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Objective
e To evaluate the effectiveness of LXB treatment on sleep parameters as assessed by
actigraphy in individuals with narcolepsy or idiopathic hypersomnia Figure 4. Number of Nocturnal Awakenings®®
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LXB, low-sodium oxybate; PSG, polysomnography; SDP, stable-dose period; V, visit. aNumber of inactive and active events (>10 seconds length) of non-sleep taking place during the sleep interval. "Completer analysis set. “Difference between EOT and BL.
. . . . _ BL, baseline; Cl, confidence interval; EOT, end of treatment; LS, least squares; LXB, low-sodium oxybate; SE, standard error.
* DUET included a screening period (with @ washout period for oxybate users), | | . | | . o . |
a baseline (BL) period, a titration period (participants began LXB treatment with e Mean number of nocturnal awakenings decreased from BL and EOT in participants with narcolepsy and in participants with idiopathic hypersomnia

individualised dosing adjustments to achieve their optimal dose), a stable-dose period
(SDP; at optimal LXB dose), an end-of-treatment (EOT) period, and a safety follow-up

— Narcolepsy cohort: participants took LXB twice nightly (per US prescribing
label; a maximum of 9 g/night for twice-nightly regimen, divided into 2 equal or
unequal doses with the second dose taken 2.5—4 hours after the first dose)®

— ldiopathic hypersomnia cohort: participants took a once- or twice-nightly
LXB regimen based on the investigator’s discretion (per US prescribing label;
a maximum of 6 g/night for once-nightly or a maximum of 9 g/night for
twice-nightly regimens, divided into 2 equal or unequal doses with the
second dose taken 2.5—4 hours after the first dose)®

e Wrist actigraphy devices (GENEActiv; Activinsights; Cambridgeshire, UK) were used
to estimate sleep parameters based on validated algorithms
— Participants were instructed to wear the actigraphy device on the wrist of their
nondominant hand during the BL, SDP, and EOT periods (analyses reported here
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included the 8 days leading up to the BL and EOT in-laboratory PSG visits)
— The device was a waterproof, triaxial accelerometer that captured unfiltered,

high-resolution raw data at a frequency set to 20 Hz, enabling continuous Baseline Optimised LXB (EQT) Baseline Optimised LXB (EOT)
recording up to 30 days Narcolepsy (n=22) Idiopathic Hypersomnia (n=32)
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open-source GENEAread (v2.0.8)™ and GENEAclassify (v1.5.3)™ packages for
data importation, calibration, and rest/activity classification

— Autocalibration procedures were implemented to reduce sensor drift and
calibration bias, enhancing data accuracy'™

Mean (SE) Sleep Onset
Latency (minutes)

e Mean sleep onset latency numerically increased from BL to EOT in participants with narcolepsy and increased in participants with idiopathic hypersomnia

» Exploratory outcomes included actigraphy assessments of total nocturnal sleep time, Figure 6. Wake After Sleep Onset?
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prescribed LXB regimen for >1 night after the BL period; the completer analysis set 2 % 50
includes all participants who enrolled in the study, took their prescribed LXB regimen for
>1 night after the BL period, completed the SDP, and completed the PSG EOT visit
Figure 2. Inclusion/Exclusion Criteria Baseline Optimised LXB (EOT) Baseline Optimised LXB (EOT)
() Key Inclusion Criteria (X) Key Exclusion Criteria Narcolepsy (n=22) |diopathic Hypersomnia (n=32)
alComplettler analysis get. bDifference between EOT and BL. |
e 18-75 years of age with primary diagnosis of NT1 or e Untreated/ina dequately treated sleep- BL, baseline; Cl, confidence interval; EOT, end of treatment; LS, least squares; LXB, low-sodium oxybate; SE, standard error.
NT2 (per ICSD-3 or DSM-5) or primary diagnosis of disordered breathing (AHI >10)° ° : L : : : L FRRGET : :
diopathic hypersomnia (per ICSD-3 criteria) S St Mean wake after sleep onset decreased from BL to EOT in participants with narcolepsy and numerically decreased in participants with idiopathic hypersomnia
— Individuals with and without long sleep time were inadequately treated sleep disorder or
included? unstable/clinically significant medical
e ESS score >10° condition, behavioural/psychiatric disorder,
o Partici lowed , Ki neurologic disorder, or surgical history that . . <o a
AUMGIELLS sl el 0 ST L might affect the participant’s safety or Table 2. Mean Nightly LXB Dosage During Stable-Dose Period Table 3. Treatment-Emergent Adverse Events
concomitant alerting agents (stimulants or wake- interfere with study conduct . . .
promoting agents), but had to have been taking the Narcolepsy Idiopathic Narcolepsy Idiopathic Hypersomnia
same dosage for >1 month before screening visit 1 (n=36)? Hypersomnia (n=41) Participants, n (%) (N=55)> (N=46):
with no plan to adjust dosage during the study period With >1 TEAE 34 (61.8) 34 (73.9)
2Analyses are performed for the complete idiopathic hypersomnia cohort, with no distinction made between those with and without long sleep time. Total once-nightly dosage (g/night) n=15 With >1 TEAE related to treatment 30 (54.5) 30 (65.2)
bAt screening visit 1 or at visit 2 if taking an oxybate medication at screening, after the washout period. °Hypopnoea definition included a >4% .. .
desaturation per Rule 1B The AASM Manual for the Scoring of Sleep and Associated Events,'® as assessed during the baseline PSG visit. M ) 1811 TEAEs occurring in >10% of participants
AHI, apnoea-hypopnoea index; AASM, American Academy of Sleep Medicine; ESS, Epworth Sleepiness Scale; ICSD-3, International Classification ean (SD) 8 (1.1) Nausea 13 (23.6) 9(19.6)
of Sleep Disorders — Third Edition; NT1, narcolepsy type 1; NT2, narcolepsy type 2; PSG, polysomnography. L
Total twice-nightly dosage (g/night) n=36 n=26 Dizziness : 8 (17.4)
Headache : 8 (17.4)
Res U Its Mean (SD) 7.0 (1.6) 7.7(1.2) Somnolence . 3(6.5)

