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Introduction
•	Attention-deficit/hyperactivity disorder (ADHD) 

is a chronic, prevalent neurodevelopmental 
disorder associated with functional impairment 
across the lifespan1-3

•	While stimulants are established treatments 
for ADHD, misuse, abuse, and diversion 
remain recognized concerns in this 
medication class4,5

•	For new ADHD pharmacotherapies, 
characterizing abuse potential is an important 
component of clinical development and can 
inform assessment of abuse-related risks6

•	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

•	 Centanafadine immediate-
release demonstrated higher 
maximal Drug Liking than 
placebo but lower Drug Liking 
than d-amphetamine 30 mg 
across all doses and than 
d-amphetamine 15 mg at the 
highest centanafadine dose 

•	 Dose-dependent disliking 
preceded modest Drug Liking 
and occurred alongside nausea 
and vomiting 

•	 Drug disliking was accompanied 
by dose-dependent increases 
in Bad Effects and Nausea, 
suggesting a profile not 
consistent with abuse-related 
reinforcement

Poster presented at Psych Congress 2026; September 15–19, 2026; New Orleans, LA, United States.

Abuse Potential Assessment of Centanafadine in Healthy Adults:  
Results From a Single-Dose, Randomized, Placebo- and Active-Controlled Crossover Study
Viki Cotero-Lefevre1, Caroline L. Ward1, Dalei Chen1, Bruce Berger2, Mike Hogan1, Gregory S. Parks1

1Otsuka Pharmaceutical Development & Commercialization, Inc., Princeton, NJ, United States; 2Independent Consultant, Brooklyn, NY, United States

References
1.	 American Psychiatric Association. Diagnostic and Statistical Manual of Mental Disorders. 

5th ed. Text Revision. American Psychiatric Association; 2022.

2.	 Song P, et al. J Glob Health. 2021;11:04009.

3.	 Adamis D, et al. Ir J Med Sci. 2024;193(5):2433-41.

4.	 Wilens TE, et al. J Am Acad Child Adolesc Psychiatry. 2008;47(1):21-31.

5.	 Clemow DB, Walker DJ. Postgrad Med. 2014;126(5):64-81.

6.	 US Food and Drug Administration. Assessment of Abuse Potential of Drugs: Guidance for 
Industry. 2017.

7.	 SIMTRIYO® (centanafadine) extended-release capsules [prescribing information]. 
Princeton, NJ: Otsuka America Pharmaceutical, Inc.; 2026.

Acknowledgements
The study and poster development support were sponsored by Otsuka Pharmaceutical 
Development & Commercialization, Inc., Princeton, NJ, United States. Medical writing and 
poster development support were provided by The Medicine Group, LLC (New Hope, PA, 
United States) in accordance with Good Publication Practice guidelines.  

At Otsuka, we hold a deep respect for the value of every mind. We will not rest until mental 
illnesses and brain diseases are approached with the same priority and urgency as our 
physical health and recognized as chronic diseases that warrant early, equitable, and 
accessible intervention for patients and caregivers everywhere. 

Disclosures
VCL, CLW, DC, MH, and GSP are all full-time employees of Otsuka Pharmaceutical 
Development & Commercialization, Inc. BB is an independent consultant.

Poster Number: 219

Objective
•	This study assessed the human abuse potential of centanafadine in healthy recreational drug 

users with stimulant experience

Methods
•	Study: A phase 1 single-dose, randomized, 

double-blind, placebo- and active-controlled 
crossover study 

•	Participants: Healthy recreational drug users 
aged 18–55 years with stimulant experience 
(N=45 per treatment arm)

•	Treatment: After a qualification phase (Part 
1) confirming discrimination of d-amphetamine 
20 mg from placebo, participants then 
received a single-dose (Part 2) of the following 
6 treatments in randomized, double-blind, 
crossover manner with a 48-hour washout 
period in-between: centanafadine immediate-
release capsule 200, 400, or 800 mg; 
d-amphetamine 15 or 30 mg; or placebo 
(Figure 1)

•	Efficacy endpoints: Primary endpoint was 
the maximum effect (Emax; “at this moment”) for 
Drug Liking Visual Analog Scale (VAS) score; 
key secondary endpoints included maximum 
effect for Take Drug Again, Overall Drug Liking, 
Good Effects, Bad Effects, and Nausea VAS 
scores

	– VAS endpoints were scored on a 0 to  
100 scale
	– Bipolar VAS endpoints (Drug Liking and 
Overall Drug Liking) used 50 as the neutral 
point
	– Unipolar VAS endpoints ranged from  
0 (Not at all) to 100 (Extremely)

•	Analysis: Efficacy endpoints were analyzed 
using linear mixed-effects models; per the SAP, 
abuse-potential comparisons were evaluated 
using a prespecified one-sided significance 
level of α=0.05; reported P-values are 2-sided 
unless otherwise specified; pharmacokinetics 
were summarized using descriptive statistics

Results
•	Centanafadine immediate-release produced 

supratherapeutic exposures (Cmax 3.8- to 6.2-
fold higher than the once-daily extended-
release commercially available formulation 
[SIMTRIYO®]) and significantly higher 
maximal Drug Liking VAS scores versus 
placebo (P<0.0001)

•	However, Drug Liking Emax was significantly 
lower for all centanafadine doses versus 
d-amphetamine 30 mg and for centanafadine 
800 mg versus d-amphetamine 15 mg; 
centanafadine 200 and 400 mg were 
numerically lower versus d-amphetamine  
15 mg (Figure 2)

•	Within 1 hour postdose, mean Drug Liking VAS 
scores for centanafadine fell below neutral, 
indicating dose-dependent drug disliking before 
modest liking, primarily associated with nausea 
and vomiting (Figure 3)

•	Whereas d-amphetamine produced dose-
related increases in Take Drug Again, 
centanafadine produced dose-related 
decreases, with lowest scores at 800 mg 
(Figure 4)

•	Similarly, d-amphetamine produced dose-
related increases in Overall Drug Liking,  
with significantly higher scores compared  
to centanafadine across all doses

•	Additionally, centanafadine was also 
associated with significant disliking relative  
to placebo and d-amphetamine, with  
dose-related responses in Bad Effects and 
Nausea across all doses, but most prominent 
with the 800 mg dose (Figures 5 and 6)

•	The most common adverse events reported 
in the centanafadine treatment groups were 
nausea, vomiting, and euphoric mood

Conclusions
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Figure 1. Study design
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Figure 2. Emax of “At This Moment” Drug Liking VAS
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Figure 3. “At This Moment” Drug Liking VAS scores over time
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Figure 4. Emax of Take Drug Again VAS scores
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Figure 5. Emax of Bad Effects VAS scores
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Figure 6. Emax of Nausea VAS scores
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The * and # symbols indicate significant differences versus d-amphetamine 15 mg and 30 mg, respectively, with one, two, and three symbols corresponding to P<0.05, P<0.01, 
and P<0.001; filled circles indicate significant differences versus placebo (P<0.05). 
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