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BACKGROUND 
 

Many antipsychotic medications are available for treatment of serious mental illness. While oral medications may be used 
initially, long-acting injectables (LAIs) may be preferred for individuals with certain diagnoses (such as schizophrenia) and 
clinical profiles (such as non-adherence). 
 
Six antipsychotic medications are currently available as LAIs: aripiprazole, fluphenazine, haloperidol, olanzapine, paliperidone 
and risperidone. Historically, LAIs were created as a solution for patients nonadherent to oral antipsychotics. 
 
LAIs offer unique advantages over oral formulations and are used for reasons that include transparency of adherence, lack of 
daily administration, reduced risk of unintentional or deliberate overdose, more consistent bioavailability (avoids first-pass 
metabolism), regular provider-patient contact, lower relapse rates and better absorption. 1 The disadvantages of LAIs include 
slow dose titration, longer time to achieve steady state, injection site reactions and perception of stigma.1  
 
 

BEST PRACTICE RECOMMENDATIONS REGARDING COMBINATION OF TWO 
OR MORE ANTIPSYCHOTICS 
 

Four evidence-based guidelines offer an algorithm for treating schizophrenia: the Psychopharmacology Algorithm Project at 
Harvard Medical School Department of Psychiatry, South Shore Program;2,3 the 2009 update of the American Psychiatric 
Association (APA) practice guidelines;4 the 2009 update of the Schizophrenia Patient Outcomes Research Team (PORT) 
treatment recommendations;5 and the 2012 update of the World Federation of Societies of Biological Psychiatry (WFSBP) 
guidelines.6  
 
The evidence indicates oral clozapine monotherapy is recommended in patients with inadequate clinical response to two 
appropriate antipsychotic trials, either oral or injectable. Minimal evidence exists for treatment options for patients who do 
not have an adequate response to clozapine. Remaining options include clozapine augmentation with mood stabilizers or 
electroconvulsive therapy (ECT), combined therapy with two antipsychotics or alternate antipsychotic monotherapies. There is 
limited, controversial evidence to support the use of antipsychotic combinations.2,6,7 

 
From a pharmacodynamic standpoint, there is little rationale for combining two or more antipsychotics to enhance efficacy. 
Combinations increase the risk of side effects, such as increased extrapyramidal symptoms (EPS) and metabolic effects, as well 
as drug-drug interactions. This also leads to increased cost and decreased adherence. A 2009 Cochrane systematic review 
analyzed three randomized controlled trials to determine the efficacy and tolerability of various clozapine combination 
strategies for treatment-resistant schizophrenia.8 The studies lasted six to eight weeks and compared amisulpride (not 
available in the United States) vs. quetiapine, risperidone vs. sulpiride and ziprasidone vs. risperidone, all in combination with 
clozapine. Despite guideline recommendations to add a second antipsychotic to clozapine for patients with clozapine-resistant 
schizophrenia, no combination has been shown to be superior to the others.8,9 

 
 

SUMMARY 
 

Very limited evidence exists to prove combination therapy with two antipsychotic medications, either oral or as LAIs, is 
superior to monotherapy. Treatment with combined antipsychotics can be considered once clozapine monotherapy has 
failed to produce desired outcomes. However, the clinician should be sure the clozapine dose and duration were sufficient 
before adding a second agent. The decision to use two antipsychotics should be justified with adequate documentation of 
failed monotherapy trials, including clozapine.  
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