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Discovery of drugs active at inwardly rectifying K* channels
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ERMERHOEMN L VIR O EE BT, Kir T ¥ RV EEN & T 5 A 5T
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WFZE R RO EE (3530) @ We examined the effects of a variety of drugs on classical inwardly
rectifying K' (Kir2) channels and G—protein-activated inwardly rectifying K' (GIRK ;
Kir3) channels using the Xenopus oocyte expression system. We found that the selective
norepinephrine reuptake inhibitors: atomoxetine and reboxetine, and phencyclidine
inhibited GIRK channels. Furthermore, several classes of antidepressants inhibited GIRK
channels with various degrees of potency and effectiveness. These findings may help
advance our understanding of their clinical effects and side effects and suggest molecular
basis of drug discovery and new indications of known drugs.
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