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Abstract 
Objective: To evaluate the effects of 
adjunctive cariprazine on anxiety 
symptoms in adults with a DSM-5 
diagnosis of major depressive disorder 
(MDD) and inadequate response to 
antidepressant therapy (ADT). 

Methods: In this post hoc analysis of a 
phase 3 study (NCT03738215), we 
assessed the effects of adjunctive 
cariprazine 1.5 and 3.0 mg/d on 
depressive and anxiety symptoms. 
The modified intent-to-treat (mITT) 
population was evaluated, as well as 
subgroups with varying degrees of 
baseline anxiety, defined by Hamilton 
Rating Scale for Depression (HAM-D) 
Anxiety/Somatization factor scores 

and Hamilton Anxiety Rating Scale 
(HAM-A) total scores. Least squares 
mean differences (LSMD) in change 
from baseline to week 6 in Montgomery- 
Asberg Depression Rating Scale and 
HAM-A total scores and in HAM-D 
Anxiety/Somatization factor scores 
were reported. 

Results: The mITT population included 
751 patients. At week 6, cariprazine 
1.5 mg/d + ADT resulted in significantly 
greater changes in depressive 
symptoms versus placebo in patients 
with elevated baseline anxiety (HAM-D 
Anxiety/Somatization factor subgroup: 
LSMD [95% CI], −2.4 [−4.2 to −0.7]); HAM- 
A total score subgroup: −2.8 [−4.6 to −1.0]). 
Adjunctive cariprazine also significantly 
reduced anxiety symptoms in the overall 

mITT population, as measured by mean 
reductions in HAM-D Anxiety/ 
Somatization factor (1.5 mg/d: 
−0.8 [−1.2 to −0.3]; 3.0 mg/d: 
−0.5 [−1.0 to −0.1]) and HAM-A total 
scores (1.5 mg/d: −1.3 [−2.5 to −0.1 ]). 
Similar trends were observed for 
adjunctive cariprazine 1.5 mg/d in 
subgroups of patients with elevated 
anxiety symptoms. 

Conclusions: In addition to reducing 
depressive symptoms, adjunctive 
cariprazine may also reduce anxiety 
symptoms in patients with MDD, 
regardless of the level of baseline 
anxiety. 
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M ajor depressive disorder (MDD) is a complex 
mood disorder that often requires adjunctive 
therapy to achieve effective symptom control, as 

a significant proportion of patients do not achieve 
remission following standard antidepressant therapies.1 

Many patients with MDD also suffer from clinically 
meaningful levels of anxiety.2–4 In the Sequenced 
Treatment Alternatives to Relieve Depression (STAR*D) 
trial, 46% of patients with MDD were considered to have 
significant levels of anxiety or “anxious depression,” 
defined as a Hamilton Depression Rating Scale (HAM-D) 
anxiety/somatization factor score ≥7.2 A subsequent 
analysis of STAR*D patients showed that those who had 
anxious depression were significantly less likely to 

respond or remit with antidepressant monotherapy vs 
patients with nonanxious depression.5 In addition, 
patients with anxious depression took significantly longer 
to respond and achieve remission than patients with 
nonanxious depression,5 suggesting that anxious 
depression may be more difficult to treat than depression 
without comorbid anxiety. Anxious depression has also 
been associated with increased risk of relapse, increased 
suicide risk, depression severity, severe role impairment, 
and functional impairment relative to depression 
without anxiety.2–6 Even among patients with MDD who 
respond to treatment, residual anxiety symptoms predict 
more rapid recurrence,7 underscoring the negative 
effects anxiety may have on MDD outcomes. 
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Cariprazine is a dopamine D3-preferring D3/D2 and 
serotonin 5-HT1A receptor partial agonist that is approved 
by the US Food and Drug Administration (FDA) as an 
adjunct to antidepressant therapy (ADT) to treat adults 
with MDD and inadequate response to antidepressants. 
The efficacy of adjunctive cariprazine in reducing 
depressive symptoms in patients with MDD and 
inadequate response to ADT alone was demonstrated in 
an 8-week, multicenter, double-blind, placebo- 
controlled, phase 2, flexible-dose study8 designed to 
investigate the effects of adjunctive cariprazine 1–2 mg/d 
and 2–4.5 mg/d in patients with MDD and an 
inadequate response to ongoing ADT. Results indicated 
that the difference in Montgomery-Asberg Depression 
Rating Scale (MADRS) total score change from baseline 
to week 8 was significant in favor of the higher dose 
treatment group (cariprazine 2–4.5 mg/d) vs placebo.8 

