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Recent Trends of Antipsychotics Polypharmacy in Schizophrenia
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Antipsychotics polypharmacy is a common practice in clinical settings despite the opposition of most guidelines for treatment
of schizophrenia. This article reviews the evidence of antipsychotics polypharmacy and summarizes advantages and disadvan-
tages shown in clinical trials. Clinicians choose antipsychotics polypharmacy to control the positive and negative symptoms
more effectively especially in treatment resistant patients or to reduce adverse effects. There are some theoretical possibilities
that antipsychotics polypharmacy affects a broader range of receptors, enhances D;-receptor blockade and optimizes pharma-
cokinetic effects. Clinical evidence suggests that clozapine co-administered with risperidone, sulpiride, or amisulpride reduces
psychotic symptoms in treatment-resistant patients and that aripiprazole with other antipsychotics reduces metabolic side ef-
fects. On the other hand, antipsychotics polypharmacy is associated with problems such as dose-dependent side effects, met-
abolic problems, increased mortality and treatment cost. Considering pros and cons, antipsychotics polypharmacy must be
started after close scrutiny of the patient’s medication history not just by clinical judgment. Also, changing the regimen from

polypharmacy to monotherapy should be considered as a reasonable option to schizophrenic patients in stationary status.
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Table 1. Summary of randomized controlled studies of clozapine combination therapy with risperidone

Reference Patients Dose/Duration Results Adverse effect

Josiassen Schizophrenia, 12 weeks; double-blind; Significantly greater reduction

etal”” no or partial CLOZ (mean 529 mg/d)+ with CLOZ+RIS than
response to RIS up to 6 mg/d (n=20) vs. CLOZ+PLC on BPRS
CLOZ; n=40 CLOZ (mean 403 mg/d)+
PLC (n=20)
Anil Yagcioglu  Schizophrenia, 6 weeks; double-blind; Significant improvement Under RIS significantly
etal” partial response CLOZ (mean 516 mg/d)+ in PANSS positive subscale more sedation and
to CLOZ; n=30 RIS up to 6 mg/d (n=16) vs. and single cognitive functions prolactin increase
CLOZ (mean 414 mg/d)+ in the PLC group
PLC (n=14)

Honer et al.™ Schizophrenia, 8 weeks; double-blind; No differences in PANSS Significant slight
poor response CLOZ (mean 494 mg/d)+ between the groups, significant  increase in fasting
to CLOZ; n=68 RIS up to 3 mg/d (n=34) vs. slight improvement in verbal glucose level in the

CLOZ (mean 487 mg/d)+ working memory under PLC RIS group
PLC (n=34), optional
continuation for over 18 weeks
Freudenreich Schizophrenia, 6 weeks; double-blind; No significant differences in
et al.”” partial response CLOZARIS 4 mg/d (n=12) vs.  PANSS total score, although
to CLOZ; n=24 CLOZA+PLC (n=12) significant improvement in

subscale “thought
disorganizationunder RIS

CLOZ: clozapine, RIS: risperidone, PLC: placebo, BPRS: Brief Psychiatric Rating Scale, PANSS: Positive and Negative Syndrome

Scale
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Table 2. Summary of randomized controlled studies of clozapine combination therapy with amisulpride, quetiapine, and aripiprazole

Reference Patients Dose/Duration Results Adverse effect
Geng et al.”? Schizophrenia, 8 weeks; single-blind; Significant improvement
partial response to CLOZ+AMI up to 800 mg/d  in BPRS, SAPS, SANS, CGI
CLOZ; n=56 (n=28) vs. CLOZ+QUET under combination with AMI
up to 900 mg/d (n=28)
Assion etal.”  Schizophrenia, 6 weeks; double-blind; Significant improvement Tremor, bradykinesia,
partial response to CLOZ+AMI 400 mg/d in GAF, CGI and MADRS akathisia and elevated
CLOZ; n=16 (n=7) vs. CLOZ+AMI under combination with AMI prolactin levels were
600 mg/d (n=6) vs. CLOZ+ 600 mg, no reduction in recorded
PLC (n=3) BPRS total score
Shiloh et al.*” Schizophrenia, 10 weeks; double-blind; Significant improvement Significant prolactin
partial response to CLOZ (mean 425 mg/d)+ in BPRS total score, SAPS, increase, worsening
CLOZ; n=28 PLC (n=12) vs. CLOZ SANS under the combination, of the pre-existing
(mean 425 mg/d)+SUL together tardive dyskinesia
600 mg/d (n=16) in one patient
Chang etal.®’  Schizophrenia, 8 weeks; double-blind; No significant differences
no or partial response ~ CLOZ (290.6 mg/d)+ in BPRS total score,
to CLOZ, n=62 PLC (n=32) vs. CLOZ significant improvement
(304.3 mg/d)+ARP (n=29) BPRS, negative symptom
subscale, SANS total score
prolactin and triglyceride
levels were significantly
lower in the ARP
Fleischhacker ~ Schizophrenia, 16 weeks; double-blind; No significant differences
etal.? partial response to CLOZ (363 mg/d)+ in PANSS significant
CLOZ, weight gain PLC (n=99) vs. weight loss, BMI, waist
>2.5 kg, n=207 CLOZ (384 mg/d)+ circumference,
ARP (n=108) LDL-cholesterol reduction

CLOZ: clozapine, AMI: amisulpride, SUL: sulpiride, ARP: aripiprazole, QUET: quetiapine, PLC: placebo, BPRS: Brief Psychiatric Rat-
ing Scale, PANSS: Positive and Negative Syndrome Scale, SAPS: Scale for the Assessment of Positive Symptoms, SANS: Scale for the
Assessment of Negative Symptoms, CGI: Clinical Global Impression, MADRS: Montgomery-Asberg Depression Rating Scale, BMI:
body mass index, LDL: low density lipoprotein
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