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* Attention-deficit/hyperactivity disorder (ADHD)isa = Given that prevalence of sleep disturbances in Up to 28 days period 6 weeks period: - Centanafadine was generally well tolerated over 6 weeks, with a low incidence of
chronic and prevalent neurodevelopmental disorder adults with ADHD, it is important to consider that 7 days P CTN SR 200 ma total daily coss (=204) 10 days T o _
in adults, characterized by symptoms of inattention, pharmacologic treatments—despite their efficacy— © Aduts | | Adutswith230% || - - @ SEXAT BIRTH D s = % SUlal e sleep disturbances as TEAEs
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» ADHD in adults is associated with substantial burden,  serotonin reuptake inhibitor (NDSRI)—was studied in § J L )2 | = » Discontinuations due to sleep disturbances were infrequent, with only three
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costs. Sleep disturbances—such as fluctuating » Large-scale studies have demonstrated the efficacy e it Visit 2 Vists  Vietd  Vielts  Viets  Vieit7  Viets  Vieit e Visit 15 * |n adults, centanafadine showed a favorable sleep-related tolerability profile,
quality and duration of sleep—are commonly and safety profiles of centanafadine in adults with (Baseline) 393 (10.0) years 279 (5.2 ko 13.2% Black o Alfioan Amerioan (1120 with notably lower rates of insomnia (6.0% vs 15-23.0%) and somnolence (1.0%
reported and may reSUIt from the dlsorder |tse|f or Its ADHD8 2All participants 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 3.1% Asian (n=28) 0 . . . . .
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Scale; ADHD, attention-deficit/hyperactivity disorder; ASRS, Adult ADHD Self Report Scale; CTN SR, centanafadine sustained release; ET, end of treatment. Means are presented with standard deviations. BMI, body mass index. 25 wee kS ’
Table 1. Incidence of sleep-disturbance-related TEAEs
* This pooled analysis evaluated the impact of centanafadine on sleep, as assessed through safety outcomes, in
(N=294) (N=292) (N=586) (N=290) 1. Diagnostic and Statistical Manual of Mental Disorders. 5th ed. Washington, DC: American Psychiatric
All TEAEsSs, n (%) 123 (41.8) 144 (49.3) 267 (45.0) 93 (32.1) Association; 2013:59-66.
METHODS Sleep disturbance TEAEs, n (%) 2. Thapar A. Lancet. 2016;387(10024):1240-50.
Subtopic: Insomnia 16 (5.4) 19 (6.9) 35 (6.0) 11 (3.8) _ _ )
 Study: Two identically designed phase 3, multicenter, — Subtopic: Insomnia Initial insomnia 2 (0.7) 3 (1.0) 5 (0.9) 4 (1.4) 3. Volkow JD, etal. NEJM. 2013;369(20):1935-44.
randomized, double-blind, placebo-controlled m Abnormal sleep-related event, Advanced/ Insomnia 8 (2.7) 13 (4.5) 21 (3.6) 7 (2.4) 4. Doshi JA, et al. JAACAP. 2012;51(10):990-1002.e2.
trials conducted in the US (NCT03605680 and Delayed/Irregular sleep phase, Behavioral Middle insomnia 2 (0.7) 1(0.3) 3 (0.5) 0 5. Schein J, et al. JMCP. 2022;28(2):168-79.
NCT03605836) (Figure 1) m_ducegl insufficient sleep. syndrome, | Poor quality sleep 1 (0.3) 2 (0.7) 3 (0.5) 0 6. Philipsen A, et al. Sleep Med Rev. 2006:10(6):399-405.
* Eligible patients: Adults (18—55 years) with a Circadian rhythm sleep disorder, Dyssomnia, S . 4014 5 407 5 2 Chen M. et al In- S| 4 ADHD. 2019-151.73
primary diagnosis of ADHD (of any presentation) Hyposomnia, Initial/Middle/ Terminal/Paradoxical/ ermm_a LSO, (1.4) (0.7) ' en M, etal. In. sieep an ' ' Y
according to Diagnostic and Statistical Manual of Psychophysiologic insomnia, Insomnia, Irregular Subtopic: Somnolence 1(0.3) 5 (1.7) 6 (1.0) 4 (1.4) 8. Adler LA, et al. J Clin Psychopharmacol. 2022;42(5):429-39.
Mental Disorders, Sth edition (DSM-95) criteria, as Sleep-vyake rhythm disord_er, NO”'24'h_OW sleep- Sedation 0 1(0.3) 1(0.2) 1(0.3) 9. Qelbree prescribing information. Supernus Pharmaceuticals, Inc, MD, USA: (2025). https://www.supernus.
confirmed by the Adult ADHD Clinical Diagnostic wake dISO_FC_ieF, Para.somnlla, Poor quality sleep, Somnolence 1 (0.3) 4 (1.4) 5 (0.9) 3 (1.0) com/sites/default/files/Qelbree-Prescribing-Info.pdf.