This was followed by a 6-week, phase 3, fixed-dose 
study9 in which patients with MDD and an inadequate 
response to ADT alone were randomized to receive 
cariprazine 1.5 mg/d + ADT, cariprazine 3.0 mg/d + ADT, 
or placebo + ADT for 6 weeks of double-blind treatment. 
At week 6, differences in mean MADRS total score change 
from baseline were significant in favor of cariprazine 
1.5 mg/d, and MADRS response rates (≥50% reduction 
in MADRS total score from baseline) were significantly 
greater with cariprazine 1.5 mg/d + ADT vs 
placebo + ADT.9 In addition to exhibiting depressive 
symptom improvement, patients treated with cariprazine 
had greater reductions from baseline in Hamilton 
Anxiety Rating Scale (HAM-A) total score than placebo- 
treated patients,9 suggesting a potential anxiolytic benefit 
with adjunctive cariprazine treatment. 

Given the high prevalence of anxiety among patients 
with MDD and the challenges associated with anxious 
depression, treatment regimens that can help manage 
both depressive and anxiety symptoms would address a 
critical need. We conducted post hoc analyses of data 
from the fixed-dose, randomized, double-blind, placebo- 
controlled, phase 3 study described above to evaluate the 
effects of adjunctive cariprazine on depressive and anxiety 

symptoms across various levels of baseline anxiety 
among patients with MDD and an inadequate response 
to ADT alone. 

METHODS 

Study Design 
Details of the fixed-dose phase 3 study 

(NCT03738215) have been provided previously.9 Briefly, 
adult patients (age 18–65 years) were randomized 1:1: 
1 to receive cariprazine 1.5 mg/d + ADT, cariprazine 
3.0 mg/d + ADT, or placebo + ADT for 6 weeks of double- 
blind treatment following a 2-week screening period. 
After the double-blind treatment period, patients 
entered a 4-week safety follow-up, during which no 
medication was administered. Key inclusion criteria 
were a Diagnostic and Statistical Manual of Mental 
Disorders, Fifth Edition (DSM-5), diagnosis of MDD, 
inadequate response (<50% improvement) to 1–3 ADTs 
of adequate dose and duration, and baseline 17-item 
HAM-D total score ≥22, with a score ≥2 on item 1. The 
primary efficacy parameter was change from baseline to 
week 6 in MADRS total score. 

Post Hoc Analysis 
In post hoc analyses, the effects of cariprazine on 

depressive and anxiety symptoms were evaluated in the 
overall modified intent-to-treat population (mITT; 
defined as all randomized participants who 
had ≥1 postbaseline assessment of the MADRS total 
score) and in subgroups of patients with varying levels of 
baseline anxiety, which were based on HAM-D Anxiety/ 
Somatization factor total scores and HAM-A total scores 
at baseline. The HAM-D Anxiety/Somatization factor 
score is the sum of the following HAM-D items: psychic 
anxiety, somatic anxiety, gastrointestinal somatic 
symptoms, general somatic symptoms, hypochondriasis, 
and insight. The HAM-D was administered at baseline 
and at week 6 in the primary study. The HAM-A is a 
14-item, clinician-rated evaluation used to assess the 
severity of anxiety symptoms. The HAM-A was 
administered at baseline and at weeks 2 and 6 in the 
primary study. 

For the analysis of depressive symptoms, the 
following subgroups were evaluated: 

1. HAM-D Anxiety/Somatization factor subgroups 
were defined as patients with or without anxiety 
symptoms (score ≥7 or <7, respectively) 

2. HAM-A subgroups of patients with mild anxiety 
(score ≤14) or with moderate to severe anxiety 
(score >14) were also evaluated 

For the analysis of anxiety symptoms, the following 
subgroups were evaluated: 

Clinical Points 
• Patients with major depressive disorder (MDD) commonly 

experience anxiety symptoms that can complicate 
treatment; therefore, regimens that can address both 
depressive and anxiety symptoms are clinically relevant. 

• Adjunctive cariprazine reduced both depressive 
symptoms and anxiety symptoms in adults with MDD and 
various levels of baseline anxiety. 

