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Introduction Results

e |diopathic hypersomnia is a debilitating central hypersomnolence disorder characterized by excessive daytime ) ) )
sleepiness (EDS), with severe sleep inertia and long nocturnal sleep time as key symptoms'= Figure 2. Decreased Sleep Duration With Open-label LXB Treatment
e The first approved treatment for idiopathic hypersomnia in the US is low-sodium oxybate (LXB; Xywav®) A. 24-Hour TST B Baseline SDP Week 2 B. Nocturnal TST B Baseline SDP Week 2 C. Total Nap Duration B Baseline SDP Week 2
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Treatment at Study Entry
LXB LXB
S Estimated median changes from baseline (95% Cl) in the safety population, <8 h baseline 24-h TST subgroup, and >8 to <9 h baseline 24-h TST subgroup, respectively, were:
* Treatment naive Stable-d = LXB A. 24-Hour TST: =38 (=61 to —9) min, P=0.0002; —1 (=32 to 19) min, P=0.6772; and —42 (—69 to 28) min, P=0.3554.
e Alerting agent only Open-label titration and apeer:i-odose = B. Nocturnal TST: —23 (=41 to 0) min, P=0.0140: 0 (~24 to 19) min, P=0.6229: and —15 (~66 to 28) min, P=0.6661.
e SXB only optimization period (OLT) S Placeho C. Total Nap Duration: 8.3 (~12.0 to —1.6) min, P<0.0001; —1.0 (~10.3 to 0.0) min, P=0.6948; and —2.5 (~12.0 to 0.0) min, P=0.1991.
o SXB + alerting agent (SDP) E LXB, low-sodium oxybate; Q1, first quartile; Q3, third quartile; SDP, stable-dose period; TST, total sleep time.
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m.mmﬂ.” TTTTTTTTTTTTTT mﬂmm.m Figure 3. Decreased Sleep Duration With Open-label LXB Treatment by Pharmacotherapy at Study Entry Table 2. Demographics and Baseline Disease Characteristics
Daily sleep diary Daily sleep diary Daily sleep diary
DBRWP, double-blind randomized withdrawal period; LXB, low-sodium oxybate; SXB, high-sodium oxybate. B Baseline SDP Week 2 On Baseline Idiopathic Hypersomnia Medication® Treatment Naive® Safety Population®
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EI|g|bIel participants vyere adults'(j 8 '75 years of age) with a primary d|agp93|s O.f |dl|opathlc hypersomnia A. 24-Hour TST B. Nocturnal TST C. Total Nap Duration Age. mean (SD) 408 (13.0 304 (143 402 (135
according to International Classification of Sleep Disorders, 2nd or 3rd Edition criteria and an average
T 0
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— Participants were either treatment naive or were taking medications for idiopathic hypersomnia symptoms, o 000" 8 cop- g 60 - Race, n (%)
including high-sodium oxybate (SXB; Xyrem®) and/or alerting agents (AAs; stimulants or = g 550 - = 2 & E 50 - White 74(90.2) 53 (80.3) 127 (85.8)
- — O = o -
wake-promoting agents)° < E £ - - f_ 490 - =5 4. Black or African American 5(6.1) 4(6.1) 9(6.1)
L . . . . = =) S5
— Participants taking AAs were required to have been taking the same dose and regimen for >2 months =2 ,90- = ‘E = = 20 - Other 3(3.7) 9(13.6) 12(8.1)
before screening and to take the same dose throughout the study? S 5 o g g 460 - E % N (diopathic hypersomnia diagnosis®, n (%)
e Daily sleep time was collected using a participant-recorded daily electronic sleep diary for at least 2 weeks 3 é 430 - % With long sleep 12 (14.6) 17 (25.8) 29 (19.6)
during the screening period and each day during the 2-week stable-dose period (SDP) and the 2-week 4307 S 101 - Without long sleep 70 @54 49742 119 (804
_hli ' i ' 8
double-blind randomized withdrawal perlOd (DBRWP) 400 _ _ 400 _ _ 0 _ _ Ancludes participants who were taking an alerting agent (stimulant or wake-promoting agent) at study entry. ®Includes participants not taking high-sodium oxybate or an alerting agent (stimulant or wake-promoting agent) at study entry. cIncludes all participants who took
e This post hoc analysis of sleep parameters was pel’formed using daily sleep diary data Alerting Agent Treatment Naive Alerting Agent Treatment Naive Alerting Agent Treatment Naive >1 dose of study drug. “Includes declined to state. A diagnosis of idiopathic hypersomnia with or without long sleep was determined by investigators per International Classification of Sleep Disorders, 2nd Edition (ICSD-2) or ICSD-3 criteria.
n= 67 53 54 35 n= 67 53 54 35 n= 67 53 54 35
— Assessments included 24-hour TST (nocturnal TST plus duration of nap[s]), nocturnal TST (time from trying o A S - s
© | | | | FL=D | . . N . . N | | total of 4596 daily diary records were submitted by the 154 enrolled participants
to sleep until final awakening, subtracting duration of awakenings at night), and duration of naps o ST 28 (ot 0 0o a1 1100 10 30 i g, T Eng Heament e partEipants, espectel, nere o - | -
8. Nocturnal TST: 23 (~41 1o 14) min, P=0.1964: and 32 (~77 0 7) min, P~0.0233. * (679 daily diary records from 123 participants were excluded due to erroneous clock entries; 242 records from 73 participants had >1 error

