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Elevations in extracellular potassium levels during my- 
ocardial ischemia have been implicated in the development 
of cardiac conduction disorders and malignant arrhythmias 
such as ventricular fibrillation (VF). Recent evidence 
suggests that ischemically induced potassium efflux re- 
sults from the opening of ATP-dependent potassium channels, 
If extracellular accumulation contributes to VF, one would 
predict that drugs that block the ATP-dependrac potassium 
channels should protect against these arrhythmias. To 
test this hypothesis, VF was induced in i mongrel dogs 
with healed myocardial infarctions by a 2 min. occlusion 
during exercise. This exercise plus ischemia test con- 
sistently induced VF during each control (no treatment) 
presentation. However, pretreatment with glybenclamide 
(10 a&Kg I.Y.), a sulfonylurea drug that blocks ATF de- 
pendent potassim channels, completely suppressed VF in 
all seven dogs tested (P<O.OOS Chi Squared). Glybencla- 
mide (G) pretreatment elicited significant (P<O.Ol analy- 
sis of variance) reductions in LVdBdt max. (control. 5682 
f 574 vs. G 2970 f 195.9 mm Hg/sec) and mean coronary 
blood flow (control 59.7 f 14.9 vs. G 31.3 f 8.0 mUmin) 
both at rest and in response to exercise, while heart rate 
significantly increased at rest (control 116.9 i 6.0 vs. 
G 147.0 f 16.1 beats/min). These data indicate that drugs 
that block the ATF dependent potassium channels 1.~9’1 pre- 
vent VF. However, the data further indicate that glyben- 
clamide can adversely affect inotropic state and coronary 
blood flow, which my limit the usefulness of this drug in 
patients with compromised cardiac function. 
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