• There was no worsening of anxiety symptoms with 
adjunctive cariprazine in patients with MDD who had 
no baseline anxiety symptoms (ie, HAM-D Anxiety/ 
Somatization factor score <7). 
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1. Patients with at least mild (HAM-A total score 
of >7), at least moderate (HAM-A total score 
of >14), or severe anxiety (HAM-A total score >23) 

2. Patients with and without baseline anxiety 
symptoms, defined as a HAM-D Anxiety/ 
Somatization factor score ≥7 or <7, respectively 

Outcomes included least squares (LS) mean change 
from baseline to week 6 in depressive symptoms, as 
measured by MADRS total score, and in anxiety 
symptoms, as measured by HAM-D Anxiety/ 
Somatization factor score and HAM-A total score. Change 
from baseline in MADRS total scores or HAM-A scores 
was analyzed using a mixed-effects model for repeated 
measures. HAM-D Anxiety/Somatization factor was 
analyzed using analysis of covariance since the HAM-D 
was administered only at baseline and week 6. 
Differences were considered statistically significant in 
favor of cariprazine when the 95% CI for the LS mean 
difference (LSMD) vs placebo did not cross zero. 

RESULTS 

Baseline Characteristics 
The mITT population included 751 patients 

(cariprazine 1.5 mg/d + ADT, n = 250; cariprazine 
3.0 mg/d + ADT, n = 252; placebo + ADT, n = 249). 
Baseline demographic and clinical characteristics were 
generally similar across adjunctive cariprazine treatment 
and placebo groups. Most patients (>70%) were female, 
and the average age was approximately 45 years. 
Baseline MADRS and HAM-A total scores were 
approximately 32 and 22, respectively, in the overall 
mITT population. 

Based on HAM-D Anxiety/Somatization Factor 
scores, 627 patients (83.5%) had anxiety symptoms at 
baseline. HAM-A total scores indicated that 742 patients 
(98.8%) had at least mild baseline anxiety, and 
131 patients (17.4%) had mild anxiety at baseline. 
620 (82.6%) had at least moderate baseline anxiety, 
and 262 (34.9%) had severe baseline anxiety. 

Effects of Adjunctive Cariprazine on 
Depressive Symptoms 

In patients with elevated anxiety symptoms as 
measured by HAM-D Anxiety/Somatization factor score 
(anxious depression), the change from baseline in 
MADRS total score was significantly greater for 
cariprazine 1.5 mg/d + ADT vs placebo + ADT (Figure 1A). 
In patients without anxiety symptoms (nonanxious 
depression), the LSMD for cariprazine 1.5 mg/d + ADT 
vs placebo was larger than the LSMDs observed in 
patients with anxiety, but the difference was not 
significant, potentially due to smaller sample sizes in this 
subgroup (adjunctive placebo n = 47, adjunctive 

cariprazine 1.5 mg/d n = 36, adjunctive cariprazine 
3.0 mg/d n = 41) (Figure 1A). 

In patients with moderate or severe anxiety 
symptoms as measured by HAM-A, the difference in LS 
mean change from baseline to week 6 in MADRS total 
score was statistically significant for cariprazine 
1.5 mg/d + ADT vs placebo + ADT (Figure 1B), with 
significantly greater LS mean reductions observed as 
early as week 2 (Supplementary Figure 1). In the mild 
anxiety subgroup, the greatest treatment effect was 
observed in the cariprazine 3.0 mg/d + ADT group 
(LSMD: −2.6); however, differences vs placebo + ADT 
were not significant for either adjunctive cariprazine 
treatment group, potentially due to the small sample 
size in this subgroup (adjunctive placebo n = 48, 
adjunctive cariprazine 1.5 mg/d n = 36, adjunctive 
cariprazine 3.0 mg/d n = 47) (Figure 1B). 

Effects of Adjunctive Cariprazine on Anxiety 
Symptoms 

In the overall mITT population, the LSMD from 
baseline to week 6 in HAM-A total score was statistically 
significant for cariprazine 1.5 mg/d + ADT vs 
placebo + ADT (Figure 2). The reduction in HAM-A total 
score for cariprazine 3.0 mg/d + ADT was greater than 
that of placebo + ADT, though the difference did not 
achieve statistical significance (Figure 2). 

