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Narcolepsy type 1 (NT1) is a chronic, rare, neurologic disorder

. e = [
of hypersomnolence characterized by a range of debilitating é(gjtsiﬁq'\ée Functioning
symptoms.' | sleepiness
NT1 is caused by loss of the orexin-producing neurons in the Quality
brain, which regulate wakefulness, sleep, and attention Cataplexy of life

through activation of orexin receptors.’3

Oveporexton (TAK-861) is a next-generation, highly
potent oral orexin receptor 2 (OX2R)-selective agonist
that activates the OX2R to restore signaling addressing
the underlying orexin deficiency in NT1.4-6

OX2R, orexin receptor 2.
1. Scammell TE. N EnglJ Med 2015;373:2654-62. 2. Sateia M, American Academy of Sleep Medicine. International Classification of Sleep Disorders, 3rd Ed. Darien, IL: AASM; 2014.
3. American Psychiatric Association. Sleep—wake disorders; narcolepsy. In: Diagnostic and Statistical Manual of Mental Disorders, 5th ed. Washington, DC: APA; 2013:372-82. 4. Mitsukawa K, et al. Sleep

Med 2024;115(suppl 1):12. 5. Kimura H, et al. Sleep Med 2024;115(suppl1):16. 6. Naylor M, et al. Sleep Med 2024;115(suppl 1):225.
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Oveporexton development WORLD SLEEP

Firstin Phase 3 Phase 3

human start results
Balanced efficacy and on- Early-phase clinical trials showed Here, we report the first data from
target/off-target tolerability significant and meaningful The First Light phase 3 study
and safety’ improvements across the spectrum designed to confirm the efficacy and safety

of NT1 symptoms.? of oveporexton in participants with NT1.

NT1, narcolepsy type 1.
1. Mitsukawa K, et al. Sci Rep 2024;14:20838. 2. Dauvilliers Y, et al. N EnglJ Med 2025;392:1905-16.
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The First Light study design WORLD SLEEP

« Randomized, double-blind, placebo-controlled, phase 3 study of twice-daily doses of oral
oveporexton, an orexin receptor 2 agonist, conducted across Europe, Japan, and North America.

Inclusion criteriaf:
* Participants aged 16-70 years

* ICSD-3/ICSD-3 TR diagnosis of NT1
supported by PSG/MSLT or orexin Randomized 4-week follow-up
oYl (2:3:3) | orLTE study
» ESSscore=11 -
* 24 partial/complete episodes of
* Positive for the HLA genotype
HLA-DQB1*06:02 (in the absence
of orexin CSF testing)
Primary MWT Change from baseline to week 12 in mean sleep latency from the 4 MWT sessions
ESS Change from baseline to week 12 in ESS total score

Secondary WCR WCR at week 12
TEAEs Incidence of adverse events

CSF, cerebrospinal fluid; ESS, Epworth Sleepiness Scale; HLA, human leukocyte antigen; ICSD-3, International Classification of Sleep Disorders, Third Edition; ICSD-3 TR, International Classification of Sleep
Disorders, Third Edition, Text Revision; LTE, long-term extension; MSLT, multiple sleep latency test; MWT, Maintenance of Wakefulness Test; NT1, narcolepsy type 1; PSG, polysomnography; TEAE, treatment-
emergent adverse event; WCR, weekly cataplexy rate. TUS-based sites primarily used PSG/MSLT and HLA status for eligibility requirements. fDoses were given at least 3 h apart.

ion is intended for health care professionals only. The First Light | 42
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Singapore
Randomized
(n=168)
I -
* 168 participants
Oveporexton 1 mg/1 mg Oveporexton 2 mg/2 mg randomized.

(n=61)

(n=66)
* 157 completed 12

weeks

n=>5 (12.2%)

Ad T 249+ n=4 (6.6%) n=2 (3.0%) * 150/157 (>95%) of
Discontinued P tversledeve‘:ntt‘. .(2'42cy Adverse event: 3 (4.9%)t Protocol deviation: 1 (1.5%) those who
study drug . rotocot devia Io.n' (.' ) Lost to follow-up (untreated): 1 (1.6%) Withdrawal by participant: 1 (1.5%) | d th
Withdrawal by participant: 2 (4.9%) completed the
| | | study continued
into the long-term
Completed 12 weeks _ _ _ X
of study drug n=36 (87.8%) n=57 (93.4%) n=64 (97.0%) extension study.
I I I
Continued into the n=34 (82.9%) n=57 (93.4%) n=59 (89.4%)

LTE study

LTE, long-term extension.
*Liver function test increase (not related to study drug). ™1 urinary frequency, 1 urinary incontinence, 1 liver function test increase (not related to study drug).
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Singapore
Oveporexton | Oveporexton
1mg/1 mg 2 mg/2 mg
(n=61) (n=66)
|
Mean (SD) age, years 30.9(12.7) 33.5(11.8) 29.7 (9.6) | —
0,
Female, n (%) 24 (58.5) 28 (45.9) 46 (69.7) Demographics
Race, n (%) and disease
Asian 6(14.6) 10(16.4) 10(15.2) h teristi
Black/African American 4(9.8) 3 (4.9) 0 characteristics
White 15 (36.6) 17 (27.9) 27 (40.9) were generally
Other/unknown 16 (39.0) 31 (50.8) 29 (43.9) balanced across
Mean (SD) ESS total score 18.2 (3.6) 18.2(2.6) 19.0(3.2) groups at baseline.
Mean (SD) MWT sleep latency, min 5.1(6.8) 5.5(7.7) 4.4 (5.5)
Median (IQR) WCR 28.5(16.5-59.5) | 21.0(9.0-45.0) | 26.3(14.5-52.8)
Mean (SD) NSS-CT total score 31.0(9.6) 30.4 (8.7) 31.2(7.3)
On prior medication for narcolepsy
requiring washout, n (%)* 33(80.5) 50 (83.3) 51 (77.3)

n is intended for health care professionals only.

