3083


ENDOTHELIN ANTAGONISTS IN CARDIOVASCULAR DISEASE: NEW PRECLINICAL AND CLINICAL DATA
R. R. Wenzel

University Hospital Essen, Essen, Germany

The endothelin system (ETS), is the most potent vasoconstrictor system in the human body. Endothelin (ET) an important local regulator of vascular tone and growth. Interactive mechanisms between the ETS, the sympathetic nervous system (SNS) and the renin angiotensin system (RAS) have been shown under experimental conditions. Angiotensin II stimulates the release of endothelin (ET) and potentiates its effects. ET potentiates angiotensin II induced vasoconstriction. Both ET and angiotensin II potentiate the effects of the SNS. The interaction between the ETS and the other two pressor systems are not yet studied in humans under physiological and pathophysiological conditions.

We have previously shown, that in the human microcirculation in vivo, local administration of an ETA-selective antagonist attenuates vasoconstriction to angiotensin II and noradrenaline, whereas ET potentiates the vasoconstriction to noradrenaline and angiotensin II. Interestingly, the systemic administration of an ETA-selective, orally available ET-Antagonist not only inhibits the vasoconstriction to ET-1. but also to angiotensin II and noradrenaline. 

The response to ET-1 and ET-antagonists is strongly associated with genetic factors, i.e. carriers of the GNß3 T825 allele have a markedly enhanced response to ET-1 as well as to ETA-selective antagonists. This indicates the possibility for pharmacogenetic approaches. First evidence for a clinical relevance of ET-antagonists in cardiac disease and nephropathies exists. 

The potential benefit of knowing the important interactions between the ETS, the SNS and RAS are important. If the available preclinical and clinical human studies can be confirmed in large trials, combination therapy with drugs blocking the ETS the SNS and RAS could have synergistic effects in cardiac and renal protection.

