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S 18886 IMPROVES ENDOTHELIAL FUNCTION ON A LONG TERM BASIS IN ATHEROSCLEROTIC PATIENTS 
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Objectives : This study evaluated chronic and dose-dependent effects of S 18886 on endothelial dysfunction in patients with carotid artery atherosclerosis.Background: Impaired release of endothelial vasodilatator substances and increased release of vasoconstrictor prostanoids both contribute to endothelial dysfunction in atherosclerosis., We have previously shown S 18886, a specific TP-receptor antagonist, to improve endothelial function.Methods: This was a randomized double-blinded placebo controlled study. 48 Patients, male or female, with carotid artery atherosclerosis and chronically treated with 300mg aspirin/day, were randomly assigned to placebo or one of the three S 18886 doses tested for 15 days. Flow-mediated vasodilatation (FMD) was evaluated in the distal brachial artery  during hyperemia test. Platelet aggregation and S 18886 kinetics were also measured.Results: All patients had an impaired FMD (<4.1%). FMD was significantly improved (p<0.01) after 2.5, 5 and 10 mg S 18886 intake at day 1 as compared to baseline data and to placebo. This improvement persisted (p<0.01) at day 14 in response to 2.5, 5, and 10 mg S 18886 respectively while no change occurred in response to placebo on FMD results. Platelet aggregation in response to U46619 (specific TP receptor agonist) was completely inhibited 2 hours following 2.5, 5, and 10 mg S 18886 intake.Conclusions: Inhibition of TP receptors by S 18886 in patients with atherosclerosis already treated by aspirin improved endothelial function after single or repeated administration. This confirmed that release of endogenous agonists of TP receptors may contribute to endothelial dysfunction, despite aspirin treatment in patients with atherosclerosis.