ESS, Epworth Sleepiness Scale; IQR, interquartile range; MWT, Maintenance of Wakefulness Test; NSS-CT, Narcolepsy Severity Scale for Clinical Trials; WCR, weekly cataplexy rate.
*Based on EDC data.
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Oveporexton significantly improved mean sleep latency at o

12 weeks compared with placebo, with majority of \ﬁak"l-glgill-IEEP

participants within the normative range |
Maintenance of Wakefulness Test (MWT)

LS mean difference from placebo in change from baseline at
week 12 (primary endpoint)

Oveporexton LS mean (95% CI) Adjusted P-value*
c 40 1 1 mg/1 mg I 13.83(10.23-17.44) P<0.001 —
E -
:_;;‘ 35 2 mg/2 mg 17.20 (13.66-20.73) P<0.001 SC.;J Proportion of
S 30 - g participants
5 = achieving mean
o 25 - £ leep lat
3 5 sleep latency
D A =20 min at week 12:
| +—
< 15 - 3 2 (6%)
= S
o 10 - 5 1 mg/1 mg: 27 (48%)
v o
€ 5 - E 2 mg/2 mg: 35 (56%
o 5.1 5/5 i g/2 mg: 35 (56%)
S 0 —
Baseline Week 12
n=59 n=66 n=56 n=62

Placebo m Oveporexton 1 mg/1 mg B Oveporexton 2 mg/2 mg

LS, least squares.
*The analysis used a linear mixed-effects model for repeated measures with placebo-based multiple imputation. P-values have been adjusted for multiplicity.
1. Doghramiji K, et al. Electroencephalogr Clin Neurophysiol 1997;103:554-62.
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Oveporexton significantly improved subjective sleepiness at o ovs
12 weeks compared with placebo, with majority of \ﬁak"l-gl"us’ﬁl]-IEEP
participants within the normative range |

Epworth Sleepiness Scale (ESS) LS mean difference from placebo in change from baseline at week 12
Oveporexton LS mean (95% CI) Adjusted P-value*
1 mg/1 mg ~8.00 (-9.87 to -6.13) P<0.001
o5 2 mg/2 mg ~9.75 (-11.59 to -7.90) P<0.001
o w2 Proportion of
8 20 - ] . s hievi
a £ participants achieving
® 18.2 3 ESS total score =10 at
2 151 16.5 £ week 12:
2}
& 6 (17%)
E 10 B O a4 D HCIJ
0 a0 1 mg/1 mg: 38 (67%)
c .
‘é 5 g 2 mg/2 mg: 53 (83%)
g B
S
0 P
Baseline Week 12
n=61 n=66 n=57 n=64

Placebo m Oveporexton 1 mg/1 mg B Oveporexton 2 mg/2 mg

LS, least squares.
*The analysis used a linear mixed-effects model for repeated measures with placebo-based multiple imputation. P-values have been adjusted for multiplicity.

1.Johns MW. Sleep 1991;14:540-5.
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Oveporexton significantly reduced WCR over 12 weeks versus

° September 5-10 2()2-_)
placebo and increased the number of cataplexy-free days for %R"E.f};'.'.ﬁﬁp
both doses

Weekly Cataplexy Rate (WCR)

60— Placebo * Median cataplexy-free
- days/week increased
¢ 50- - QOveporexton 1 mg/1 mg f 0d
S - T —— Oveporexton 2 mg/2 mg rom ays at
E% 409 baseline (all arms) to
G 2 30 . ~4 days at week 12
= :>’, 4 é with oveporexton
S 8204 W 2 doses versus 0.5 days
[}) L bt .
= d | T T % I g with placebo.
0 * x b ;I . * Median percentage
I I I I I I . .
0 2 4 6 8 10 12 reductions in WCR from
e Weeks -y baseline were
n=66 n=65 82.6% and 79.0% with
IRR (95% CI) Adjusted P-value* WCR IRR relative to placebo at week 12 oveporexton
1 mg and 2 mg doses,
Oveporexton _ tivel tweek 12
1 mg/1 mg 0.34 (0.20-0.57) <0.001 ' N ' I respectivety, atw .
2 mg/2 mg 0.38 (0.23-0.61) <0.001 ; B ;
0.0 0.2 0.4 0.6 0.8 1.0 1.2

IRR (95% ClI)

IQR, interquartile range; IRR, incidence rate ratio. *The analysis used a generalized estimating equations model (negative binomial) with placebo-based multiple imputation. P-values have been adjusted
for multiplicity. The IRR is the incidence rate of the oveporexton group divided by the incidence rate of the placebo group.
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Oveporexton was generally safe and well tolerated
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ORLD SLEEP

Safety population Singapore
Oveporexton | Oveporexton D
N _ Tmg/Tmg | 2mg/2mg * Most TEAEs were mild to moderate in severity
e
Any TEAE, n (%) 22 (53.7) 52 (86.7) 59 (89.4) * No treatment-related serious TEAEs.
Mild 14 (34.1) 26 (43.3) 34 (51.5) * The most common TEAEs of special interest
Moderate 7(17.9) 24.(40.0) 23 (34.8) were insomnia and urinary events.
Severe* 1(2.4) 2 (3.3) 2 (3.0) _ _ .
Serious TEAE, n (%)’ 0 101.7) 1(1.5) * Most Werg n.wlld.to moderate in severity and
started within first days of treatment.
TEAEs related to study drug, n (%) 9(22.0) 46 (76.7) 53 (80.3) . . . . .
TEAEs leading to study drug o) . . * Did not require medical intervention.
discontinuation, n (%)* ' ' * No safety concerns relating to any laboratory
Most frequent TEAEs, n (%) parameters e.m.d vital signs, and no evidence
Urinary frequency 3(7.3) 32 (53.3) 36 (54.5) of hepatotoxicity.
Insomnia 0 32 (33.3) 38 (57.6) « >95% of participants completing the study
Urinary urgency 1(2.4) 9(15.0) 12(18.2) continued into the long-term extension study.
Nasopharyngitis 6 (14.6) 6(10.0) 10 (15.2)
Headache 5(12.2) 4(6.7) 10 (15.2)
Salivary hypersecretion 0 5(8.3) 4(6.1)

LFT, liver function test; TEAE, treatment-emergent adverse event. *Placebo: LFT increase; 1 mg/1 mg: ureterolithiasis, insomnia; 2 mg/2 mg: urinary frequency, insomnia, erythema. '1 mg/1 mg: ureterolithiasis
(notrelated); 2 mg/2 mg: chest pain (not related). *Placebo: LFT increase; 1 mg/1 mg: urinary frequency, urinary incontinence, LFT increase (not related).

ntended for health care professionals only.
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Singapore

* Thisisthe first report of phase 3 clinical data with an orexin receptor 2 agonist in people with NT1.

* InThe First Light phase 3 study, twice-daily 1 mg and 2 mg doses of oral oveporexton resulted in statistically
significant and clinically meaningful improvements versus placebo over 12 weeks.

* Majority of participants receiving oveporexton reached normative levels of objective (MWT) wakefulness and
subjective (ESS) sleepiness.

* ~80% median reduction in weekly cataplexy rate for both doses.
* Oveporexton was generally safe and well tolerated.

* Most TEAEs were mild to moderate in severity and self-limiting and were primarily on-target effects.

* No safety concerns in relation to adverse events, vital signs, laboratory, or ECG data.

* Consistent with results from phase 2 study in participants with NT1 over 8 weeks.’

Results from The First Light phase 3 study confirm that oveporexton, an oral orexin receptor agonist,
provides meaningful improvement with the potential of transformational benefit to people with NT1.

