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Human studies across major
depressive disorder (MDD), bipolar 1
depression (BP-1) and schizophrenia

2 Preclinical chronic stress models

5 Studies met inclusion criteria

Systematic search across PubMed, Scopus, and Google Scholar
up to June 2025

CUS mouse and CMS rat models assessed with sucrose

consumption Post-hoc RCT analyses and one open-label observational study

| BACKGROUND & OBJECTIVE | RESULTS: TRANSLATIONAL SIGNAL I INTERPRETATION

Anhedonia is a functionally important symptom across The findings suggest possible therapeutic relevance of
psychiatric disorders, but targeted treatment options remain Stress D3 Clinical cariprazine for anhedonia in MDD, BP-| depression, and

limited. del hani t schizophrenia, with biologic plausibility related to D3-preferring
moaeils mecnanism outcomes oharmacology.

Cariprazine, a dopamine D3/D2 partial agonist with preferential CUS mice D3-KO loss ——  BP-I, MDD,
affinity for D3 receptors, may have therapeutic relevance to schizophrenia
reward dysfunction. CMS rats of effect

Possible mechanism

D3-preferring modulation may influence reward and
motivational processes. Direct mechanistic evidence was
limited to one preclinical D3-knockout study.

Objective I KEY FINDINGS

To synthesize preclinical and clinical evidence on the anti- Preclinical

anhedonic effects of cariprazine across psychiatric Cariprazine attenuated stress-induced reduction in sucrose

disorders. consumption in CUS mice.
Cariprazine restored sucrose consumption in CMS rats.
D3-knockout experiment supported dopamine D3 receptor
involvement.

| METHODS Clinical

BP-I depression: 1.5 and 3 mg/day improved MADRS
anhedonia factor score at Week 6.

MDD: adjunctive cariprazine improved MADRS anhedonia
subscale scores versus adjunctive placebo.

Schizophrenia: SAND anhedonia item decreased from 3.2 to
2.1 by Week 16 or termination.

I LLMITATIONS

Small evidence base and heterogeneous study designs.
Clinical evidence mainly from post-hoc analyses
Anhedonia was not consistently assessed with dedicated
validated instruments

Human studies did not report neurobiological correlates

Search: PubMed, Scopus, Google Scholar Uncontrolled design in schizophrenia observational study

Population: animal models of anhedonia or psychiatric
disorders with anhedonia outcome

Intervention: cariprazine monotherapy or adjunctive therapy
Primary outcome: change in anhedonia measures

Key concepts: cariprazine; anhedonia; dopamine D3 receptor
Quality tools: SYRCLE, ROB 2, NIH before-after tool

Data synthesis: narrative synthesis due to heterogeneity

] CONCLUSION

Cariprazine may be associated with

Overall pattern improvement in anhedonia-related measures

Meta-analysis was planned but not performed due to
heterogeneity in models, populations, and anhedonia
measures.

A consistent narrative signal was observed from stress-
induced anhedonia-like behavior in animals to anhedonia-
related measures in clinical populations.

in MDD, BP-I depression, and schizophrenia.
Larger prospective studies with prespecified
anhedonia endpoints are needed.

I TABLE 1. KEY ATTRIBUTES OF STUDIES INCLUDED IN THE SYSTEMATIC REVIEW

nopulation Treatment / Key anhedonia findings

Preclinical CUS mice; stress-  Cariprazine 0.03-0.4 Sucrose Cariprazine significantly attenuated stress-induced reduction in
Duric et al., 2017 [1] induced anhedonia; WT / D3- mg/kg vs vehicle; active consumption sucrose consumption vs CUS + vehicle. Effective doses: 0.2
KO mice; up to 26 days CUS.  comparators imipramine mg/kg, p=0.018; 0.4 mg/kg, p=0.0002. In D3-KO mice, cariprazine
and aripiprazole. did not reverse anhedonia-like behavior.

Study 2 Preclinical CMS rats; stress- Cariprazine 0.01-1.0 Sucrose
Papp et al., 2014 [2] induced anhedonia; male mg/kg vs vehicle; active  consumption
Wistar rats; 7-week CMS with comparators imipramine
5 weeks of treatment. and aripiprazole.

Cariprazine restored sucrose consumption. Effective doses: 0.03
mg/kg, 33%, p<.05; 0.065 mg/kg, 43%, p<.01 in Cohort 2 and
69%, p<.001 in Cohort 3; 0.25 mg/kg, 47%, p<.05.

Study 3 Post-hoc RCT analysis; BP-I Cariprazine 1.5 or 3

Mclintyre, Llorca, et  depression; adults, n=1,383; 6 mg/day vs placebo.
al., 2025 [3] weeks.

MADRS anhedonia Pooled ITT Week 6: 1.5 mg/day LSMD -1.85, p<.001; 3 mg/day
factor score SMD -1.57, p<.001. Higher anhedonia subgroup: 1.5 mg/day
SMD -1.97, p=.0009; 3 mg/day LSMD -2.07, p=.0006. Significant
from Week 1 in pooled ITT.

Study 4 Post-hoc RCT analysis; MDD;  Cariprazine 1.5 or 3 MADRS anhedonia Overall mITT Week 6: 1.5 mg/day LSMD -1.5, p=.0032; 3 mg/day
Mcintyre, Maletic, et adults, n=751 mITT; 6 weeks. mg/day + antidepressant subscale and LSMD -1.1, p=.0381. 1.5 mg/day showed significant effect from
al., 2025 [4] therapy vs placebo + MADRS item 8 Week 2. More consistent findings at 1.5 mg/day.

antidepressant therapy.

Study 5 Open-label observational Cariprazine 1.5-6 mg/day; SAND anhedonia  SAND total score Week 16: mean change -7.3 points, p<.001;

Rancans et al., 2021 study; schizophrenia; adults, no comparator. item significant from Week 2. SAND negative symptom subscore:

[5] n=116; 16 weeks. mean change -6.3, p<.001. Anhedonia item decreased 1.1 points,
from 3.2 to 2.1.

Abbreviations: ADT, antidepressant therapy; BP-I, bipolar | disorder; CMS, chronic mild stress; CUS, chronic unpredictable stress; D3-KO, dopamine D3 receptor
knockout; ITT, intention-to-treat; LSMD, least-squares mean difference; MADRS, Montgomery-Asberg Depression Rating Scale; MDD, major depressive disorder; mITT,
modified intention-to-treat; RCT, randomized controlled trial; SAND, Short Assessment of Negative Domains; WT, wild type.
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