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Introduction
•	Attention-deficit/hyperactivity disorder (ADHD) 
is a chronic and prevalent neurodevelopmental 
disorder in adults that can substantially impair daily 
functioning and quality of life1-3

•	Psychiatric comorbidities are common in adults 
with ADHD, with anxiety disorders among the 
most prevalent and contributing to a greater 
symptom burden, functional impairment, and 
treatment complexity 

4-6 

•	Evaluating treatment response both from 
clinician and patient perspectives can provide 
complementary insight into changes in overall 
ADHD and anxiety symptom severity 

7

•	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 adults8

•	 In adults with ADHD and comorbid anxiety 
disorders, improvements were observed across 
clinician- and patient-rated global measures 
of both ADHD and anxiety, supporting a 
consistent treatment effect across multiple 
clinically meaningful assessments

•	 ADHD improvements were evident as early as 
Week 1, while anxiety improvements emerged 
beginning at Week 4 across global measures 
and HAM-A, consistent with the time course 
generally reported for the anxiolytic effects of 
serotonergic therapies used to treat anxiety 
disorders10
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Objective
•	This phase 3b trial evaluated the effects of centanafadine on clinician- and patient-rated global impressions 
of ADHD and anxiety symptom severity and change 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: Endpoints 
included change from baseline at Week 8 in 
Clinical Global Impression–Severity (CGI-S) and 
the corresponding patient-reported version, Patient 
Global Impression–Severity (PGI-S), and Clinical  
Global Impression–Change (CGI-C), modified for 

ADHD and anxiety scores at each post-baseline 
visit

	– CGI-S was rated from 1 (normal, not at all ill) to 7 
(among the most extremely ill)9 

	– PGI-S scores ranged from 1 (no symptoms) to 7 
(severe symptoms)9

	– CGI-C was rated from 1 (very much improved) to 
7 (very much worse)9

•	Analysis: CGI/PGI-S were analyzed using a 
mixed-effects model for repeated measures with 
trial site, treatment group, visit, and treatment 
group-by-visit interaction as factors and 
baseline-by-visit interaction as a covariate (used 
“unstructured” covariance matrix); CGI-C was 
analyzed using Cochran Mantel Haenszel (last-
observation-carried-forward) without adjusting for  
multiplicity 

Results
•	A total of 315 adults (mean age 38 years, 64% 
female) were randomized to centanafadine (n=157) 
or placebo (n=158), and 241 (76.5%) completed  
the trial

•	Baseline mean ± standard deviation ADHD and 
anxiety symptom severity scores were 4.7 ± 
0.6 and 4.4 ± 0.6, respectively, consistent with 
moderate to marked symptom severity (Figure 1)

•	At Week 8, improvement in ADHD severity 
was observed from both clinician and patient 
perspectives, with treatment differences versus 
placebo of −0.51 (95% CI, −0.77, −0.24) on the  
clinician-rated CGI-S-ADHD and −0.50  
(95% CI, −0.83, −0.17) on the patient-reported 
PGI-S-ADHD; mean clinician-rated severity 
decreased from a moderate range at baseline to 
mildly ill at Week 8, with improvements observed  
as early as Week 1 on both measures   
(Figures 2 and 3)

•	A similar pattern was observed in anxiety severity 
at Week 8, with treatment differences versus 
placebo of −0.29 (95% CI, −0.55, −0.04) on the 
clinician-rated CGI-S-anxiety and −0.38  
(95% CI, −0.71, −0.04) on the patient-reported  
PGI-S-anxiety; mean clinician-rated severity 
decreased from a moderate range at baseline to 
borderline ill at Week 8, with improvements on 
both measures observed beginning at Week 4, 
consistent with the onset of improvement on the 
Hamilton Anxiety Rating Scale (HAM-A)  
(Figures 4 and 5)

•	At Week 8, clinicians rated greater overall 
improvement with centanafadine than placebo 
on the CGI-C for both ADHD and anxiety; mean 
scores with centanafadine were 2.51 versus 
2.90 (P=0.0003) for ADHD and 2.49 versus 2.76 
(P=0.0352) for anxiety, respectively, indicating 
improvement on both domains

Conclusions
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Figure 1. Baseline demographics and clinical characteristics 
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Baseline demographics and clinical characteristics are reported for the randomized population (N=315). Means are presented with standard deviations. 
CGI-S-ADHD, Clinical Global Impression-Severity modified for ADHD; CGI-S-anxiety, Clinical Global Impression-Severity modified for anxiety; GAD, generalized anxiety disorder; PGI-S-ADHD, Patient Global Impression-Severity modified for ADHD; PGI-S-anxiety, Patient Global Impression-Severity modified for anxiety; SAD, social anxiety disorder.

Figure 2. Clinician-reported mean change from baseline in ADHD severity across 8 weeks
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Efficacy analyses were conducted in the full analysis set (N=308). 
**P<0.01, ***P<0.001.  
Shaded bands indicate approximate CGI-S-ADHD severity categories based on the mean baseline scores and are provided for contextual interpretation of mean change from baseline; they do not 
represent individual participant shifts in severity. 
LSM, least squares mean; SE, standard error. 

Figure 3. Patient-reported mean change from baseline in ADHD severity across 8 weeks
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Efficacy analyses were conducted in the full analysis set (N=308).  
*P<0.05, **P<0.01. 
Shaded bands indicate approximate PGI-S-ADHD severity categories based on the mean baseline scores and are provided for contextual interpretation of mean change from baseline; they do not 
represent individual participant shifts in severity. 
LSM, least squares mean; SE, standard error. 

Figure 4. Clinician-reported mean change from baseline in anxiety severity across 8 weeks
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Efficacy analyses were conducted in the full analysis set (N=308). 
*P<0.05. 
Shaded bands indicate approximate CGI-S-anxiety severity categories based on the mean baseline scores and are provided for contextual interpretation of mean change from baseline; they do not 
represent individual participant shifts in severity. 
LSM, least squares mean; SE, standard error.

Figure 5. Patient-reported mean change from baseline in anxiety severity across 8 weeks
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Efficacy analyses were conducted in the full analysis set (N=308). 
*P<0.05. 
Shaded bands indicate approximate PGI-S-anxiety severity categories based on the mean baseline scores and are provided for contextual interpretation of mean change from baseline; they do not 
represent individual participant shifts in severity. 
LSM, least squares mean; SE, standard error.
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