ECG, electrocardiogram; ESS, Epworth Sleepiness Scale; MWT, Maintenance of Wakefulness Test; NT1, narcolepsy type 1; OX2R, orexin receptor 2; TEAE, treatment-emergent adverse event.

1. Dauvilliers Y, et al. N EnglJ Med 2025;392:1905-16.
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Firstin | Phase 3 Phase 3

human start results
Balanced efficacy and on- Early-phase clinical trials showed Here, we report the first data from
target/off-target tolerability significant and meaningful The Radiant Light phase 3 study
and safety’ improvements across the spectrum designed to confirm the efficacy and safety

of NT1 symptoms.? of oveporexton in participants with NT1.

NT1, narcolepsy type 1.
1. Mitsukawa K, et al. Sci Rep 2024;14:20838. 2. Dauvilliers Y, et al. N EnglJ Med 2025;392:1905-16.
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 Randomized, double-blind, placebo-controlled, phase 3 study of 2 mg twice-daily oral oveporexton,
an orexin receptor 2 agonist, conducted across Asia, Australia, and Europe.

Inclusion criteria:

* Participants aged 16-70 years

« |CSD-3/ICSD-3 TR diagnosis of NT1
supported by PSG/MSLT or orexin
CSF <110 pg/mL Randomized , 4-week follow-up

« ESSscore=11 (1:2) or LTE study

* 24 partial/complete episodes of +
cataplexy per week g Oveporexton 2 mg/2 mg

* Positive for the HLA genotype
HLA-DQB1*06:02 (in the absence
of orexin CSF testing)

v

Primary MWT Change from baseline to week 12 in mean sleep latency from the 4 MWT sessions

ESS Change from baseline to week 12 in ESS total score
Secondary WCR WCR at week 12
TEAEs Incidence of adverse events

CSF, cerebrospinal fluid; ESS, Epworth Sleepiness Scale; HLA, human leukocyte antigen; ICSD-3, International Classification of Sleep Disorders, Third Edition; ICSD-3 TR, International Classification of Sleep
Disorders, Third Edition, Text Revision; LTE, long-term extension; MSLT, multiple sleep latency test; MWT, Maintenance of Wakefulness Test; PSG, polysomnography; TEAE, treatment-emergent adverse event;

WCR, weekly cataplexy rate. fDoses were given at least 3 h apart.
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Participant disposition WoRiD SLEEP

Singapore

Randomized
(n=105)

* 105 participants
were randomized.

Oveporexton 2 mg/2 mg

(n=70)

* 101 completed 12

n=3 (4.3%) weeks

Adverse event: 2 (2.9%)*
Withdrawal by participant: 1 (1.4%)

Discontinued n=1(2.9%)

study drug Withdrawal by participant: 1 (2.9%) * 100/101 (99%) of

those who completed

| | the study drug

Completed 12 weeks n=34 (97.1%) n=67 (95.7%) continued into the
of study drug .
I I long-term extension
study.
Continued into the LTE study n=34 (97.1%) n=66 (94.3%) —

LTE, long-term extension
*2 cases reported as rhabdomyolysis, both due to intense exercise associated with asymptomatic transaminase increase.
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Participant characteristics at baseline WoRiD SLEEP

Singapore

Oveporexton
2 mg/2 mg
(n=70)
Mean (SD) age, years 34.0 (13.1) 29.1 (9.6) PR
Female, n (%) 13 (37.1) 37 (52.9) Demographics
RZ;’Z’”" o) 7 (20.0) 14 (20.0) and disease
Black/African American 0 0 characteristics
White 19 (54.3) 28 (40.0) were generally
Unknown 9(25.7) 28 (40.0) balanced across
Mean (SD) ESS total score 17.9 (3.0) 17.3 (3.4) groups at baseline.
Mean (SD) MWT sleep latency, min 4.1 (4.9) 4.8 (4.9)
Median (IQR) WCR 27.0 (19.0-66.5) 21.8 (10.5-37.5)
Mean (SD) NSS-CT total score 31.9(9.3) 30.7 (9.3)

ESS, Epworth Sleepiness Scale; IQR, interquartile range; MWT, Maintenance of Wakefulness Test; NSS-CT, Narcolepsy Severity Scale for Clinical Trials; WCR, weekly cataplexy rate.
*Based on EDC data.
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Oveporexton significantly improved mean sleep latency at -
12 weeks compared with placebo, with majority of WORLD SLEEP

Maintenance of Wakefulness Test (MWT)

participants within the normative range

Singapore

LS mean difference from placebo in change from baseline at
week 12 (primary endpoint)

40 -
£
ji 35 -
)
c 30 -
S
8
o 25 -
o
o 20 -
s
s 15 -
2 10 -
&
5_
o
0
Baseline
n=70

Placebo

Oveporexton LS mean (95% CI) Adjusted P-value*
2 mg/2 mg I 20.09 (16.57-23.61) P<0.001
[
5 Proportion of
2 participants
g achieving mean
g sleep latency
=20 min at week 12:
= 0
£
g 2 mg/2 mg: 46 (69%)
\5-
g  —
3.3
Week 12
n=67

B Oveporexton 2 mg/2 mg

LS, least squares. *The analysis used a linear mixed-effects model for repeated measures with placebo-based multiple imputation. P-values have been adjusted for multiplicity.

1. Doghramiji K, et al. Electroencephalogr Clin Neurophysiol 1997;103:554-62.
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Oveporexton significantly improved subjective sleepiness o

at 12 weeks compared with placebo, with majority of \ﬁaﬁlgl"gill-IEEP

participants within the normative range |
Epworth Sleepiness Scale (ESS)

LS mean difference from placebo in change from baseline at week 12

25 Oveporexton LS mean (95% CI) Adjusted P-value*
2 mg/2 mg I -9.53(-11.10 to -7.97) P<0.001
[}
= 20 .
3 Proportion of
T': 17.9 . participants
§ 15 - 16.2 % achieving ESS total
7 3 score =10 at week
(72] Q
~ ol F N Y E 12:
8 )
= 2 4 (12%)
S g
= 2 2 mg/2 mg: 56 (84%)
€
5 o
O P
Baseline Week 12
n=70 n=67
Placebo B Oveporexton 2 mg/2 mg

LS, least squares. *The analysis used a linear mixed-effects model for repeated measures with placebo-based multiple imputation. P-values have been adjusted for multiplicity.

