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While the adverse effect of paliperidone-related adverse effect

(hyperglycemia) has been well-documented in the literature, the mechanism is still unknown. To
better understand the mechanism that causes paliperidone-induced hyperglycemia, we evaluated the
effects of a single intravenous dose of paliperidone (0.2, 0.4, or 0.6 mg/kg) on glucose and on
other endogenous metabolites. The serum concentrations of glucose, adrenaline, and insulin increased
significantly after the administration of paliperidone at 0.4 and 0.6 mg/kg. Pretreatment with
propranolol reduced paliperidone-induced increases in serum glucose concentrations but had no effect
on paliperidone-induced increases in serum adrenaline concentrations. In conclusion, a single
intravenous dose of paliperidone increased the serum concentration of glucose in rats, and
adrenaline plays a role in paliperidone-induced acute hyperglycemia.
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Serum Concentration-Time Profiles of (A) Glucose, (B) Adrenaline, (C) Insulin, (D)
Glucagon after Intravenous Injection of Acetate Buffer (o, as Control, n=4),
Paliperidone at a dose of 0.2 mg/kg (m , n=5), 0.4 mg/kg (e , n=6), or 0.6 mg/kg (A,
n=5) in Rats. Each point represents the meant S.D. * p 0.05 vs. the control group, t
p 0.05 vs. paliperidone at 0.2 mg/kg (The Tukey-Kramer test).
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Effects of Propranolol (2 mg/kg) on Serum Concentrations of (E) Glucose, (F) Adrenaline
after Intravenous Injection of Paliperidone (0.4 mg/kg) in Rats. Rats treated with
saline/acetate buffer (o , as Control, n=5), Rats treated with saline/paliperidone (e ,
n=5), Rats treated with propranolol/paliperidone (A, n=5). Each point represents the

meant S.D. * p<0.05 vs. control group, 1t p<0.05 vs. propranolol/paliperidone (the
Tukey-Kramer test).
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