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Research Report

Introduction

Schizophrenia is an often long-term, progressive, and 
severe psychiatric disorder that impairs many aspects of 
functional outcomes, including social and vocational. 
Approximately one-third of patients with schizophrenia do 
not respond to antipsychotic drugs and are described as hav-
ing treatment-resistant schizophrenia. Treatment-resistant 
schizophrenia is defined as failure to respond to an adequate 
dose and duration of treatment with at least 2 antipsychotic 
drugs.1 Clozapine is the most effective antipsychotic with 
respect to the incidence of discontinuation in treatment-
resistant schizophrenia. Therefore, clozapine is considered 
the gold standard for treatment-resistant schizophrenia.1-3

In addition, clozapine may reduce all-cause mortality in 
patients with schizophrenia and improve other outcomes, 
including hospitalization and functioning, compared with 

other antipsychotics.4-6 However, clozapine has several 
adverse drug reactions (such as sedation, tachycardia, 
orthostatic hypotension, sialorrhea, and weight gain) and 
also has several black box warnings, such as agranulocyto-
sis, seizure, and myocarditis. Therefore, the appropriate use 
of clozapine is essential to achieving better outcomes for 
patients with schizophrenia.7
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Abstract
Background: Clozapine is the most effective antipsychotic with respect to the incidence of discontinuation and is indicated 
for treatment-resistant schizophrenia. Although the recommendation for clozapine administration is divided dosing, once-
daily dosing of clozapine is commonly prescribed in many countries. However, there is currently no clinical data comparing 
all-cause discontinuation between the 2 methods of administration of clozapine. Objectives: To compare the all-cause 
discontinuation and safety of clozapine administration between once-daily and divided dosing regimens. Methods: This 
was a retrospective cohort study. Participants were patients with treatment-resistant schizophrenia who had received 
300 to 600 mg/day of clozapine for at least 3 months. Data were collected from outpatient medical records at Somdet 
Chaopraya Institute of Psychiatry. Eligible patients were classified into 2 groups: once-daily dosing and divided dosing. The 
primary outcome was the all-cause discontinuation rate between groups. The duration of the study was 2 years. Results: 
One hundred eighteen patients were included and analyzed in this study (once-daily dosing group: n = 58; divided dosing 
group: n = 60). There was no significant difference in all-cause discontinuation between the 2 groups (odds ratio 1.03; 95% 
confidence interval: [0.28, 3.79]: P = 1.00), or adverse events between groups. Conclusion and Relevance: In patients 
with treatment-resistant schizophrenia, there were no significant differences in effectiveness or safety between once-daily 
and divided dosing of clozapine. Further prospective studies with larger sample sizes are required to confirm these findings. 
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