1. Johns MW. Sleep 1991;14:540-5.
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Oveporexton significantly reduced WCR over 12 weeks versus VoRIBSL 203

placebo and increased the number of cataplexy-free days Singapore

Weekly Cataplexy Rate (WCR)

70=-

Placebo * Median cataplexy-free
o 60— - Oveporexton 2 mg/2 mg days/week increased
cg: — 50+ from 0 days at
& £ 40- . baseline to 5 days
g3 T S at week 12 with
& § 207 § oveporexton versus no
é = 20- § increase with placebo.
107 - L % % .  Median percentage
0 ! T reduction in WCR from
0 2 4 6 8 10 12 baseline was
n=70 n=65 88.8% with
oveporexton 2 mg
(95% CI) Adjusted P-value* WCR IRR relative to placebo at week 12 doses at week 12.
g‘r’:;/‘;rsf;" 0.25 (0.15-0.42) <0.001 —— E
|
OfO Oj2 Oj4 016 018 l.IO 1i2

IRR (95% CI)

IQR, interquartile range; IRR, incidence rate ratio. *The analysis used a generalized estimating equations model (negative binomial) with placebo-based multiple imputation. P-values have been adjusted
for multiplicity. The IRR is the incidence rate of the oveporexton group divided by the incidence rate of the placebo group.
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Oveporexton was generally safe and well tolerated

Oveporexton
2 mg/2 mg
Participants with: (n=70)
e —
Any TEAE, n (%) 15(42.9) 60 (85.7)
Mild 9(25.7) 38 (54.3)
Moderate 5(14.3) 20 (28.6)
Severe* 1(2.9) 2(2.9)
Serious TEAE, n (%) 0 0
TEAESs related to study drug, n (%) 3(8.6) 56 (80.0)
TEAEs leading to study drug
discontinuation, n (%)’ 0 2(2.9)
Most frequent TEAEs, n (%)
Urinary frequency 1(2.9) 43 (61.4)
Insomnia 1(2.9) 40 (57.1)
Urinary urgency 0 10 (14.3)
Headache 2(5.7) 3(4.3)
Salivary hypersecretion 0 5(7.1)

w\ September 510 2025
ORLD SLEEP

Singapore

* Most TEAEs were mild to moderate in severity
and on-target events.

* No treatment-related serious TEAEs.

* The most common TEAEs of special interest
were insomnia and urinary events.

* Most were mild to moderate in severity,
started within first days of treatment,
and were transient in nature.

* Did not require medical intervention.

* No blood pressure-related TEAEs,* no safety
concerns relating to any laboratory parameters,
and no evidence of hepatotoxicity.

* 99% of participants completing the study drug
continued into the long-term extension study.

TEAE, treatment-emergent adverse event. *Placebo: tooth infection (unrelated); 2 mg/2 mg: urinary frequency (related), insomnia (related). 12 mg/2 mg: 2 reports of rhabdomyolysis due to intensive exercise,
both asymptomatic, discontinued per protocol. 1 case of transient palpitations with 2 mg/2 mg oveporexton.

s intended for health care professionals only.
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Singapore

* The firstresults from The Radiant Light phase 3 study in Asia, Australia, and Europe are consistent with those
from The First Light study in Europe, Japan, and North America' and with the 8-week phase 2 TAK-861-2001
study in participants with NT1.2

* Oveporexton 2 mg/2 mg demonstrated statistically significant and clinically meaningful improvements
versus placebo.

* The majority of participants receiving oveporexton reached normative levels of objective (MWT) wakefulness and
subjective (ESS) sleepiness.

* ~90% median reduction in weekly cataplexy rate.
* Observed TEAEs were similar between the 2 studies.
* Most TEAEs were mild to moderate in severity and self-limiting and were primarily on-target effects.

* No safety concerns in relation to adverse events, vital signs, laboratory, or ECG data.

Results from The Radiant Light phase 3 study confirm that oveporexton, an oral orexin receptor 2 agonist,
provides meaningful improvement with the potential of transformational benefit to people with NT1.

ECG, electrocardiogram; ESS, Epworth Sleepiness Scale; MWT, Maintenance of Wakefulness Test; NT1, narcolepsy type 1; TEAE, treatment-emergent adverse event.
1. MignotE, et al. WSC oral presentation O-09. 2. Dauvilliers Y, et al. N EnglJ Med 2025;392:1905-16.
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Background \ﬁam.gmslg.pgip

* In The First Light (Europe, Japan, and North America) and The Radiant Light (Asia, Australia, and
Europe) phase 3 studies, twice-daily oral doses of 1 mg and 2 mg oveporexton, an orexin receptor 2
agonist, given at least 3 h apart demonstrated statistically significant and clinically meaningful
improvements on measures of wakefulness (MWT), sleepiness (ESS), and cataplexy frequency over 12

weeks versus placebo.

In this analysis of data from The First Light and The Radiant Light phase 3
studies, we evaluated the effect of oveporexton on NT1 symptom severity using
the Narcolepsy Severity Scale for Clinical Trials (NSS-CT) and the Patient Global

Impression (PGI) scales.

ESS, Epworth Sleepiness Scale; MWT, Maintenance of Wakefulness Test.

health care professionals only.



Narcolepsy Severity Scale for Clinical Trials ke 223
( N SS' CT) Singapore

* The NSS-CT is a validated, self-administered, 15-item scale evaluating severity, frequency, and

impact of the spectrum of narcolepsy symptoms, with domains for sleepiness, cataplexy,
sleep paralysis, hallucinations, and disrupted nocturnal sleep."?

Scoring Items, n 4 severity levels: Score
Symptom severity 6-point Likert scale (0-5) 6 Very severe 43-57
Symp.ton'.\s consequences 4-point Likert scale (0-3) 9 Severe 2542
on daily life Moderate 15-28
Total score = 0-57 Mild 0-14
* In adults, an 8-point difference between treated and The NSS-CT s distributed worldwide by Mapi

. . . .. . Research Trust, https://eprovide.mapi-
1’2 ’ b I I
untreated patients is considered clinically meaningful. T

A pediatric version is also available. narcolepsy-severity-scale-for-clinical-trials

1. Dauvilliers Y, et al. Sleep 2020;43:1-11. 2. Dauvilliers Y, et al. Neurology 2017;88:1358-65.
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The First Light & The Radiant Light study designs  Wokibsieep

Singapore

 2randomized, double-blind, placebo-controlled, phase 3 studies of twice-daily oral oveporexton, an
orexin receptor 2 agonist, conducted across Asia, Australia, Europe, and North America.

The First Light The Radiant Light

12 weeks 12 weeks

A 4

[
»

Randomized 4-week follow-up Randomized 4-week follow-up

Oveporexton 1 mg/1 mg!

