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Adenosine involves in delayed recovery from sedation/hypnosis

Sakurai, Satoru
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Flumazenil, a specific benzodiazepine antagonist that acts on GABA receptors
via competitive inhibition, initially caused rapid and complete antagonism and all subjects
seemingly fully awake respondlng properly in response to verbal command. However, flumazenil
administration resulted in high incidence of resedation, particularly when hlgher dose was given.
Midazolam and flumazenil potently inhibit adenosine uptake thereby accumulating extracellular
concentration of adenosine, and thus potentiate actions of adenosine. Adenosine excites a subset of
sleeﬁ-promoting neurons.
In this study, because aminophylline antagonised the resedation that occurred after flumazenil
administration, adenosine may be associated with this resedation. Aminophylline, a nonselective
adenosine receptor antagonist, has been shown to be an effective agent in reversing the sedative
effects of midazolam, because midazolam and flumazenil enhances extracellular adenosine levels in
the cerebral cortex.
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