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CONCLUSIONS
•	CTN treatment demonstrated improvement in 

core ADHD symptoms and symptom severity 
versus placebo irrespective of sex, race, 
ethnicity in adults with ADHD
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INTRODUCTION
•	 Attention-deficit/hyperactivity disorder (ADHD) is a 

chronic and prevalent neurodevelopmental disorder 
in adults, characterized by symptoms of inattention, 
hyperactivity, and impulsivity—all of which can affect 
overall quality of life (QoL) for patients and  
their families1

•	 ADHD is associated with significant humanistic 
and economic burden on the patient and society, 
especially in adults, even after remission of  
some symptoms2-5

•	 Centanafadine (CTN)—a norepinephrine, dopamine, 
serotonin reuptake inhibitor (NDSRI)—was studied 
in two phase 3 trials for the treatment of ADHD in 
adults aged 18–55 years6

•	 The two phase 3 trials were the first large-scale studies 
to demonstrate the efficacy profiles of CTN in adults 
with ADHD, meeting the primary (change from baseline 
in Adult ADHD Investigator Symptom Rating Scale 
[AISRS] total score), and key secondary endpoint 
(change from baseline in Clinical Global Impression of 
Severity for ADHD (CGI-S-ADHD), at Week 66

OBJECTIVE
•	 This pooled analysis evaluated the impact of intrinsic factors on the efficacy of CTN in adults with ADHD

METHODS
•	 Study: Two identically designed phase 3, 

multicenter, randomized, double-blind, placebo-
controlled trials conducted in the US (NCT03605680 
and NCT03605836) (Figure 1)

•	 Eligible patients: Adults (18–55 years) with a 
primary diagnosis of ADHD (of any presentation) 
according to Diagnostic and Statistical Manual of 
Mental Disorders, 5th edition (DSM-5) criteria, as 
confirmed by the Adult ADHD Clinical Diagnostic 
Scale (ACDS) 

•	 Treatment: Patients were randomized (1:1:1) to 
receive CTN 200 mg, CTN 400 mg, or placebo for up 
to 6 weeks 

•	 Primary & key secondary efficacy endpoints: 
Change from baseline in the AISRS total score and 
CGI-S-ADHD at Week 6

•	 Analysis: Mixed-effect 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

	– Endpoints were not controlled for multiplicity, and 
all P-values are therefore descriptive

RESULTS
•	 A total of 859 adults were analyzed for efficacy and 

684 (75.5%) completed the study; 51.6% were male 
at birth 80.3% (n=690) White, and 19.8% (n=170) 
Hispanic or Latino (Figure 2)

•	 Across the pooled adult population, the male and 
female, White, and non-Hispanic or Latino subgroups 
treated with CTN 200 and 400 mg demonstrated 
improvement in the core symptoms of ADHD per 
AISRS total score versus placebo at Week 6 (Figure 3)

•	 Improvements in symptom severity per the CGI-S 
were observed in the male, White, and not Hispanic/
Latino subgroups treated with CTN versus placebo 
(Figure 4)

•	 Overall, there were no significant treatment-by-
subgroup interactions at the 0.05 level, indicating a 
similar effect across all subgroups

•	 The treatment effect for CTN was similar between 
males and females but was lower for adults who 
were Hispanic or Latino compared to those who 
were not Hispanic or Latino based on the changes 
from baseline in AISRS total score and CGI-S score 
at Week 6 

•	 Due to small sample sizes, no clinically meaningful 
conclusions regarding the treatment effect size can 
be made for the Asian, American Indian or Alaska 
Native, Native Hawaiian or other Pacific Islander,  
and ‘other’ populations

Figure 1. Study design
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aAll patients were required to participate in the 7-day follow-up period, with follow-up telephone calls at Days 1, 3, and 5 after the last dose of trial treatment, and in-clinic follow-up 
visits at Days 2 and 7 after the last dose of trial treatment. Patients who terminated early, decided to not enroll, or were not eligible to enroll in the open label trial were required to 
participate in an additional follow-up telephone call 10 days after the last dose of trial treatment. ACDS, Adult ADHD Clinical Diagnostic Scale; ADHD, attention-deficit/hyperactivity 
disorder; ASRS, Adult ADHD Self Report Scale; CTN SR, centanafadine sustained release; ET, end of treatment.

Figure 2. Baseline demographics and clinical characteristics of the pooled 
population (N=859)
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Means are presented with standard deviations. AISRS, Adult ADHD Investigator Symptoms Rating Scale; BMI, body mass index; CGI-S-ADHD, Clinical Global Impression-
Severity for ADHD.

Figure 3. LSM change from baseline in AISRS total score by sex, race, and ethnicity 
at Week 6
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AISRS, Adult ADHD Investigator Symptoms Rating Scale; CI, confidence interval; CTN, centanafadine; LSM, least squares mean; N.S., not significant.

Figure 4. LSM change from baseline in CGI-S-ADHD score by sex, race, and 
ethnicity at Week 6
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