(2:3:3) or LTE study (1:2) Oveporexton 5 mg/2 mg’f or LTE study
Oveporexton 2 mg/2 mg'
Inclusion criteria:
* Aged 16-70 years
* |CSD-3/ICSD-3 TR diagnosis of NT1 supported by PSG/MSLT
or orexin CSF =110 pg/mL NSS-CT  Change from baseline to week 12
* ESSscore=11 Secondary i i . .
« 24 partial/complete episodes of cataplexy per week PGI-C Proportion of subjects reporting “much™ or “very
- Positive for the HLA genotype HLA-DQB1*06:02 (in the much” improved at week 12
absence of orexin testing) Proportion of subjects reporting at least 1 levels of

Exploratory  PGI-S improvement at week 12

CSF, cerebrospinal fluid; ESS, Epworth Sleepiness Scale; HLA, human leukocyte antigen; ICSD-3, International Classification of Sleep Disorders, Third Edition; ICSD-3 TR, International Classification of Sleep
Disorders, Third Edition, Text Revision; LTE, long-term extension; MSLT, multiple sleep latency test; NSS-CT, Narcolepsy Severity Scale for Clinical Trials; NT1, narcolepsy type 1; PGI-S/C, Patient Global
Impression of Symptom Severity/Change; PSG, polysomnography. fDoses were given at least 3 h apart.
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Disease characteristics were generally similar across
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groups at baseline Singapore
The First Light The Radiant Light
Oveporexton | Oveporexton Oveporexton
1 mg/1 mg 2 mg/2 mg 2 mg/2 mg
(n=61) (n=66) (n=70)
Mean (SD) age, years 30.9(12.7) m 34.0(13.1) 291_(96)
Female, n (%) 24 (58.5) 28 (45.9) 46 (69.7) 13(37.1) 37 (52.9)
Mean (SD) ESS total score 18.2(3.6) 18.2 (2.6) 19.0(3.2) 17.9(3.0) 17.3(3.4)
Mean (SD) MWT sleep latency, min 5.1 (6.8) 5.5(7.7) 4.4 (5.5) 4.1 (4.9) 4.8 (4.9)
Median (IQR) WCR 28.5(16.5-59.5) | 21.0(9.0-45.0) |26.3 (14.5-52.8) 27.0(19.0-66.5)|21.8 (10.5-37.5)
Mean (SD) NSS-CT total score 31.0(9.6) 30.4 (8.7) 31.2(7.3) 31.9(9.3) 30.7 (9.3)
PGI-S “severe” or “very severe”, n (%) 26 (63.4) 37 (60.7) 47 (71.2) 22 (62.9) 47 (67.1)

ESS, Epworth Sleepiness Scale; IQR, interquartile range; MWT, Maintenance of Wakefulness Test; NSS-CT, Narcolepsy Severity Scale for Clinical Trials; PGI-S, Patient Global Impression-Severity;

WCR, weekly cataplexy rate.
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Oveporexton resulted in statistically significant and clinically VORI SLEER

meaningful changes in NSS-CT total score versus placebo Singapore

Narcolepsy Severity Scale for Clinical Trials (NSS-CT)

The First Light The Radiant Light

57 o 57 e - NS
o 50 - 50 - Very severe LS mean (95% CI) change
- T from baseline versus
@ 40 40 placebo at week 12:
g Severe TAK-861-3001
: ,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, N I I DO N 1mg/1mg: -14.4(-17.81t0-10.9)
o 30 - 30 - 2 mg/2 mg: -16.9 (-20.2 to —13.5)
7 Moderate TAK-861-3002
Z B i -
= 201 B e 207 B N é 2 mg/2 mg: -18.1 (-21.3 to -15.0)
(/5] )
< Mild <0.
= 10 - 10 - i § AWl P<0.001
(0] 4 o
O ( g T
Z “

0 - 0 -
Baseline Week 12 Baseline Week 12
n=61 n=66 n=57 n=64 n=70 n=67
Placebo m Oveporexton 1 mg/1 mg B Oveporexton 2 mg/2 mg

LS, least squares.
The analysis used a linear mixed-effects model for repeated measures with placebo-based multiple imputation for missing data.
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Most participants achieved mild or moderate symptom
severity over 12 weeks of oveporexton

Narcolepsy Severity Scale for Clinical Trials (NSS-CT)

W‘\ September 510 2025
ORLD SLEEP

Singapore

NSS-CT category (% participants)

100
90
80

4.9

Placebo
(n=41)

The First Light The Radiant Light
Baseline : Week 12 Baseline : Week 12

100 -

16 g 4.3 8.8
90 -

25.8 25 34.3

36.1 80 - 343

70 - 44.1 Mild
Moderate
M Severe

1/1mg
(n=61)

M Very severe

Placebo 1/1mg 2/2mg Placebo 2/2mg
(n=36) (n=57) (n=64) (n=35) (n=70)

2/2 mg
(n=66)

Placebo 2/2mg
(n=34) (n=67)

Across both studies,
>70% of participants
treated with
oveporexton had
mild symptoms at
week 12 versus
<25% with placebo.
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The First Light: Most oveporexton-treated participants reported WoRiEe: 2023
no or mild symptoms at week 12 versus placebo

Patient Global Impression of Symptom Severity (PGI-S)

RLD SLEEP

Singapore

PGI-S category (% participants)

100
90
80
70
60
50
40
30
20
10

Placebo
(n=41)

Baseline Week 12

1.6 15 100 -

6.6 13.9 Ak

)

80
70
60
50
40
30
20

PGI-S category (% participants

10

o

1 mg/1 mg 2 mg/2 mg Placebo 1 mg/1 mg
(n=61) (n=66) (n=36) (n=57)

12.5

2 mg/2 mg
(n=64)

None

Mild
M Moderate
M Severe
Bl Very severe

69% of participants
treated with
oveporexton overall
had no or mild
symptom severity at
week 12 versus 14%
with placebo
(nominal P-value
<0.001 for both
doses).

2025 | O-09 | This presentation is intended for health care professionals only.
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The Radiant Light: Most oveporexton-treated participants VORI SLEED

reported no or mild symptoms at week 12 versus placebo Singapore

Patient Global Impression of Symptom Severity (PGI-S)

Baseline Week 12
100 1 : : 100 1 79% of participants
11.8 )

90 1 90 - Lok treated with

80 - 80 - oveporexton had no
70 A 70 None or mild symptom

60 - 60 Mild severity at week 12

62.7 M Moderate versus 12% with
50 - :
M Severe

placebo (hominal

40 A P-value <0.001).

Bl Very severe

PGI-S category (% participants)
)
PGI-S category (% participants)

30 - 30 -
B
20 20 -~
10 A 10 4
0 - 0 -
2 mg/2 mg 2mg/2 mg
(n=70) (n=67)
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Oveporexton resulted in statistically significant improvements VORI SLEER

in PGI-C at week 12 versus placebo* Singapore

Patient Global Impression of Change (PGI-C)

