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Introduction

 Attention-deficit/hyperactivity disorder (ADHD) is a
chronic and prevalent neurodevelopmental disorder In
adults, characterized by core symptoms of inattention,
hyperactivity, and impulsivity, along with associated
features such as emotional dysregulation and executive
dysfunction, that can further contribute to impaired daily
functioning and quality of life'

e Psychiatric comorbidities are common in adults with
ADHD, with anxiety disorders among the most prevalent
comorbidities, affecting 25-50% of individuals with
ADHD**

Objective

e Co-occurring anxiety disorders are associated with
greater symptom burden and functional impairment and
may complicate ADHD treatment®

e 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 adults’

e This phase 3b trial evaluated the efficacy and safety of centanafadine in adults with ADHD and comorbid anxiety disorders

e Study: A phase 3b, multicenter, randomized, double-
blind, 8-week, placebo-controlled trial conducted in the
US (NCT06973577)

e 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

e Efficacy endpoints: The primary and key secondary
efficacy endpoints were the change from baseline to
Week 8 in the adult ADHD Investigator Symptom Rating
Scale (AISRS) total score and Hamilton Anxiety Rating
Scale (HAM-A) total score, respectively; secondary
efficacy endpoints included change from baseline in the
AISRS Inattention and Hyperactivity/Impulsivity subscale
scores

—The AISRS is an 18-item clinician-rated scale that
assesses the severity and functional impact of ADHD
symptoms from O (none) to 3 (severe), yielding a total

score of 0—54, with higher scores indicating greater
symptom severity?®

—The HAM-A is a 14-item clinician-rated scale that
assesses the severity of psychic (mental agitation
and psychological distress) and somatic (physical
complaints related to anxiety symptoms) anxiety; each
item is rated from O (not present) to 4 (very severe),
yielding a total score of 0—56, with higher scores
indicating greater anxiety severity®

* Other outcomes: Safety and tolerability

e 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 factors and baseline-by-visit interaction as
a covariate; used “unstructured” covariance matrix

—Only the primary and key secondary endpoints were
controlled for multiplicity, with all other P-values
being descriptive

— Effect sizes were calculated using Cohen's d
method based on mixed models for repeated
measures estimates

e Of the 315 adults (mean age 38 years, 64% female)
randomized to centanafadine (n=157) or placebo (n=158),
a total of 241 (76.5%) completed the trial

e Baseline mean t standard deviation AISRS and HAM-A
scores were 39.2 £ 6.3 and 24.7 x 3.9, respectively
(Figure 1)

* At Week 8, centanafadine demonstrated significantly
greater improvement than placebo on the AISRS total
score (change from baseline: —18.48, treatment difference:

—-5.87; P<0.0001), with an effect size of 0.50, and
improvements evident as early as Week 1 (Figure 2)

e Similarly, centanafadine demonstrated significantly greater
improvement than placebo on the HAM-A total score
(change from baseline: —12.55, treatment difference:
-1.92; P=0.0244) at Week 8 and as early as Week 4
(Figure 3)

e AISRS Inattention and Hyperactivity/Impulsivity subscale
scores improved as early as Week 1, with improvements
observed through Week 8 (change from baseline: —9.31
and —9.23, respectively; both P<0.0001)

e Overall, 111 (70.7%) centanafadine-treated participants
experienced a treatment-emergent adverse event (TEAE),
with majority being mild to moderate in severity (Table 1)

 The most common TEAEsSs for centanafadine versus
placebo were nausea, decreased appetite, and diarrhea

* One centanafadine-treated participant experienced a
serious TEAE (suicide attempt), which was deemed not
treatment-related

Figure 1. Baseline demographics and clinical characteristics Figure 3. Change from baseline in the HAM-A across 8 weeks
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Baseline demographics and clinical characteristics are reported for the randomized population (N=315). Means are presented with standard deviations.
ADHD, attention-deficit/hyperactivity disorder; AISRS, adult ADHD Investigator Symptom Rating Scale; GAD, generalized anxiety disorder;
HAM-A, Hamilton Anxiety Rating Scale; SAD, social anxiety disorder.

——Placebo (n=156) —@-Centanafadine 328.8 mg (n=152)

Efficacy analyses were conducted in the full analysis set (N=308).
*P<0.05.
HAM-A, Hamilton Anxiety Rating Scale; LSM, least squares mean; SE, standard error.

Figure 2. Change from baseline in the AISRS total score across 8 weeks

Weeks
0 1 2 4 6 8 Table 1. Summary of treatment-emergent adverse events
0 | | | | | Centanafadine 328.8 mg Placebo
n=157 n=158
Participants with TEAEs, n (%) 111 (70.7) 30 (50.6)
Serious TEAEs 1 (0.6)? 0
Severe TEAEs 5 (3.2) 3 (1.9)
= .5 - Discontinuations due to TEAEsSs, n (%) 17 (10.8) 5(3.2)
v Deaths, n (%) 0 0
@ Abuse potential-related TEAEs, n (%) 7 (4.5) 6 (3.8)
S Dizziness 6 (3.8) 5 (3.2)
§ Somnolence 1 (0.6) 1 (0.6)
£ 10 - AEs of special interest: rash, n (%) 10 (6.4) 4 (2.5)
2 1262 Rash 4 (2.5) 3 (1.9)
0 | T - Maculo-papular rash 2 (1.3) 1 (0.6)
S * } - Morbilliform rash 1 (0.6) 0
G L Papular rash 2 (1.3) 0
= Pruritic rash 1 (0.6) 0
- 15 - TEAEs with an incidence 25% in centanafadine-treated participants and greater than placebo, n (%)
) —18.48 (P<0.0001) Nausea 27 (17.2) 9 (5.7)
o Decreased appetite 21 (13.4) 5 (3.2)
Diarrhea 16 (10.2) 5 (3.2)
s . Insomnia 14 (8.9) 7 (4.4)
20 - ) Dry mouth 13 (8.3) 1 (0.6)
\Vomiting 9 (5.7) 2 (1.3)
——Placebo (n=156) —9-Centanafadine 328.8 mg (n=152) Initial insomnia 8 (51 0

TEAEs are summarized for the safety population (N=315).
aSuicide attempt, deemed not related to study treatment.
AEs, adverse events; TEAEs, treatment-emergent adverse events.

Efficacy analyses were conducted in the full analysis set (N=308).
*P<0.05, ***P<0.001.
AISRS, adult ADHD Investigator Symptom Rating Scale; LSM, least squares mean; SE, standard error.
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Conclusions

 Centanafadine significantly improved
ADHD and anxiety symptoms in adults
with ADHD and comorbid anxiety
disorders

 Centanafadine was generally well
tolerated, with a safety profile consistent
with previous studies
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