When anxiety was further evaluated by change from 
baseline to week 6 in HAM-D Anxiety/Somatization factor 
score in the overall mITT population, differences vs 
placebo + ADT were statistically significant for both 
cariprazine 1.5 and 3.0 mg/d + ADT (Figure 3). 

In subgroups of patients with anxiety as measured by 
HAM-A total score, the difference in change from baseline 
to week 6 in HAM-A total score was statistically 
significant for cariprazine 1.5 mg/d + ADT vs 
placebo + ADT in patients with at least mild or at least 
moderate anxiety. 

Although larger differences vs placebo + ADT were 
observed for the cariprazine 3.0 mg/d + ADT group, 
differences were not statistically significant (Figure 4). 
Changes from baseline to week 6 in HAM-A total score 
were largest in the severe anxiety subgroup, but the 
differences between adjunctive cariprazine and placebo 
were not significant, possibly due to the small sample 
sizes in this group (adjunctive placebo n = 75, adjunctive 
cariprazine 1.5 mg/d n = 89, adjunctive cariprazine 
3.0 mg/d n = 98) (Figure 4). 

In subgroups of patients with baseline anxiety as 
measured by HAM-D Anxiety/Somatization factor score, 
LS mean changes from baseline to week 6 in HAM-D 
Anxiety/Somatization factor scores were significantly 
greater for both cariprazine 1.5 mg/d + ADT and 
3.0 mg/d + ADT vs placebo + ADT (Figure 5A). 
Numerically greater changes were observed in favor of 
adjunctive cariprazine in patients without anxiety 

Posting of this PDF is not permitted. | For reprints or permissions, contact 
permissions@psychiatrist.com. | © 2025 Physicians Postgraduate Press, Inc. 

J Clin Psychiatry 86:2, June 2025 | Psychiatrist.com 3 

Adjunctive Cariprazine for Anxiety Symptoms in MDD 

mailto:permissions@psychiatrist.com
https://www.psychiatrist.com/jcp
https://www.psychiatrist.com


Figure 1. 
Change From Baseline to Week 6 in MADRS Total Score in (A) HAM-D Anxiety/Somatization Factor 
Subgroups and (B) HAM-A Subgroups 
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symptoms, yet the differences were not statistically 
significant (Figure 5A). Cariprazine 1.5 mg/d + ADT 
was associated with significantly greater reductions in 
HAM-A total score from baseline to week 6 in patients 
with HAM-D Anxiety/Somatization factor scores ≥7; 
no significant differences were observed for patients 
with HAM-D Anxiety/Somatization factor scores <7 
(Figure 5B). Among patients without baseline anxiety, 
there was no worsening of anxiety symptoms as 
measured by HAM-D Anxiety/Somatization factor 
scores and HAM-A total scores (Figure 5A and 5B). 

Safety 
In the overall safety population, the most common 

adverse events occurring in at least 5% of patients in 
either adjunctive cariprazine treatment group and twice 
the rate of adjunctive placebo were akathisia (cariprazine 
1.5 mg/d + ADT: 5.2%; cariprazine 3.0 mg/d + ADT: 
7.9%; placebo + ADT: 0.8%) and nausea (cariprazine 
1.5 mg/d + ADT: 7.9%; cariprazine 3.0 mg/d + ADT: 
6.3%; placebo + ADT: 2.4%). 

DISCUSSION 

In patients with MDD who experienced an inadequate 
response to ADT alone and had elevated anxiety 
symptoms at baseline, defined using either HAM-D 
Anxiety/Somatization factor scores or HAM-A scores, 
cariprazine 1.5 mg/d + ADT resulted in significantly 
greater changes in depressive symptoms vs 
placebo + ADT. In patients without anxiety symptoms, 