The First Light The Radiant Light
100 - 100 - - Across both studies,
— 90 90 e 74-97% of
£ o 28.1 o 2 = participants treated
80 - 80 - : i .
2 2 47.8 \I\ileryh”?“‘;h 'm':ro"ed with oveporexton had
S 70 - . S 70 1 veh improve much improved or
= 5 o Minimally improved hi d
b 8 B No change very much improve
o; 3\; 50 1 B Minimally worse symptoms at week
S i g 40 1 M Much worse 12 versus 12-22%
Q ’ .
2 2 30 - 433 W Very muchworse with placebo.
(&) 8 20 A  —
o o ]
a g 1 7.5
: 3.1 0 .
1mg/1mg 2 mg/2 mg 2 mg/2 mg
(n=57) (n=64) (n=67)

*Statistically significantimprovements (proportion very much improved or much improved); secondary endpoint.
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Oveporexton was generally safe and well tolerated

The First Light

The Radiant Light

Oveporexton | Oveporexton Oveporexton
1 mg/1 mg 2 mg/2 mg 2 mg/2 mg
(n=60) (n=66) (n=70)
— _
Any TEAE, n (%) 22 (53.7) 2 (86.7) 9(89.4) 15 (42.9) 60 (85.7)
Mild 14 (34.1) 6 (43.3) 4 (51.5) 9(25.7) 38 (54.3)
Moderate 7(17.1) 4 (40.0) 3(34.8) 5(14.3) 20 (28.6)
Severe 1(2.4) 2( 3) 2( 0) 1(2.9) 2(2.9)
Serious TEAE, n (%) 0 1(1.7) 1(1.5) 0 0
TEAEs related to study drug, n (%) 9(22.0) 46 (76.7) 53 (80.3) 3(8.6) 56 (80.0)
TEAESs leading to study drug discontinuation, 1(2.4) 3(5.0) 0 0 2(2.9)
n (%)
Most frequent TEAEs, n (%)
Urinary frequency 3(7.3) 32 (53.3) 36 (54.5) 1(2.9 43 (61.4)
Insomnia 0 32 (53.3) 38 (57.6) 1(2.9 40 (57.1)
Urinary urgency 1(2.4) 9(15.0) 12 (18.2) 0 10 (14.3)
Nasopharyngitis 6 (14.6) 6(10.0) 10 (15.2) 0 0
Headache 5(12.2) 4(6.7) 10 (15.2) 2(5.7) 3(4.3)
Salivary hypersecretion 0 5(8.3) 4(6.1) 0 5(7.1)

TEAE, treatment-emergent adverse event.
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* In The First Light and The Radiant Light phase 3 studies, twice-daily 1 mg and 2 mg doses of oral
oveporexton significantly improved disease severity as assessed with the NSS-CT, PGI-S, and PGI-C

scales versus placebo in participants with NT1 over 12 weeks.

* Oveporexton was generally safe and well tolerated.

* These results are consistent with those from the phase 2 TAK-861-2001 study in participants with NT1
over 8 weeks.

Phase 3 studies confirmed that treatment with oveporexton, an oral orexin
receptor 2 agonist, shows improvements across the full NT1 spectrum

of symptoms.

NSS-CT, Narcolepsy Severity Scale for Clinical Trials; PGI-C, Patient Global Impression of Change; PGI-S, Patient Global Impression of Symptom Severity.
1. Dauvilliers Y, et al. N EnglJ Med 2025;392:1905-16.
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Background %RLQ.%'.'.EEP

* |In The First Light (Europe, Japan, and North America) and The Radiant Light (Asia, Australia, and Europe)
phase 3 studies, twice-daily oral doses of 1 mg and 2 mg oveporexton, an orexin receptor 2 agonist, given at least
3 h apart demonstrated statistically significant and clinically meaningful improvements on measures of
wakefulness (MWT), sleepiness (ESS), and cataplexy frequency over 12 weeks versus placebo.

* In The First Light and The Radiant Light phase 3 studies, oral oveporexton significantly improved disease
severity, as assessed with the NSS-CT and PGI-C scales, versus placebo in participants with NT1 over 12 weeks.

We evaluated the effect of oveporexton (TAK-861) on measures of health-
related quality of life (HRQoL) in participants with NT1 from The First Light and
The Radiant Light phase 3 studies.

ESS, Epworth Sleepiness Scale; MWT, Maintenance of Wakefulness Test; NSS-CT, Narcolepsy Severity Scale for Clinical Trials; PGI-C, Patient Global Impression of Change.
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 2randomized, double-blind, placebo-controlled, phase 3 studies of twice-daily oral oveporexton, an
orexin receptor 2 agonist, conducted across Asia, Australia, Europe, and North America.

The First Light 12 weeks

»
L

Randomized

Oveporexton 1 mg/1 mg!

(2:3:3)

4-week follow-up
or LTE study

Oveporexton 2 mg/2 mgt

Inclusion criteria:
*  Adults aged 16-70 years

* |CSD-3/ICSD-3 TR diagnosis of NT1 supported by PSG/MSLT

or orexin CSF<110 pg/mL
* ESSscore=11

* 24 partial/complete episodes of cataplexy per week

* Positive for the HLA genotype HLA-DQB1*06:02 (in the

absence of orexin CSF testing)

The Radiant Light

Randomized
(1:2)

Secondary

Exploratory

12 weeks

v

4-week follow-up
or LTE study

Oveporexton 2 mg/2 mgt

SF-36 MCS/PCS  Change from baseline to week 12

SF-36 domains
EQ-5D-5L Index  Change from baseline to week 12
EQ-5D-5L VAS

CSF, cerebrospinal fluid; EQ-5D-5L VAS, EuroQol 5-Dimension-5 Level visual analog scale; ESS, Epworth Sleepiness Scale; HLA, human leukocyte antigen; ICSD-3, International Classification of Sleep
Disorders, Third Edition; ICSD-3 TR, International Classification of Sleep Disorders, Third Edition, Text Revision; LTE, long-term extension; MSLT, Multiple Sleep Latency Test; PSG, polysomnography;
SF-36 MCS/PCS, 36-Item Short Form Mental Component Summary/Physical Component Summary. fDoses were given at least 3 h apart.
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« SF-36is a patient-reported assessment of quality of life and overall health status.’

Physical Mental
« 36items: 35 items constitute the Component Component
. Health domain scales Items, n Summary* Summary*
domain scores, and 1 general
health item Physical Functioning (PF) 10 .
« Norm-based scoring of each domain is Role-Physical (RP) 4 %
based on the US general population: Bodily Pain (BP) 5 .

standardized with mean =50, SD = 10.