 Data were analyzed using each participant’s averaged values derived from screening week 2 (baseline), C. Total Nap Duration: ~8.4 (—12.0 to 0.0) i, P0.0156: and —11.3 (434 to —2.5) min, P=0.0006.

SDP week 2, and DBRWP week 2 LXB, low-sodium oxybate; Q1, first quartile; Q3, third quartile; SDP, stable-dose period; TST, total sleep time. e 3917 da”y Sleep diary records from 154 participants WErE analyzed

e A subgroup analysis was performed on participants with higher, medium, and lower baseline 24-hour TST
— Due to data skewness, nonparametric methods were adopted. Significance was tested via rank-based

lysis of iance, and the 95% Cl btained from Hodges-Leh timat : ina i ' i7ati
AEREEE -covanance- ANE e S CRELECITEN FECgss=Hema e Figure 4. Worsening in Total Sleep Time After Randomization to Placebo e (Common treatment-emergent adverse events (reported by >10% of total participants across all study periods, excluding placebo data) were nausea (22.1%), headache (17.5%), dizziness (12.3%), anxiety (11.0%), and vomiting (11.0%)
Table 1. Sleep Diary Questions 550 - B B
S . B ®LXB N Placebo
What time did you get into bed? 9:55 pu =
What time did you try to go to sleep? 10:30 pm é‘ " 500 - ch y the ast K of SDP -
How long did it take you to fall asleep? 20 minutes E; % 475 - alzog ihgolle?st vﬁeg: OI;VZ%Ra/p conCI u S I 0 n s
How many times did you wake up, not counting your final awakening? 2 times :=; E : 1 : : : : : : : : :
ot how long i hese awakenings st S g 40- Fstimated median diference (95% ) e |n adults with idiopathic hypersomnia treated with low-sodium oxybate, a reduction in 24-hour total sleep time, nocturnal sleep time, and total nap duration was
! ' = or compared with placebo: . . : : C : : : :
Was there anything unusual that affected your sleep last night? (Yes/No) If yes, please explain. | have a cold 425 ~23.19 (~57.60 0 9.61) observed during the open-label treatment phase in both baseline treatment groups and in participants with higher baseline 24-hour total sleep time
. . . P=0.0864
What time was your final awakening? 7:00 Am 400 : : : : : : . : : :
I | SDP DBRWP — The estimated median decrease in 24-hour total sleep time was 115 minutes in participants with baseline 24-hour total sleep time of >9 hours
at time did you get out of bed for the day? 7245 v Week 2 Week 2
s today an off day (eg, non-working day/weskend or holiday)? (Yes/No) No n= 43 46 2 * e |n this controlled, randomized study, 24-hour total sleep time increased (worsened) when participants switched to placebo but remained stable in participants
How many times did you niap or doze during the day? 2times Includes participants who were taking an idiopathic hypersomnia medication (SXB and/or an alerting agent [stimulant or wake-promoting agent] at study entry) or who were treatment naive (not taking SXB or an alerting agent at study entry). W ho CO n’[l r U ed LXB tre a’[m e n
In total, how long did you nap or doze during the day? (Add up all naps if you had more than one) 1 hour, 10 minutes DBRWP, double-blind randomized withdrawal period; LXB, low-sodium oxybate; Q1, first quartile; Q3, third quartile; SDP, stable-dose period; SXB, high-sodium oxybate; TST, total sleep time. -

Noise from construction next door

Was there anything unusual about your naps today? (Yes/No) If yes, please explain. interrupted my nap
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