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committed at their home, Suriya comes to know that it is not the work of.Nifedipine, a calcium
antagonist, inhibits tumor necrosis factor-induced shedding of endothelial cell adhesion

molecules. Exposure of human umbilical vein endothelial cells (HUVEC) to recombinant
tumor necrosis factor-alpha (TNF) causes a rapid shedding of E-selectin and VCAM-1 from

the cell surface. This shedding is not mediated by proteases such as plasmin and does not
require new protein synthesis. We have examined the effects of a new class of antihypertensive
compounds, the calcium channel blockers (CCB), on TNF-induced shedding of E-selectin and
VCAM-1. Addition of the CCB nifedipine or the dihydropyridine amlodipine inhibits TNF-
induced shedding of both E-selectin and VCAM-1 to a similar extent. The CCB nimodipine

and verapamil are also effective inhibitors of TNF-induced E-selectin shedding. Pretreatment
of HUVEC with 100 microM nifedipine does not cause any detectable effect on the level of E-
selectin or VCAM-1 on the cell surface, indicating that the CCB does not affect the synthesis
and cell surface expression of adhesion molecules. Nifedipine does not inhibit TNF-induced

induction of E-selectin mRNA. In contrast to the results with the CCB, the angiotensin
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