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Introduction

Narcolepsy type 1 (NT1) is a chronic, rare, neurologic disorder of hypersomnolence caused by loss of
orexin-producing neurons in the hypothalamus, which regulate wakefulness, sleep, and attention
through activation of orexin receptors. NT1 results in a range of symptoms including excessive
daytime sleepiness, sudden muscle weakness (cataplexy), disrupted nighttime sleep, sleep paralysis,
hypnagogic/hypnopompic hallucinations, and cognitive symptoms. Orexin receptor agonists are
promising treatments for NT1 as currently available therapies do not target orexin deficiency.
Oveporexton (TAK-861) is an investigational oral orexin receptor 2 (OX2R)-selective agonist that
stimulates OX2R to restore signaling and address the underlying orexin deficiency. In a previous
phase 2b study, oveporexton delivered improvements across the spectrum of NT1 symptoms,
assessed by both objective and patient-reported measures, and was generally well tolerated. Here,
we report first results from a phase 3 study that evaluated the efficacy, safety and impact on
functioning, quality of life and cognition of oveporexton in participants with NT1.

Materials and methods

In this double-blind, placebo-controlled, phase 3 study (TAK-861-3002) participants were randomized
2:1 to oral oveporexton 2 mg or placebo twice daily at least 3 hours apart for 12 weeks. At the end of
treatment, participants either entered the long-term extension or completed 4 weeks of follow up.
Key inclusion criteria included: age 16—70 years; International Classification of Sleep Disorders, Third
Edition (ICSD-3) or ICSD-3-text revision diagnosis of NT1 supported by polysomnography, multiple
sleep latency testing (MSLT) or orexin cerebrospinal fluid (CSF) concentrations <110 pg/mL; Epworth
Sleepiness Scale (ESS) score >11; and 24 partial/complete episodes of cataplexy/week. The primary
endpoint was change from baseline in mean sleep latency on the Maintenance of Wakefulness Test (MWT)
at week 12. Secondary endpoints included change from baseline in ESS total score at week 12, weekly
cataplexy rate (WCR) at week 12, and occurrence of treatment-emergent adverse events (TEAE).



Results

Overall, 105 participants (50 [47.6%] female) were enrolled across Asia, Australia, and Europe; 70
were randomized to oveporexton 2 mg/2 mg and 35 to placebo. At baseline, mean age was 30.7
years, mean ESS score was 17.5, mean MWT sleep latency was 4.5 minutes and median WCR was
23.5 attacks/week. At week 12, significant least square (LS) mean (95% Cl) changes from baseline
were achieved with oveporexton 2mg/2mg vs placebo in MWT sleep latency (20.09 [16.57, 23.61]
minutes, P<0.001 vs placebo). Significant changes vs placebo were also achieved at week 12 for ESS
total score (LS mean [95% Cl] change from baseline: -9.53 [-11.10, -7.97], P<0.001) and WCR (Incidence rate
ratio [95% Cl] vs placebo: 0.25 [0.15, 0.42], P<0.001). Sixty (85.7%) oveporexton-treated participants
experienced 21 TEAEs vs 15 (42.9%) placebo-treated participants; there were no serious TEAEs. The
most common TEAEs with oveporexton were pollakiura (43 [61.4%]) and insomnia (40 [57.1%]). 101
(96.2%) completed study treatment, of which 100 (99.0%) enrolled into the long-term extension.

Conclusions
In this phase 3 study, oveporexton treatment resulted in significant improvements on measures of
sleepiness and cataplexy frequency with oveporexton versus placebo, and was generally well

tolerated.
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