. General Health (GH 5
* Domain scores range from 0 to 100; e
higher scores indicate better health. Vitality (VT) 4
* 3-point difference between treatment Social Functioning (SF) 2 €
group§ is considered clinically Role-Emotional (RE) .
meaningful.?
Mental Health (MH) 5

*Some domains contribute questions to both the Physicaland Mental Component Summaries.
1. Maruish ME. User’s manual for the SF-36v2 Health Survey (3rd ed). Lincoln, RI: QualityMetric Incorporated; 2011. 2. Maski K, et al. J Clin Sleep Med 2021;17:1895-945.
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Oveporexton significantly improved patient-reported QoL on VORI SLEER

the SF-36 Mental Component Summary over 12 weeks Singapore

Short Form-36 Survey (SF-36)

The First Light The Radiant Light

LS mean difference from placebo in change from LS mean difference from placebo in change from

baseline at week 12 baseline at week 12

Oveporexton | LS mean (95% Cl) P-value Oveporexton || LS mean (95% Cl) P-value T

70 7 1mg/1mg 6.79 (3.1-10.5) P<0.001 70 1 G mgi2me I 9.32 (6.0-12.6) P<0.001 Improvements on
o 2 mg/2 mg 10.11 (6.5-13.7) P<0.001 o %JO the SF-36 MCS
- b~ _
g 60 - g 60 S exceeded the
o o 2 minimum clinically
_ ™ _ ) .
w50 o S0 £ relevant difference
7} = .
2 = 2 of 3 points.’
9, 40 - n 40 o R
E 38.2 % 38.3 38.5 g
® 30 - g 30 - 2
= 2
20 - 20 -
Baseline Week 12 Baseline Week 12
n=61 n=66 n=57 n=64 n=70 n=67

Placebo m Oveporexton 1 mg/1 mg M Oveporexton 2 mg/2 mg

LS, least squares; MCS, Mental Component Summary; QolL, quality of life. The analysis used a linear mixed-effects model for repeated measures with placebo-based multiple imputation. P-values have
been adjusted for multiplicity.
1. Maski K, et al. J Clin Sleep Med 2021;17:1895-945. 2. Maruish ME. User’s manual for the SF-36v2 Health Survey (3rd ed). Lincoln, Rl: QualityMetric Incorporated; 2011.
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Oveporexton significantly improved patient-reported QoL on VORI SLEER

the SF-36 Physical Component Summary over 12 weeks Singapore

Short Form-36 Survey (SF-36)

The First Light The Radiant Light

LS mean difference from placebo in change from LS mean difference from placebo in change from

baseline at week 12 baseline at week 12

Oveporexton | LS mean (95% Cl) P-value Oveporexton | LS mean (95% Cl) P-value

70 7 1mg/img 5.54 (3.4-7.7) P<0.001 70 9 2 mg/2mg I 5.01(2.6-7.5) P<0.001 Improvements on
© 2 mg/2 mg 6.26 (4.2-8.4) P<0.001 o b the SF-36 PCS
S | . o0
g 60 1 g 60 1 5 exceeded the
o o 2 minimum clinically
(] ™ i © .
o L 20 1 £ relevant difference
49.1 (7] 48. 49.1 = .
‘é{ = I S of 3 points.’
: c :
© @ o
o § 30 - 3
= 5
£
20
Baseline Week 12 Baseline Week 12
n=61 n=66 n=57 n=64 n=70 n=67

Placebo m Oveporexton 1 mg/1 mg M Oveporexton 2 mg/2 mg

LS, least squares; PCS, Physical Component Summary; QoL, quality of life. The analysis used a linear mixed-effects model for repeated measures with placebo-based multiple imputation. P-values have
been adjusted for multiplicity.
1. Maski K, et al. J Clin Sleep Med 2021;17:1895-945. 2. Maruish ME. User’s manual for the SF-36v2 Health Survey (3rd ed). Lincoln, Rl: QualityMetric Incorporated; 2011.
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Oveporexton improved SF-36 domain scores over multiple oumsss 253

domains at 12 weeks versus placebo in both studies Singapore

Short Form-36 Survey (SF-36)

The First Light Physical The RadiantLight _"we ==
Functioning 100
100 5
Vitality Bodily Pain vitality 0 Bodily Pain Changes from baseline
40 to week 12 for nearly all
g SF-36 domain scores
General Role- General 0 Role- were nominally
Health Emotional Health Emotional significant with
oveporexton versus
placebo (exploratory
) endpoint).
Mental Health Role-Physical Mental Health Role-Physical
| —
Social Functioning Social

Placebo (n=36) Functioning

essmOveporexton 1 mg/1 mg (n=57)
emmeOveporexton 2 mg/2 mg (n=64)

Placebo (n=34)
emmm(Oveporexton 2 mg/2 mg (h=67)
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« EQ-5D-5L is a patient-reported assessment of quality of life and overall health status.

* 5dimensions are rated on 5-point
Likert Scal.e, from “No prOblemS” to 5 severity levels
“Unable/extreme.” EQ-5D scores Items, n (dimension scores)*

* 1-item VAS scored from 0 (worst

iviti No problems
health) to 100 (best health). Usual Activities ! .
+ A preference-based index score Self-care 1 SE LI
can be generated from the Dimension scores Pain/Discomfort 1 Moderate problems
5 dimensions, yielding a score from Mobility 1 Severe problems
0 (death) to 1.0 (perfect health). - -
. Anxiety/Depression 1 Unable/extreme
* Mean (SD) normative scores
VAS Self-rated Health 1

(US population): Index score, 0.85
(0.21); VAS, 80.4 (15.6)."

VAS, visual analog scale. *Categories for Anxiety/Depression domain: not anxious or depressed; slightly anxious or depressed; moderately anxious or depressed; severely anxious or depressed; extremely
anxious or depressed. Categories for Pain/Discomfort domain: no pain/discomfort; slight pain/discomfort; moderate pain/discomfort; severe pain/discomfort; extreme pain/discomfort.
1. Jiang R, et al. Qual Life Res 2021;30:803-16.
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Index scores at 12 weeks versus placebo
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EuroQol-5 Dimension-5 Level (EQ-5D-5L)

Normative range?!

Improvement

The First Light The Radiant Light
LS mean difference from placebo in change from BL at week 12 LS mean difference from placebo in change from BL at week 12

Oveporexton | LS mean (95% Cl) P-value Oveporexton | LS mean (95% Cl) P-value

1 mg/1mg 0.18(0.11-0.24) P<0.001 2mg/2 mg I 0.20(0.13-0.26) P<0.001
" 2 mg/2 mg 0.20 (0.14-0.26) P<0.001 "
® 1.00 - © 1.00 -
(] (o]
7 N - N U
x 0.80 X 0.80
(<)) ()]

0.82
2 0.76 2 /
E'? 0.60 E') 0.60 -
2 2
& 0.40 & 0.40 -
Ll Ll
@ 0.20 ® 0.20 -
: :
2 0.00 = 0.00
Baseline Week 12 Baseline Week 12
n=61 n=66 n=57 n=64 n=70 nh=67

Placebo m Oveporexton 1 mg/1 mg ™ Oveporexton2mg/2 mg

LS mean difference from
placebo in change from
baseline to week 12 in
EQ-5D-5L Index score with
oveporexton doses were
nominally significant

(all P<0.001).

