Roles of PKA in iNOS Expression

sion and NO release, and these effects were inhibited
by SB 203580. Taken together, our data suggest that
AGEs may activate cAMP-dependent protein kinase,
which in turn stimulates p38 MAPK and results in
iINOS induction.

Several mechanisms may be responsible for the
induction of iNOS in RAW 264.7 macrophages. One
of the factors is lipopolysaccharides (LPS) contami-
nating the BSA-AGEs preparation. Preparation of
BSA-AGEs requires long-term incubation of BSA
with a high concentration of glucose which may lead
to bacterial contamination. Commercially available
BSA may contain endotoxin which may induce iNOS
expression as well. These possibilities were excluded
by the facts that polymyxin B inhibited LPS-induced
but not AGE-induced iNOS expression in RAW 264.7
cells.

In conclusion, this study provides evidence for a
novel role of cAMP-dependent protein kinase in
AGE-regulated NO production. Our results raise the
possibility that diabetic complications and neuro-
degenerative diseases could be mediated by cAMP-
induced iNOS expression.
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