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The Mechanism and Treatment of Antipsychotics-Induced Body Weight Gain and Metabolic Disturbance
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Abstract Background: Atypical antipsychotics, such as risperidone, olanzapine, and quetiapine, are effective treatment for

schizophrenia and considered as first line therapy. Recently, increasing attention has been drawn to the potential diabetogenic effect
of novel antipsychotics. The goal of this prospective study is to evaluate the acute effect of olanzapine and risperidone treatment on
pancreatic beta-cell function in atypicals-naive schizophrenic patients. Methods: Subjects were assigned to therapy with olanzapine



(10 mg,“day; n=13) or risperidone (2 mg ~day; n=13) for 14 days. The metabolic parameters were quantitatively assessed at
baseline and the end of study period by using the intravenous glucose tolerance test. The levels of fasting glucose, fasting insulin,
cholesterol, triglyceride, high-density lipoprotein, low-density lipoprotein, and leptin were also assessed. Results: There were no
significant within-group changes in weight or body mass index for both groups after 2 weeks treatment. The levels of fasting
glucose, fasting insulin, cholesterol, or leptin did not change in both groups. The triglyceride level significantly increased in
olanzapine group. Insulin sensitivity index and insulin resistance (insulin /“glucose ration and homeostasis model assessment) did
not change in both groups. Insulin secretion significantly decreased in olanzapine group. Conclusions: After 2-weeks of olanzapine
treatment, schizophrenic patients decreased insulin secretory response to a hyperglycemic challenge. The results of this study support
the hypothesis that olanzapine directly impair pancreatic beta-cell function.



