©
2016 2018

Mechanism-Based Pharmacokinetic-Pharmacodynamic Modeling of Drug-Induecd
Dysglycemia

Nagata, Masashi

3,600,000

Clozapine, an atypical antipsychotic agent, has been reported to cause acute

hyperglycemia. However, the mechanism of clozapine-induced rapidly developing hyperglycemia is not
well elucidated. To clarify the mechanism underlying clozapine-induced acute hyperglycemia, we
investigated the effects of single intravenous administration of clozapine on the serum
concentrations of glucose and several endogenous substances in rats.
The serum concentrations of glucose increased after the injection of clozapine. Compared to our
previous study using olanzapine, not only adrenaline but also glucagon increased significantly
following a single administration of clozapine. These results suggest that not only adrenaline but
also glucagon is associated with clozapine-induced elevations in blood glucose levels, and the
mechanism responsible for the induction of hyperglycemia following a single injection of clozapine
may differ from that by olanzapine.
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Effects of thel ntravenous Administration of Clozapineon Serum Concentrations of
Glucose (A), Adrenaline (B) and Glucagon (C) in Rats
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