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Possible Role of the Selective Endothelin ETA Receptor Antagonist BQ-485 on Cardioprotection

Ichiro Sakuma®*, Hiroshi Asajima®, Akira Kitabatake*

*Department of Cardiovascular Medicine, Hokkaido University School of Medicine, Sapporo, Japan

We aimed to assess the effects of BQ-485, a selec-
tive endothelin (ET) A (ETA) receptor antagonist, on
the vasomotion induced by a low dose of ET. In the
isolated rat heart perfused at a constant flow with
Krebs-Henseleit solution the intracoronary bolus
injection of ET-1 or ET-3 (10 pmol) elicited a rapid
transient decrease, followed by a sustained in-
crease, in the coronary perfusion pressure (CPP) .
The decrease in CPP induced by ET-1 was shorter
than that by ET-3. Pretreatment of the heart with
saponin (30 mg/mé) to denude the coronary endothe-
lium abolished the decrease and markedly enhanced
the increase in CPP induced by ETs. The selective
ETa receptor antagonist BQ-485 (1 mM) significant-
ly prolonged the ET-1-induced decrease in CPP,

and eliminated the subsequent increase in CPP. In

the saponin treated heart, BQ-485 potently inhi-
bited the ET-1-mediated increase in CPP. It is thus
suggested that in the rat coronary vascular beds
the low dose ET-1 induces a vasoconstriction and
an endothelium-dependent vasodilatation through
ETa receptors on the vascular smooth muscle and
ETB receptors on the endothelium, respectively.
Furthermore, it would be expected that selective
ETa receptor antagonists including BQ-485 are
able to protect heart against the ET- 1- induced
coronary vasospasm in the diseased conditions
such as atherosclerosis, diabetes melitus or hyperli-
pidemia in which the release and/or function of
endothelium-derived relaxing factors have been re-

ported to be impaired.
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