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games, music, movies, books, ringtones.Blockade of endothelin ETB receptors in the absence of
vasoconstriction induces cyclooxygenase-1-dependent edema formation in rat dorsal skin. The

vasodilatory peptide endothelin-1 (ET-1) is a potent stimulator of cutaneous edema formation which
can be blocked by ETB receptor antagonists. Although the ETB receptor is expressed on vascular
endothelial cells, we have recently provided evidence that ETB receptor blockade also abolishes

cutaneous edema formation which is not accompanied by vascular smooth muscle cell contraction.
Since the peptide endothelin-2 (ET-2) lacks vasoactive activity, and ET-2 has been shown to contract

vascular smooth muscle cells, we examined whether ET-2 might also induce
cyclooxygenase-1-dependent edema formation after topical application to rat skin. ET-2 induced
edema formation in a dose-dependent manner, and after 50 min of application, the formation of
capillary filaments in the rat skin dorsal skin was 60 +/- 6% of control values. The ETB receptor

antagonist BQ788 reduced the ET-2-induced edema formation by 50% with significant inhibition of
the increased lymphatic clearance which accompanies ET-2-induced edema. Surprisingly, ET-2 also
induced significant edema formation in the absence of vascular smooth muscle cell contraction and
in the absence of increased lymphatic clearance (only 9 +/- 3% of control values). Pretreatment of
the skin with the cyclooxygenase-1 inhibitor celecoxib (10 mg/kg) reduced the ET-2-induced edema
formation by 57% but had no effect on the ET-2-induced edema in the absence of vascular smooth
muscle cell contraction. These results demonstrate that ET-2 is an extremely potent stimulator of

cyclooxygenase-1-dependent edema formation in rat skin and that its vasodilatory activity has little
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