
effects of clozapine are agranulocytosis, which has an incidence of
1%, and induction of seizures, which has an incidence of 10%.
Weekly white blood cell counts are required, particularly during the
first 3 months of treatment.

The risk of type 2 diabetes mellitus appears to be increased in
schizophrenia, and second-generation agents as a group, with the
exception of lumateperone, produce greater adverse effects on
glucose regulation, independent of effects on obesity, than
traditional agents. Clozapine, olanzapine, and quetiapine seem
more likely to cause hyperglycemia, weight gain, and
hypertriglyceridemia than other atypical antipsychotic drugs. Close
monitoring of plasma glucose and lipid levels is indicated with the
use of these agents.

A serious side effect of long-term use of first-generation and, to
a lesser extent, second-generation antipsychotic agents is tardive
dyskinesia, characterized by repetitive, involuntary, and potentially
irreversible movements of the tongue and lips (bucco-linguo-
masticatory triad) and, in approximately half of cases,
choreoathetosis. Tardive dyskinesia has an incidence of 2–4% per
year of exposure and a prevalence of 20% in chronically treated
patients. The prevalence increases with age, total dose, and
duration of drug administration and may involve formation of free
radicals and perhaps mitochondrial energy failure. Valbenazine, a
vesicular monoamine transporter 2 inhibitor that depletes
presynaptic dopamine, has recently received FDA approval for
treatment of tardive dyskinesia.

The CATIE study, a large-scale investigation of the effectiveness
of antipsychotic agents in “real-world” patients, revealed a high rate
of discontinuation of treatment >18 months. Olanzapine showed
greater effectiveness than quetiapine, risperidone, perphenazine, or
ziprasidone but also a higher discontinuation rate due to weight gain
and metabolic effects. Surprisingly, perphenazine, a first-generation
agent, showed little evidence of inferiority to newer drugs.

Drug treatment of schizophrenia is by itself insufficient.
Educational efforts directed toward families and relevant community
resources have proved to be necessary to maintain stability and
optimize outcome. A treatment model using social cognition


