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The role of serotonin & dopamine in affective symptoms of schizophrenia 

Depression and mania are might be caused by the complex interplay of various 
neurotransmitter systems, including serotonin, dopamine and norepinephrine.1,2

Affective symptoms worsened by:

• DA-2 antagonism

Affective symptoms improved  by:

• DA-2 partial agonism
• DA-3 partial agonism
• 5HT1A modulation
• 5HT2A inverse agonism



Affective disorders

References: 1. https://www.isad.org.uk/aboutus/affective-disorders.asp#:~:text=Function%3A%20noun,%2D%2D%20called%20also%20affective%20disorder ; 
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Affective (mood) disorders are psychiatric conditions primarily characterised by 
disturbances in mood and emotion.1 The most common affective disorders are major 
depression and bipolar disorder, however, affective symptoms can be present in other 
disorders, creating a spectrum.
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Cariprazine in schizophrenia with affective symptoms

Reference: Marder, S. et al. Eur. Neuropsychopharmacol. 29, 127–136 (2019).

Cariprazine proved to be effective in the treatment of schizophrenia as shown in 3 short-term, 
randomised clinical trials. Sub-analyses of the schizophrenia population concerning 
affective symptoms showed significant efficacy on this symptom domain within the acute 
patient population. 
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Cariprazine in schizophrenia with affective symptoms
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Cariprazine significantly improved overall affective (anxiety/depressive) symptoms. 
Additionally, cariprazine improved 3 of 4 subdomains, including anxiety, tension and depression. 

Reference: Marder, S. et al. Eur. Neuropsychopharmacol. 29, 127–136 (2019).
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Naturalistic follow-up of cariprazine in schizophrenia



Cariprazine in schizoaffective disorder

References:: 1. Oloyede E, et al. Ther Adv Psychopharmacol. 2022;12: 1–9.; 2. Bogren M et al. Front. Psychiatry. 2022;13:887547; 3. Dyrmishi E et al. Front. Psychiatry. 
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Cariprazine showed to be effective in the treatment of schizoaffective disorder as demonstrated by various 
cases in real-life settings. Randomised clinical trials, to date, are not available.

EVIDENCE DIAGNOSIS MEDICATION(S) PRESENTING PROBLEM OUTCOME

Case report1-3

Schizoaffective 
disorder, 

depressive type
CAR+CLOZ Negative symptoms

• No adverse events
• Better engagement and fuller affect (6 months)
• 73% reduction in SANS score (from 88 to 24)
• Some persistent positive symptoms remained

Treatment-
resistant 

schizoaffective 
disorder

CAR+CLOZ+VAL
Negative and cognitive 

symptoms

• No side-effects
• Gradual improvement in negative and cognitive symptoms and 

functionality
• Significant improvement in illness-severity (CGI-S)

Schizoaffective 
disorder, 

depressive type
CAR

Psychotic, depressive, 
and anxiety symptoms

• Response and remission after 4 weeks
• Reduction in psychotic and depressive symptoms
• After 16 weeks of treatment, twice weekly administration with 

continued efficacy and sustained remission

Pilot study4

Schizoaffective 
disorder

CAR+CLOZ
Treatment-resistance 

and negative symptoms

• Dizziness with higher CAR dose
• Improvement in PANSS Positive (35%), Negative (88%) and 

Total (47%) scores

Schizoaffective 
disorder

CAR+CLOZ
Metabolic side-effects 

and negative symptoms

• Good tolerability
• Marked improvement in PANSS Positive (100%), Negative 

(100%) and Total (67%) scores

Schizoaffective 
disorder

CAR+CLOZ Treatment-resistance • Discontinuation after 6 weeks due to poor response

Disclaimer: please note that cariprazine is only indicated for the treatment of schizophrenia in the EU and for the treatment of schizophrenia; depressive and manic/mixed 
episodes associated with bipolar I disorder; and for the adjunctive treatment of major depressive disorder in the US.



Cariprazine in bipolar disorder

Cariprazine was examined in 7 randomised clinical trials in patients with bipolar disorder (3 studies 
in bipolar mania and 4 studies in bipolar depression). Cariprazine proved to be effective in the dose 
range of 1.5-3.0 mg/day for the treatment of depressive episodes associated with bipolar I disorder 
and 3.0-6.0 mg/day for the treatment of manic/mixed episodes associated with bipolar I disorder. 

MANIA DEPRESSION

RGH-MD-31
Phase II

RGH-MD-32
Phase III

RGH-MD-33
Phase III

RGH-MD-52
Phase II

RGH-MD-56
Phase IIb

RGH-MD-53
Phase III

RGH-MD-54
Phase III

3 weeks 8 weeks 6 weeks

YMRS Total Score MADRS Total Score

The 3-12 mg/day 
dose group 
showed 
statistically 
significant 
separation from 
placebo

The 3-12 mg/day 
dose group 
showed 
statistically 
significant 
separation from 
placebo

Both the 3-6
mg/day and 6-12 
mg/day dose 
groups showed 
statistically 
significant 
separation from 
placebo

No statistically 
significant
difference was 
observed
between the 
cariprazine
group and 
placebo group

The 1.5 mg/day 
dose group 
showed 
statistically 
significant 
separation from 
placebo

The 1.5 mg/day 
dose group 
showed 
statistically 
significant 
separation from 
placebo

Both the 
1.5mg/day and 3 
mg/day dose 
groups showed 
statistically 
significant 
separation from 
placebo

Reference: https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/204370s009lbl.pdf

Disclaimer: please note that cariprazine is only indicated for the treatment of schizophrenia in the EU and for the treatment of schizophrenia; depressive and manic/mixed 
episodes associated with bipolar I disorder; and for the adjunctive treatment of major depressive disorder in the US.

https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/204370s009lbl.pdf


Adjunctive cariprazine in MDD

Reference: https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/204370s009lbl.pdf

Cariprazine was examined in 5 randomised clinical trials in patients with major 
depressive disorder as add-on treatment. Cariprazine proved to be effective in 
the dose range of 1.5-3.0 mg/day for the treatment of major depressive disorder.

PIVOTAL STUDIES SUPPORTIVE STUDIES

RGH-MD-75
Phase IIb

3111-301-001
Phase III

RGH-MD-71
Phase II

RGH-MD-72
Phase III

3111-302-001
Phase III

8 weeks 6 weeks 8 weeks 8 weeks 6 weeks

MADRS Total Score MADRS Total Score

The 2-4.5 mg/d + 
ADT dose group 
showed statistically 
significant 
separation from 
placebo

The 1.5 mg/day + 
ADT dose group 
showed statistically 
significant 
separation from 
placebo 

Safety data is in line with the overall safety profile of cariprazine. 

Disclaimer: please note that cariprazine is only indicated for the treatment of schizophrenia in the EU and for the treatment of schizophrenia; depressive and manic/mixed 
episodes associated with bipolar I disorder; and for the adjunctive treatment of major depressive disorder in the US.

https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/204370s009lbl.pdf

