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Advanced Glycosylation End Products-Induce Nitric Oxide Synthase Expression in C6 Glioma Cells: Involvement of P38 MAP
Kinase Dependent Mechanism
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Induction of iNOS is important in amyloid plagues formation. Given accumulation of AGEs in the brain is linked to Alzheimer's
disease, we investigated whether iNOS protein expression is induced by AGEs and whether Ras-MAPK pathway is involved in the
AGEs-induced iNOS expression in C6 glioma cells. AGEs caused a dose- and time-dependent increase of nitrite accumulation in C6
glioma cells. The AGEs-stimulated NO production from C6 glioma cells was inhibited by actinomycin D, by cycloheximide and by



the NO synthase inhibitor, 1-NAME, suggesting the increase of AGEs-induced nitrite release is due to iNOS up-regulation.
Consistently, treatment of C6 glioma cells with AGEs stimulated the inducible nitric oxide synthase (iNOS) protein expression.
AGEs-stimulated NO production was inhibited by pretreatment of C6 glioma cells with anti-AGEs antibodies (1:100). Pretreatment
with genestein (the protein tyrosine kinase inhibitor), or FPT II inhibitor (the Ras-farnesyl transferase inhibitor), or SB203580 (the
p38 MAPK inhibitor), prior to the AGEs addition to C6 glioma cells results in partial suppression of AGEs-induced iNOS expression
and nitrite release from C6 glioma cells. AGEs activate p38 MAP kinase in C6 glioma cells and the effect was blocked by genesteine
(20.mu.M), FPT-II inhibitor (20.mu.M) and SB203580 (10.mu.M). Taken together, our data suggest that p38 MAP kinase is
involved in AGEs induced iNOS expression and NO production in C6 glioma cells.



