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Airway inflammation plays a major

role in the pathophysiology of many lung
disease states, such as asthma and
pulmonary fibrosis. As the first line of
defense against inhaled substances, alveolar

macrophages play a crucial role in
maintaining lung homeostasis. This is
achieved via phagocytosis of foreign

material or directly kills pathogens. Besides,
alveolar macrophages are able to secrete a
large range of proinflammatory mediators.
Among the bioactive substances produced
by alveolar macrophages including active
form of NO has been found the important
mediators of airway fibrosis and
inflammation. The NO release is dependent
on the COX-2 and iNOS expression. In this
project, we would like to investigate the role
of JNK and AP-1 on thrombin-induced
INOS expression in alveolar macrophages.
Treatment of NR8383 cells with thrombin
caused time-dependent increase in iINOS
expression. Similar, thrombin also induced
increase in  COX-2  expression in
time-dependent manner. SP600125 (a JNK
inhibitor) inhibited thrombin-induced iINOS
expression. Similar, SP600125 also inhibits
yhrombin-induced = COX-2  expression.
Treatment of NR8383 cells with thrombin
caused time-dependent increase in JNK
phosphorylation. Treatment of NR8383 cells
with curcumin (a AP-1 inhibitor) inhibited
thrombin-induced iINOS expression. In
addition, cell treatment of thrombin also
induces c-Jun phosphorylation. Furthermore,
treatment of NR8383 cells with SP 600125
inhibits thrombin-induced c-Jun
phosphorylation, but not by PD 98059 (a
MEK inhibitor). These results indicate that
thrombin activate the JNK and AP-1 signal
pathways, which in turn induces iNOS and
COX-2  expression in NR 8383
macrophages.

Keywords: alveolar macrophages, thrombin,
inflammation, inducible nitroic  oxide
synthase (iNOS), cyclooxygenase-2
(COX-2), INK, AP-1, signal transduction
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