Scale (ACDS) Sleep defictt, Somnlphobla Subtopic: Other sleep disturbances 0 0 0 O 10. Strattera (atomoxetine) prescribing information. Lilly USA, LLC, IN, USA: (2020). https://uspl.lilly.com/
* Treatment: Patients were randomized (1:1:1) to — Subtopic: Other sleep disturbances All treatment-related TEAEsS, n (%) 72 (24.5) 95 (32.5) 167 (28.95) 46 (15.9) strattera/strattera.html#pi.
receive centanafadine sustained-release twice daily = Rapid eye movement sleep abnormal/behavior Initial insomnia 1(0.3) 3 (1.0) 4 (0.7) 3 (1.0)
formulation 200 mg, 400 mg, or placebo for up to dlsorder_, Sleep disorder, Slee_p Pafa|y3|3/ Insomnia 7 (2.4) 10 (3.4) 17 (2.9) 3 (1.0) Acknowledgements
6 weeks sex/talking, Sleep-related eating disorder, Middle . 5 (0.7 1003 3 (0.5 0 | .
_ | o Somnambulism Iddie Insomnia (0.7) (0.3) (0.5) Medical writing and poster development support were provided by The Medicine Group, LLC (New Hope, PA,
* Safety: Sleep outcomes, analyzed in all participants _ | Poor quality sleep 1(0.3) 1(0.3) 2 (0.3) 0 USA\) in accordance with Good Publication Practice guidelines.
treated (Safety Sample), included treatment- * Analysis: All sleep-disturbance-related treatment Terminal insomnia 4 (1.4) 0 4(07) 0 | | | | |
emergent adverse events (TEAES) related to sleep emergent adverse events (TEAEs) were coded | - - At Otsuka, we hold a deep r_espect for the Yal_ue of every mind. We will nqt rest until mental |IIne_sses and bral_n
. . _ : o Sedation 0 0 0 1(0.3) diseases are approached with the same priority and urgency as our physical health and recognized as chronic
disturbances, defined as: by system organ class and Medical Dictionary " ot o b g ble int o ot ; _ X
- Hypersomnia, Microsleep, Se da tion, Sleep preferred term g%ﬁrctgft ;c:]p;ifc; (cj)ifnig;tgrrgs: E(zl,et?ge-]?ri:;l:;b:rr:;er;eerlstaeéjv'le'IrESgEesv)ep:]:zferred terms are organized by subtopic of interest (insomnia, somnolence, or other). Participants were counted once per preferred term, once per subtopic, and once per overarching topic. .
S Funding
attacks/inertia, Somnolence, Sudden onset
of sleep This study and poster development support were sponsored by Otsuka Pharmaceutical Development &
Table 2. Summary of characteristics for sleep disturbance TEAEs Commercialization, Inc. (Princeton, NJ, USA).
CTN 200 mg CTN 400 mg All CTN Placebo :
RESULTS (N=294) (N=292) (N=586) (N=290) Disclosures
_ _ o _ _ All severe TEAEsS, n (° 6 (2.0 4 (14 10 (1.7 2 (0.7 CLW, OT, NJ and TS are all full-time employees of Otsuka Pharmaceutical Development & Commercialization, Inc.
* Baseline demographics and characteristics Of_ the ° Most sleep-disturbance-related TEAEs were mild to | e (7%) (O ) 5 (O 7) 5 é 3) (O ) LAA received grant/research support to NYU Grossman School of Medicine from Corium, Otsuka, Shire/Takeda;
pooled randomized population are presented in moderate in severity, with only 3 events considered n.somnlla | (0.7) (0.3) was a consultant for Bracket/Signant, Major League Baseball, National Football League, Neurocentria, Otsuka,
Figure 2 severe within the subtopic of Insomnia; day of onset Middle insomnia 1(0.3) 0 1(0.2) 0 SUNY, and Supernus; and received royalty payments (as inventor) from NYU Grossman School of Medicine for
e In the pooled centanafadine-treated group, insomnia- and range of durations of these events were variable All discontinuations due to TEAEs, n (%) 14 (4.8) 18 (6.2) 32 (5.5) 4 (1.4) license of adult ADHD scales and training materials since 2004.
related TEAEs were reported in 6.0% of participants with no apparent trends observed (Table 2) Insomnia 1 (0.3) 1(0.3) 2 (0.3) 0 Previously presented at the WPA 2025; October 5-8, 2025; Prague, Czech Republic.
versus 3.8% in the placebo group, while somnolence- ¢ Overall, only 3 participants in the pooled Somnolence 0 1(0.3) 1 (0.2) 0
related TEAES in 1-0% and 1-40/0, reSpeCtiveW (Table 1)! centanafadine group discontinued due to a S|eep- Under the topic of interest (sleep-disturbance-related TEAES) preferred terms are organized by subtopic of interest (insomnia, somnolence, or other). Participants were counted once per preferred term, once per subtopic, and once per overarching topic.
none Of these events were considered serious disturbance-related TEAE; 2 due to insomnia and 1 Table includes only severe sleep disturbance—related TEAEs and those resulting in participant discontinuation. Mild to moderate events are not shown.

CTN, centanafadine; TEAEsS, treatment emergent adverse events.

No participants reported other sleep disturbances due to somnolence Poster presented at NEI Global 2025; November 6-9, 2025; Colorado Springs, CO, USA.
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