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Fig. 1. Structure of endothelin/sarafotoxin peptides.
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Fig. 2. Biosynthesis of endothelin-1 from its precursor.
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Fig. 3. Endothelin receptor subtypes in vascular end-
othelium and smooth muscle cell. AbbreviationsO
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Table 1. Effect of endothelin inhibitors on myocardial infarct size

Anfagonist  Timing of Method of Infarct model :
/Antibody administration administration Dose Animal Duration of occ/rep it e Retrenes
BQ-123" 15 min before- continuo us 0.03or 10 dog 90 min/5hr decrease 49
reperfusion infracoronary  p g/kg/min
infusion
BQ—-123 10 min before- continuous O 0.1 mg/kg/min  dog 90 min/4hr n.c. 50
reperfusion infusion
FR139317 30min before- continous O 15,35,70 mg/kg rat 30 min/3hr decrease 51
reperfusion infusion total dose
FR139317 10min before- loading(bolus) 1 (or 3) mg/kg
reperfusion +continuous +0.2 (or 0.6) rabbit 45 or 60 min/2hr  n.c. 52
O infusion mg/kg/min
Bosentan 15 min before bolus O 3 mg/kg rat 20 min/2hr n.c. 53
TAK—-044 10 min before bolus O 1 and 3mg/kg rat 1 hr/24hr decrease 54
AWETN40* bolus O 10 mg/kg rabbit 30 min/24hr decrease 55
ET—17 10 min before  bolus O 0.03 nmol/kg rabbit 60 min/2hr decrease 56

*monoclonal antibody against ET—1

" No antagonist was used. Instead, ET—1 was administered, occl occlusion, repd reperfusion, n.c.d no change
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