Oveporexton treatment
resulted in group mean
EQ-5D-5L Index scores
reaching normative values.

BL, baseline; LS, least squares. The analysis used a linear mixed-effects model for repeated measures with no imputation for missing data. P-values are nominal (not adjusted for multiplicity).

1. Jiang R, et al. Qual Life Res 2021;30:803-16.
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Oveporexton significantly improved patients’ self-rated VoRIBSL 203

EQ-5D-5L VAS scores at 12 weeks versus placebo Singapore

EuroQol-5 Dimension-5 Level (EQ-5D-5L)

The First Light The Radiant Light
LS mean difference from placebo in change from BL at week 12 LS mean difference from placebo in change from BL at week 12
Oveporexton | LS mean (95% Cl) P-value Oveporexton || LS mean (95% ClI) P-value © . —
1 mg/1 mg 16.28 (10.48-22.08) P<0.001 2 mg/2 mg I 14.65 (8.93-20.38) P<0.001 %3 LS mean.dlfference from
i i i i o placebo in change from
2 100 - 2 mg/2 mg 20.15(14.52-25.78) P<0.001 2 100 - % baseline to week 12 in
5 5 £ EQ-5D-5L VAS score with
- D an L 2 oveporexton doses were
2 80 1 . 80 1 nominally significant
> > = (all P<0.001).
B 60 - w 60 - 65.7 A S
3 uﬁ; % Oveporexton treatment
8" 40 - O 40 - g resulted in group mean
o o - EQ-5D-5L VAS scores
% 20 - ‘% 20 - approaching or achieving
] @ normative values.
g O _ g 0 | o
Baseline Week 12 Baseline Week 12
n=61 n=66 n=57 n=64 n=70 n=67

Placebo m Oveporexton 1 mg/1 mg m Oveporexton2 mg/2 mg

BL, baseline; LS, least squares; VAS, visual analog scale. The analysis used a linear mixed-effects model for repeated measures with no imputation for missing data. P-values are nominal
(not adjusted for multiplicity).

1. Jiang R, et al. Qual Life Res 2021;30:803-16.
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Oveporexton improved patients’ self-rated EQ-5D-5L domain VoRIBSL 203

scores at 12 weeks versus placebo R tapors

EuroQol-5 Dimension-5 Level (EQ-5D-5L)

The First Light : . : . : . o o
100% Self-care ! Mobility ! Pain/Discomfort ! Anxiety/Depression ' Usual Activities
0 — i - E— i- e i - I i e
. 2 | | | |
E 60% I I I I
£ : : : :
§ 0% : : : :
] ] ] ]
20% : : : :
i i i i
0%
’ 1/1 mg 2/2 mg i 1/1 mg 2/2 mg i 1/1 mg 2/2 mg i 1/1 mg 2/2 mg i 1/1 mg 2/2 mg
(n=57) (n=64) | (n=57) (n=64) | (n=57) (n=64) | (n=57) (n=64) | (n=57) (n=64)
] ] ] ]
The Radiant Light i | | ]
] ] ] ]
100%  p— I I — — E—
B Unable/extreme
o - | 1 ,
] ] ] ]
2 H H H H B Severe problems
E  60% | ! | i
P ! ! ! ! B Moderate problems
S 40% I 1 I 1
] ] ] ] .
20% i : ! ' Slight problems
] ] ] ]
0% i i i i No problems
2/2 mg : 2/2 mg : 2/2 mg : 2/2 mg : 2/2 mg
(n=67) ! (n=67) ! (n=67) ! (n=67) 1 (n=67)

EQ-5D-5L, EuroQol-5 Dimension-5 Level.
Categories for Anxiety/Depression domain: not anxious or depressed; slightly anxious or depressed; moderately anxious or depressed; severely anxious or depressed; extremely anxious or depressed.
Categories for Pain/Discomfort domain: no pain/discomfort; slight pain/discomfort; moderate pain/discomfort; severe pain/discomfort; extreme pain/discomfort.
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Oveporexton was generally safe and well tolerated WORLD SLEEP
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The First Light The Radiant Light
Oveporexton | Oveporexton Oveporexton
1 mg/1 mg 2 mg/2 mg 2 mg/2 mg
(n=60) (n=66) (n=70)
Any TEAE, n (%) 22 (53.7) 52 (86.7) 9(89.4) 15 (42.9) 0(85.7)
Mild 14 (34.1) 26 (43.3) 4 (51.5) 9(25.7) 8 (54.3)
Moderate 7(17.1) 24 (40.0) 3(34.8) 5(14.3) 0(28.6)
Severe 1(2.4) 2 (3.3) 2 (3.0) 1(2.9) 2(2.9)
Serious TEAE, n (%) 0 1(1.7) 1(1.5) 0 0
TEAES related to study drug, n (%) 9(22.0) 46 (76.7) 53 (80.3) 3(8.6) 56 (80.0)
TEAEs leading to study drug discontinuation, n (%) 1(2.4) 3(5.0) 0 0 2(2.9)
Most frequent TEAEs, n (%)
Urinary frequency 3(7.3) 32 (53.3) 36 (54.5) 1(2.9 43 (61.4)
Insomnia 0 32 (53.3) 38 (57.6) 1(2.9 40 (57.1)
Urinary urgency 1(2.4) 9(15.0) 12 (18.2) 0 10 (14.3)
Nasopharyngitis 6 (14.6) 6(10.0) 10 (15.2) 0 2(2.9)
Headache 5(12.2) 4(6.7) 10 (15.2) 2(5.7) 3(4.3)
Salivary hypersecretion 0 5(8.3) 4(6.1) 0 5(7.1)

TEAE, treatment-emergent adverse event.
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* In The First Light and The Radiant Light phase 3 studies, twice-daily 1 mg and 2 mg doses of
oral oveporexton showed significant improvements in HRQoL over 12 weeks versus placebo in

participants with NT1.
* Oveporexton was generally safe and well tolerated.

* These results are consistent with those from the phase 2 TAK-861-2001 study in participants with NT1
over 8 weeks.

These findings supplement primary and secondary results from the phase 3
trials and indicate that oveporexton, an oral orexin receptor 2 agonist, has
the potential of transformational benefit to people with NT1.

EDS, excessive daytime sleepiness; HRQoL, health-related quality of life; NT1, narcolepsy type 1.
1. Dauvilliers Y, et al. N EnglJ Med 2025;392:1905-16.
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