cariprazine 1.5 mg/d + ADT was also associated with 
greater reductions in depressive symptoms, though 
differences vs placebo were not significantly different, 
likely due to the relatively small sample size. Further, 
there was no worsening of anxiety symptoms with 
adjunctive cariprazine in patients without baseline 
anxiety (ie, HAM-D Anxiety/Somatization factor 
score <7). Cariprazine + ADT also significantly reduced 
anxiety symptoms in the mITT population, as measured 
by mean reductions in HAM-D Anxiety/Somatization 
factor scores and HAM-A total scores. Significant 
differences in HAM-A total scores were observed for 
cariprazine 1.5 mg/d + ADT in the subgroups with at least 
mild and at least moderate anxiety and for patients with 
anxious depression. The largest anxiolytic effects were 
observed for patients with severe anxiety, though small 
sample sizes likely prevented detection of significant 
differences between adjunctive cariprazine and placebo. 
Both adjunctive cariprazine doses were associated with 
significantly greater changes in HAM-D Anxiety/ 
Somatization factor scores vs placebo in patients with 
anxious depression at baseline. Results of our post hoc 
analyses are consistent with previous findings that 
anxiety is a common feature of MDD. Of note, the 
percentages of patients with anxiety symptoms in this 
study varied based on which criterion was used (HAM-D 
Anxiety/Somatization factor score: 83.5% with baseline 
anxiety symptoms; HAM-A total score: 98.8% with at 
least mild baseline anxiety), suggesting that there may 
be some differences between these measures in defining 

Figure 2. 
Change From Baseline to Week 6 in HAM-A Total 
Score (mITT Population) 

*P < .05 vs placebo + ADT (based on MMRM). 
Abbreviations: ADT = antidepressant therapy, HAM-A = Hamilton Anxiety Rating 

Scale, LS = least squares, LSMD = least squares mean difference, mITT = modified 
intent-to-treat, MMRM = mixed-effects model for repeated measures. 

Figure 3. 
Change From Baseline to Week 6 in HAM-D 
Anxiety/Somatization Factor Score (mITT 
Population) 

*P < .05 vs placebo + ADT, ***P < .001 vs placebo + ADT, based on analysis of 
covariance. 

Abbreviations: ADT = antidepressant therapy, HAM-D = Hamilton Rating Scale for 
Depression, LS = least squares, LSMD = least squares mean difference, 
mITT = modified intent-to-treat. 
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anxiety symptoms. Regardless of the scale used to define 
anxiety symptoms and the level of baseline anxiety in 
this population of patients with MDD, results suggest 
that adjunctive cariprazine reduces both depressive 
symptoms and anxiety symptoms. 

These findings support previous preclinical 
cariprazine results suggesting that cariprazine may have 
anxiolytic properties. In animal model studies, 
cariprazine displayed antidepressant and anxiolytic 
effects, which may have been at least partially mediated 
by its preferential binding of the D3 receptor.10 Results 
from previous studies have suggested that the D3 

receptor may be involved in the regulation of anxiety 
symptoms.11 The affinity of cariprazine for the D3 

receptor is 10-fold that of the D2 receptor, and 
cariprazine displays a greater affinity for the D3 receptor 
than other atypical antipsychotics.12 This unique 
pharmacodynamic feature may play a role in reducing 
anxiety symptoms in patients with MDD, though future 
research is needed to confirm this hypothesis. Further, 
a recent post hoc analysis of pooled data from 
2 cariprazine studies for the treatment of bipolar I 
depression showed that cariprazine 1.5 mg/d resulted 
in a significantly greater reduction from baseline to 
week 6 in HAM-A total score vs placebo (LSMD, −1.5; 

P = .0027) in the pooled ITT population.13 In a patient 
subgroup with higher levels of baseline anxiety, 
changes from baseline to week 6 were statistically 
significant in favor of cariprazine 1.5 mg/d vs placebo 
on MADRS total score (LSMD, −2.44; P = .0200) and 
HAM-A total score vs placebo (LSMD, −1.87; P = .0105). 
In patients with lower levels of anxiety, cariprazine 
3.0 mg/d resulted in significantly greater reductions 
from baseline to week 6 in MADRS total score 
(LSMD, −4.43; P < .0001) and HAM-A total score 
(LSMD, −1.30; P = .0441), while cariprazine 1.5 mg/d 
resulted in significantly greater reductions in MADRS 
total score (LSMD, −2.23; P = .0457). Though bipolar 
and unipolar depression are distinct disorders, the 
trends of reduced anxiety symptoms with cariprazine 
observed in patients with bipolar I depression and 
MDD are comparable. Together, results from the 
present analysis and previous studies indicate that 
cariprazine may reduce both depressive and anxiety 
symptoms, regardless of whether a major depressive 
episode is associated with bipolar or unipolar 
depression. 

