF-xB activation, which in turn initiates
COX-2 expression in human airway
epithelial cell line. The signal of tyrosine
kinase and Pl 3-kinase is upstream of
bradykinin-induced p38 MAPK, but not
p44/42 MAPK activation.

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