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Topic Brief: Treatment Resistant Psychosis 
 
Date: 12/9/2020 
Nomination Number: 0914 
 
Purpose: This document summarizes the information addressing a nomination submitted on 
June 27, 2020 through the Effective Health Care Website. This information was used to inform 
the Evidence-based Practice Center (EPC) Program decisions about whether to produce an 
evidence report on the topic, and if so, what type of evidence report would be most suitable.  
 
Issue: The nominator recommends that research on effective pharmaceutical interventions 
targeting the dopaminergic system in schizophrenic patients be conducted.  
 
Program Decision: The EPC Program will not develop a new evidence synthesis product 
because the nominator is requesting that primary research be conducted to develop a new 
treatment, which is outside of the scope of the program. 
 
Background 
Schizophrenia is a mental disorder that causes disruptions in thought processes, perceptions, 
emotional responsiveness and social interactions.1 It is one of the top 20 causes of disability 
worldwide.2 Mortality rates in individuals with schizophrenia are two to three times higher than 
those in the general population3, and financial costs associated with the condition are high due to 
indirect costs related to lost productivity, criminal justice involvement, and social service needs, 
for example.4 
 
Schizophrenia involves abnormalities associated with the neurotransmitter dopamine, and 
antipsychotic medications target activity of this and other neurotransmitters.5 The American 
Psychiatric Association recommends that individuals with schizophrenia be treated with 
antipsychotics and continue to be treated with the type of antipsychotic that is associated with 
improvement for the individual. For individuals with treatment-resistant schizophrenia, they 
recommend treatment with the antipsychotic clozapine.6 Clozapine interacts with the 
dopaminergic system, binding transiently to dopamine (D2) receptors.7 Side effects of clozapine 
include a risk of seizures.8 
 
Assessment Methods  
We assessed nomination for priority for a systematic review or other AHRQ EHC report with a 
hierarchical process using established selection criteria. Assessment of each criteria determined 
the need to evaluate the next one.  

1. Determine the appropriateness of the nominated topic for inclusion in the EHC program.  
2. Establish the overall importance of a potential topic as representing a health or healthcare 

issue in the United States.  
3. Determine the desirability of new evidence review by examining whether a new 

systematic review or other AHRQ product would be duplicative.  
4. Assess the potential impact a new systematic review or other AHRQ product.  
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5. Assess whether the current state of the evidence allows for a systematic review or other 
AHRQ product (feasibility). 

6. Determine the potential value of a new systematic review or other AHRQ product. 
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