Although some antidepressants can also be used to 
address anxiety in patients with MDD,14 anxiety 
symptoms are among the most common residual 

Figure 4. 
Change From Baseline to Week 6 in HAM-A Total Score in Patients With at Least Mild, Moderate, or 
Severe Anxiety (HAM-A Subgroups) 
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Figure 5. 
Change From Baseline to Week 6 in (A) HAM-D Anxiety/Somatization Factor Score and (B) HAM-A Total 
Score in Patients With and Without Baseline Anxiety Symptoms (HAM-D Anxiety/Somatization Factor 
Subgroups) 
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symptoms following ADT,15 which may complicate 
treatment, negatively affect psychosocial functioning, 
and make remission more difficult to achieve.2,5,16 

Further, many patients with MDD do not achieve 
adequate response or remission with ADT alone17 and 
may require adjunctive therapy to effectively manage 
their symptoms. Our analysis demonstrates the ability 
of adjunctive cariprazine to reduce overall depressive 
and anxiety symptoms in patients with MDD across 
varying levels of baseline anxiety. Other studies of 
adjunctive atypical antipsychotics (AAs) for the 
treatment of MDD have also demonstrated significant 
effects for reducing anxiety symptoms in patients with 
higher or lower levels of baseline anxiety18–21 and 
support the use of an adjunctive AA for managing 
patients with MDD, regardless of the degree of baseline 
anxiety. 

Our finding of a significant reduction in symptoms of 
anxiety with adjunctive cariprazine may have implications 
for managing anxious depression in clinical practice, 
which can be challenging. Clinicians may have the 
impression that a sedating agent, such as a sedating 
adjunctive AA or a benzodiazepine, is required to help 
manage anxiety symptoms in patients with MDD. 
However, more sedating AAs may result in persistent 
daytime somnolence,22,23 and benzodiazepines have been 
associated with dependence, cognitive impairment, and 
worsened anhedonia symptoms.22,24,25 Daytime sedation 
caused by medication can negatively affect physical and 
cognitive function, leading to subsequent negative effects 
on medication adherence and quality of life in some 
cases.22,23,26 Compared with patients in remission who 
attain normal functioning, those who do not attain 
normal functioning have a substantially greater risk of 
MDD relapse,27 underscoring the importance of 
minimizing functional impairment in this patient 
population. While sedation is a common adverse effect 
associated with many AAs,28,29 cariprazine is considered 
a low somnolence compound compared with other 
AAs28 and has demonstrated relatively low levels of 
daytime sedation in MDD clinical trials.9,30 Further, in 
post hoc analyses of data from patients with bipolar I 
depression in a phase 2b trial, cariprazine 1.5 mg/d 
demonstrated significant improvements vs placebo 
across 5 of 6 Functional Assessment Short Test (FAST) 
subscale scores,31 suggesting that cariprazine may 
improve functional outcomes in patients with bipolar 
depression. While no firm conclusions can be made 
from post hoc analyses, these findings are important 
because cariprazine may offer clinicians an option to 
manage anxiety symptoms in patients with MDD 
without a significant risk of sedation and potential 
functional deficits. 

Results of this post hoc analysis should be interpreted 
within the context of its limitations, which include the 
lack of adjustment for multiple comparisons. Also, the 

primary study was not powered for subgroup analyses 
and consisted of a relatively short study duration, which 
could have influenced the results of the present analysis. 
Patients with primary anxiety disorders were excluded, 
and while many patients with MDD have anxiety 
symptoms, there was no requirement for patients to 
have anxiety at baseline, although very few patients in 
this study did not. These factors may limit generalizability 
to some patients with MDD. 

Overall, adjunctive cariprazine was more effective 
than adjunctive placebo for reducing overall depressive 
and anxiety symptoms in patients with MDD and various 
levels of baseline anxiety. The outcomes of this post hoc 
analysis are exploratory and further study is needed to 
evaluate the potential benefits of adjunctive cariprazine 
on anxiety symptoms in patients with MDD. 
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Supplementary Figure 1. Change from Baseline in MADRS Total Score By Visit in Patients 

With Moderate or Severe Anxiety and Patients With Mild Anxiety

*95% CI for LSMD vs placebo does not cross 0.

ADT, antidepressant therapy; HAM-A, Hamilton Anxiety Rating Scale; LSM, least squares mean; LSMD, 

least squares mean difference; MADRS, Montgomery–Åsberg Depression Rating Scale.
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