Vomiting : 5(10.9)

aSafety analysis set.
TEAE, treatment-emergent adverse event.

First nightly LXB dose, mean (SD) 3.7 (0.9) 4.0 (0.8)
Table 1. Demographics and Baseline Characteristics®

Narcolepsy® Idiopathic Hypersomnia?
Characteristic (N=55) (N=46)

Age (years), mean (SD) 33.4 (12.9) 38.1 (11.8)
Sex at birth, n (%)

Male 15(27.3) 9 (19.6)

Female 40 (72.7) 37 (80.4)
Race, n (%)

White 44 (80.0)

Black or African American 7(12.7)

Second nightly LXB dose, mean (SD) 3.4 (0.9) 3.6 (0.8)

— , — — — e |n the narcolepsy cohort, treatment-emergent adverse events (TEAES) were
2ncludes participants from the safety analysis set who reached the SDP. Once a participant reached an optimised dosage, they continued this . . . . ,
dosage as a stable regimen during the SDP and EOT period. mild or moderate in Severlty; Nno part|C|pantS had a serious TEAE

BL, baseline; LXB, low-sodium oxybate; max, maximum; min, minimum; SD, standard deviation; SDP, stable-dose period. - \ . . . .
In the idiopathic hypersomnia cohort, TEAES were mild or moderate in severity;
e All participants with narcolepsy took twice-nightly LXB 1 (2.2%) participant had a serious TEAE (hypoxia [concurrent with influenza]
e Fifteen (36.6%) participants with idiopathic hypersomnia took once-nightly LXB that was moderate in severity, determined to be unrelated to the study drug
and 26 (63.4%) took twice-nightly LXB according to the investigator, and resolved)

American Indian or Alaska Native 0
Asian 2 (3.6)
Native Hawaiian or other Pacific Islander 0
Multiple® 1(1.8)
Body mass index (kg/m?), mean (SD) 29.5 (6.7)
Oxybate type at study entry, n (%)
Naive® 42 (76.4) 37 (80.4)
Low-sodium obybate 6(10.9 9(19.6)
Sodium oxybate 5(9.1) 0
Once-nightly sodium oxybate 2 (3.6) 0
Concomitant alerting agent, n (%)% 31 (56.4) 19 (41.3)

aSafety analysis set. "One (1.8%) participant with narcolepsy and 1 (2.2%) with idiopathic hypersomnia reported >1 race; race for 1 (1.8%)
participant with narcolepsy was unknown. ®No oxybate use within 2 weeks of entering the study. “Participants could have been taking
multiple alerting medications. éAgents could have been prescribed for excessive sleepiness, idiopathic hypersomnia, and/or another
condition. ‘Concomitant medications had a stop date on or after the date of the first dose of the study intervention or were ongoing.

SD, standard deviation.

Conclusions

e Based on actigraphy, participants with narcolepsy taking LXB showed fewer awakenings and decreased WASO compared with BL
(off-LXB), suggesting less disrupted sleep with LXB treatment

Participants with idiopathic hypersomnia taking LXB showed fewer awakenings compared with BL (off-LXB), suggesting improved
sleep measures with LXB treatment, as well as decreased nocturnal sleep time

These results augment previously reported PSG findings in these participants (see Poster 184 and Poster 120 for narcolepsy
and idiopathic hypersomnia, respectively), adding to the established effectiveness of LXB treatment for narcolepsy and
Idiopathic hypersomnia
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