The dual orexin receptor antagonist daridorexant in pediatric
insomnia disorder
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Introduction Methods

Insomnia prevalence increases from childhood to Double-blind, randomized, placebo-controlled, parallel-group, Phase 2 dose-finding study in participants
adolescence and may persist over time' aged =10 to <18 years (N = 166) at 32 sites in 6 countries across US and Europe

It affects children with and without neurodevelopmental Once-daily daridorexant (10, 25, 50 mg) or placebo for 14 days, stratified by NDD status. The treatment

disorders (NDDs - incl. ASD/ADHD) and may exacerbate period was preceded by a 10-28 day screening period and followed by a 5-15 day safety follow-up period
NDD symptoms? Key inclusion criteria: Age: 210 to <18 years, ICSD or DSM-5 insomnia disorder, SDSC: Score >16 on the
Pharmacologic treatment options are limited, often used Difficulty Initiating or Maintaining Sleep domain. NDD subgroup: documented history of NDD according to
off-label, and supported by little pediatric evidence3 DSM-5; or SRS T-score = 55 AND/OR CBCL-ADHD Problems Scale score = 65 at Screening

Daridorexant is an equipotent antagonist of both orexin Key exclusion criteria: Daytime napping, suicidal ideation, sleep-wake disorders, acute/unstable medical
receptors (OX1 and OXz), blocking the hyperactive wake conditions, body weight <25 kg, CBT-1 < 1 month at screening, treatment with sleep medication

signaling, a key cause of insomnia disorder Primary endpoint: Change from baseline to Day 1 in Total Sleep Time (TST), as measured by

Study objective polysomnography (PSG)

To characterize the dose-response of daridorexant in Other endpoints: Change from baseline to Week 2: subjective (s)TST, visual analogue scales (VAS) for

paediatric insomnia patients sleep quality and morning sleepiness

Résults

Table 1. Baseline characteristics in the overall study population. Figure 3. Daridorexant 50 mg showed the largest numerical improvement vs. placebo in sTST

at Week 2 (68.8 min vs. 29.7 min with placebo, LSM difference +39.2 min [95% CI 0.6, 77.7]).
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Daridorexant Daridorexant  Daridorexant All fg:

Placebo n=41 10 mg 25 mg 50 mg patients .
n=40 n=42 n=42 n=165 | | | |

Placebo Daridorexant Daridorexant Daridorexant

Time since insomnia diagnosis = 3 ¢ (3 ) 4.8 (3.7) 4.2 (3.6) 3.7 (3.3) 4.1 (3.4) (M=31)  10mg  25mg 50 mg
years (n=38) (n=35) (n=35)

Nighttime sleep variables
PSC-total sleep time, min 413.6 (55.9)  416.1 (58.0) 399.4 (87.3) 383.9(79.0)  403.1(72.1) Figure 4. Daridorexant 50 mg showed the largest numerical improvement vs. placebo in VAS

nfiiG'late”Cy to persistentsleep, g 4 (3 q) 30.1 (2.6) 35.3(3.2) 35.4 (3.4) 32.4 (3.1) quality of sleep at Week 2.
PSG-wake after sleep onset, min 45.5 (38.0) 40.9 (38.1) 38.6 (28.5) 55.1 (52.3) 45.1 (40.3) Towards better quality of sleep
R R . K —
Subjective total sleep time, min  428.5(120.9) 404.4(96.2) 392.8(117.4) 389.4(98.7) 403.7 (108.6)
19.44

NDD Group [n] 21 22 21 23 87 Daridorexant 50mg —..)

n (%) or mean (SD) Placebo 10 mg 25 mg 50 mg Total

Female 23 (56%) 17 (43%) 22 (52%) 22 (52%) 84 (51%)
10-11 years 6 (15%) 16 (40%) 3 (7%) 9 (21%) 34 (21%)
12-17 years 35 (85%) 24 (60%) 39 (93%) 33 (79%) 131 (79%)
Body weight - kg 62.0(16.4)  55.7(16.8)  65.2(19.3) 62.7 (21.8) 61.5 (18.9)

Table 2. Baseline insomnia disorder characteristics were balanced across treatment groups.

Change from baseline in sTST (min)

Mean (SD)

+6.61 vs PBO*
(-2.84,16.05)

Overall, 96% of children had difficulty falling asleep, 89% maintaining sleep, and 75% suffered from early

12.84
(n=31)

Placebo

awakenings. In almost the totality (96%) sleep led to distress.
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Figure 1. Daridorexant significantly increased objective TST in a dose-dependent manner at Day 1 (49.6 min Figure 5. Daridorexant 50mg reduced VAS morning sleepiness at Week 2.

with daridorexant 50 mg vs. 20.1 min with placebo (LSM difference +29.6 min [95% Cl 5.4, 53.7], p=0.0166). Towards Sf:;ﬁyuilge”ﬁfle‘i B bselégerislei;tness/less
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20- / Safety . Daridorexant was well tolerated across all doses with similar safety profile across

13: treatment groups. There were 10 (24.4%), 11 (27.5%), 7 (16.7%) and 10 (23.8%) patients with

10 p-value =0.0185 >1 adverse event in the placebo, daridorexant 10, 25, and 50 mg arms respectively.

Placeblo Daridolrexant Darildorexant Daridolrexant
(n=40) 10 mg 25 mg 50 mg
(n=38) (n=41) (n=42)

Change from baseline in objective TST (min)

Conclusions

Figure 2. Daridorexant increased in a dose-dependent manner objective TST at Day 1 in NDD In children with insomnia disorder, daridorexant induced a statistically-significant

subgroup (63.8 min with daridorexant 50 mg vs. 27.2 min with placebo, LSM difference +36.3 dose-dependent improvement in objective total sleep time from baseline to Day 1

min [95% Cl 3.1, 69.5], p=0.0311) Daridorexant 50 mg showed consistent and clinically meaningful improvements
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40 / Daridorexant was well tolerated across all dose groups, with a safety profile
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For all figures: Data are presented as least-square means * 95% confidence intervals. Grey area represents the 95%
confidence interval of the dose-response curve. Cl, confidence interval; SD, standard deviation




	Slide 1

