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Background: Cariprazine is an orally active and potent dopamine 

D3 / D2 receptor partial agonist with preferential binding to D3 receptors 

and partial agonist at serotonin 5-HT1A receptors. Cariprazine is the 

first and only atypical antipsychotic that demonstrates this balanced 

dual engagement of the D3 and D2 receptor systems, which, next to 

its antipsychotic effect may confer additional benefits such as 

improvement in negative symptoms and enhanced cognition. 

Cariprazine therefore was developed in the EU for the treatment of 

schizophrenia and for the treatment of schizophrenia with 

predominant negative symptoms. 

Methods: The cariprazine schizophrenia program included three 

short-term studies in acute exacerbations, one long-term 

maintenance-of-effect study, one special clinical study in patients 

with predominant negative symptoms of schizophrenia, and two long-

term safety studies. The primary and secondary efficacy parameters 

in the short-term studies were change from baseline to end in the 

Positive and Negative Syndrome Scale (PANSS) total score and 

Clinical Global Impressions – Severity scale (CGI-S) score, 

respectively, compared to placebo. The primary efficacy parameter in 

the maintenance-of-effect study was the time to first relapse during 

the double-blind period in comparison to placebo. The primary and 

secondary efficacy parameters in the predominant-negative-

symptom study were change from baseline to end in the PANSS 

factor score for negative symptoms (PANSS-FSNS) and in the 

Personal and Social Performance Scale (PSP), respectively, in 

comparison to risperidone. 

Results: In each of the three short-term studies significant 

improvements were seen for cariprazine relative to placebo in the 

primary and secondary efficacy parameters, using analysis of 

covariance (ANCOVA) with last observation carried forward (LOCF) 

and mixed-effects model for repeated measures (MMRM) methods to 

fill the missing endpoint. Cariprazine demonstrated robust efficacy in 

maintaining the antipsychotic effect: by the end of the double-blind 

period 47.5 % of placebo-treated patients and 24.8  % of cariprazine-

treated patients had a relapse of schizophrenia symptoms. 

Cariprazine demonstrated robust efficacy on predominant negative 

symptoms of schizophrenia in a dose range of 3–6 mg, with a target 

dose of 4.5 mg: There was a statistically significant difference 

(p = 0.002) in favour of cariprazine over risperidone for the primary 

efficacy parameter PANSS-FSNS and for the secondary efficacy 

parameter PSP (p < 0.001). The most common adverse events were 

akathisia, insomnia and headache; however, the last two occurred 

with similar frequency also in the placebo groups. Cariprazine had a 

favorable safety profile considering prolactin levels, weight gain and 

hematological parameters. 

Discussion: Overall, the efficacy data gained show that cariprazine 

improves a broad range of schizophrenic symptoms in all stages of 

schizophrenia and has a similar safety profile compared to other 

marketed antipsychotics. However, cariprazine is unique in treating 

predominant negative symptoms of schizophrenia, a first-in-class 

approach in a field where there are no available therapies at the 

moment and which is considered to be a high unmet medical need, 

as it represents a burdensome and disabling disease for patients, 

caregivers and society. 
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