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Introduction
•	Adults with attention-deficit/hyperactivity 

disorder (ADHD) and comorbid anxiety 
disorders may experience substantial executive 
dysfunction and behavioral dysregulation, 
contributing to functional impairment beyond 
the core symptoms of inattention, hyperactivity, 
and impulsivity1-6

•	However, the effects of pharmacologic 
treatment on patient-reported executive 
functioning and behavioral regulation in daily 
life are less well characterized4,6

•	Centanafadine, a norepinephrine-dopamine-
serotonin reuptake inhibitor (NDSRI) and 
central nervous system stimulant, was recently 
approved for the treatment of ADHD in children, 
adolescents, and adults7

•	 In adults with ADHD and comorbid 
anxiety, centanafadine was 
associated with greater patient-
reported improvements versus 
placebo across behavioral 
regulation, metacognitive 
functioning, and overall executive 
function and self-regulation 
assessed by the BRIEF-A 

•	 These findings suggest that 
centanafadine may also improve 
ADHD-associated features 
beyond core symptoms, including 
difficulties with executive function, 
behavioral regulation, and self-
regulation
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Objective
•	This phase 3b trial evaluated the effect of centanafadine on executive function and behavioral 

regulation in adults with ADHD and comorbid anxiety disorders

Methods
•	Study: A phase 3b, multicenter, randomized, 

double-blind, 8-week, placebo-controlled trial 
conducted in the US (NCT06973577) 

•	Participants: Adults (18–65 years) with  
ADHD (of any presentation) and diagnosed 
anxiety disorders (generalized and/or social), 
according to Diagnostic and Statistical Manual 
of Mental Disorders, 5th edition, Text Revision, 
(DSM-5-TR) criteria

•	Treatment: Patients were randomized (1:1) to 
receive once-daily centanafadine extended-
release 328.8 mg or placebo for up to 8 weeks

•	Secondary efficacy endpoints: Change 
from baseline to Week 8 in the Behavior 
Rating Inventory of Executive Function-Adult 
Version (BRIEF-A) T-scores, including the 
Global Executive Composite and its component 
indices, the Behavioral Regulation Index and 
Metacognition Index

	– BRIEF-A is a 75-item self-report questionnaire 
assessing executive functioning and problems 
with self-regulation in daily life8

	■ Behavioral Regulation Index reflects the 
ability to regulate behavior and emotions, 
including impulse control, cognitive shifting, 
emotional modulation, and self-monitoring

	■ Metacognition Index reflects the ability 
to manage and guide task-oriented 
behaviors, including task initiation, working 
memory, planning/organizing, performance 
monitoring, and organization of materials

	■ Global Executive Composite provides an 
overall summary of executive functioning 
derived from the Behavioral Regulation 
and Metacognition Indices

	– Items are rated from 1 (never) to 3 (often) 
based on experiences during the previous 
month; raw scores are converted to T-scores, 
with higher T-scores indicating worse 
executive function8

•	Analysis: Efficacy endpoints were analyzed 
using a mixed-effect model for repeated 
measures, with trial site, treatment group, visit, 
and treatment group-by-visit interaction as fixed 
effects and baseline-by-visit interaction as a 
covariate; used “unstructured” covariance matrix

	– No adjustment was made for multiplicity; 
therefore, P-values are nominal and should be 
interpreted descriptively

Results
•	A total of 315 adults (mean age 38 years,  

64% female) were randomized to centanafadine 
(n=157) or placebo (n=158), with 241 (76.5%) 
completing the trial

•	At baseline, mean ± standard deviation 
BRIEF-A T-scores were 77.4 ± 10.4 for the 
Global Executive Composite, 70.0 ± 11.5 for the 
Behavioral Regulation Index, and 79.5 ± 10.1 
for the Metacognition Index, indicating severe 
executive functioning difficulties and impact on 
daily life (Figure 1)

•	By Week 8, centanafadine was associated 
with greater improvement versus placebo on 
the overall Global Executive Composite, with a 
treatment difference of –4.3 (95% CI, –7.61 to 
–0.92) (Figure 2)

•	On the Behavioral Regulation Index, similar 
improvement from baseline was seen, with a 
treatment difference of –4.1 (95% CI, –7.09 to 
–1.05) at Week 8 (Figure 3)

•	Improvement was also observed on the 
Metacognition Index, with a treatment difference 
of –4.0 (95% CI, –7.34 to –0.64) versus placebo 
at Week 8 (Figure 4)

•	Improvements were observed across 
domains within the Behavioral Regulation 
and Metacognition indices, including Inhibit, 
Shift, Self-Monitor, Initiate, Working Memory, 
Plan/Organize, and Organization of Materials; 
domains with less baseline impairment generally 
showed smaller improvements (Figure 5)

Conclusions
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Figure 1. Baseline demographics and clinical characteristics

64.4% female (n=203)

35.6% male (n=112)

SEX AT 
BIRTH

80.4 (17.5) kg

MEAN 
WEIGHT

38.1 (11.3) years

MEAN AGE ANXIETY 
TYPE

94.0%
14.6%

GAD (n=296)

SAD (n=46)

77.4 (10.4) (severe)

MEAN BRIEF-A GEC

70.0 (11.5) (moderate)

MEAN BRIEF-A BRI

79.5 (10.1) (severe)

MEAN BRIEF-A MIRACE

5.7%
0.6%

17.1%
Asian (n=18)

American Indian/Alaskan Native (n=2)

Black or African American (n=54)

9.2%
67.0%

Other (n=29)

White (n=211)

Baseline demographics and clinical characteristics are reported for the randomized population (N=315). Means are presented with standard deviations.  
BRI, Behavioral Regulation Index; BRIEF-A, Behavior Rating Inventory of Executive Function-Adult Version; GAD, generalized anxiety disorder; GEC, Global Executive Composite; MI, Metacognition Index; SAD, social anxiety disorder. 

Figure 2. Change from baseline in the BRIEF-A Global Executive Composite across 8 weeks
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−17.73 (P=0.0126)

−13.46

Efficacy analyses were conducted in the full analysis set (N=308). 
*P<0.05, **P<0.01.  
BRIEF-A, Behavior Rating Inventory of Executive Function-Adult Version; LSM, least squares mean; SE, standard error.

Figure 3. Change from baseline in the BRIEF-A Behavioral Regulation Index across 8 weeks
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Efficacy analyses were conducted in the full analysis set (N=308). 
*P<0.05, **P<0.01.  
BRIEF-A, Behavior Rating Inventory of Executive Function-Adult Version; LSM, least squares mean; SE, standard error.

Figure 4. Change from baseline in the BRIEF-A Metacognition Index across 8 weeks
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Efficacy analyses were conducted in the full analysis set (N=308). 
*P<0.05, **P<0.01.  
BRIEF-A, Behavior Rating Inventory of Executive Function-Adult Version; LSM, least squares mean; SE, standard error.

Figure 5. Change from baseline in the BRIEF-A line-items
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Efficacy analyses were conducted in the full analysis set (N=308). 
Open circle/square = baseline mean; arrow tip = baseline mean + least squares mean change from baseline. 
BRIEF-A ranges: 50 typical to normal, <60 within expected range, 60–64 mildly elevated, 65–69 clinically elevated, ≥70 highly elevated. 
*P<0.05, **P<0.01. 
BRIEF-A, Behavior Rating Inventory of Executive Function-Adult Version; BRI, Behavioral Regulation Index; GEC, Global Executive Composite; MI, Metacognition Index.
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