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We investigated the effects of cilostazol, a cAMP phosphodiésterase inhibitor, on nitric
oxide (NO) synthesis in cultured human vascular endothelial cells. Some studies
demonstrated that cilostazol by itself showed no effect on nitrite production by vascular
smooth muscle cells, but cilostazol caused significantly a dose-dependent increase in the
production of nitrite by vascular endothelial cells at basal and interleukin 1 £ -stimulated
conditions in the present study. The levels of nitrite increased significantly within 6 h
and continued to increase for at least 24 h. This effect of cilostazol was partiaily
abolished in the presence of N°-monomethyl-L-arginine (10" M) or dexamethasone (10
M), .Incubation of the cultures with high concentration of D-glucese (30 M) for 24 h
caused a significant decrease in the release of nitrite compared to control (55 M of
D-glucose). However, nitrite release inhibited by high concentration of D-glucose was
significantly increased by simultaneous treatment of the cells with cilostazol (107 M).
These findings suggest that cilostazol may inhibit initiation and progression of diabetic
vascular complications under hyperglycemia by augmenting endogenous NO production
by vascular endothelial cells. However, to conclude, further investigations should be
devised to elucidate this mechanism.
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