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Introduction

e [ow-sodium oxybate (LXB; Xywav®) is approved by the US Food and Drug Administration to treat ]
idiopathic hypersomnia in adults and excessive daytime sleepiness or cataplexy in patients >7 years A) Nocturnal Total Sleep Time
of age with narcolepsy' 12 -

* |diopathic hypersomnia is associated with excessive daytime sleepiness, and many patients LS mean A (95% C):
report that their sleep is nonrestorative.5 Additionally, sleep inertia (including prolonged difficulty —0.03 (-0.60, 0.59)
awakening and repeated returns to sleep) is reported: in some individuals with idiopathic P=0.9271
hypersomnia, self-reported total (24-hour) sleep time may exceed 10 hours®? 10 - | | Alert 3

e Jazz DUET (Develop hypersomnia Understanding by Evaluating low-sodium oxybate Treatment) was
a phase 4, prospective, multicenter, single-arm, multiple-cohort, open-label study (NCT05875974)
evaluating the effectiveness of LXB treatment on daytime and nighttime outcomes, including sleep
quality (using polysomnography [PSG] and self-reported diaries), in participants with idiopathic
hypersomnia or narcolepsy

Figure 3. eDiary? Self-Reported Nocturnal Total Sleep Time (A), Sleep Quality (B), and Level of Rested Sleep (C)" Figure 4. Sleepiness/Alertness Ratings on the Karolinska Sleepiness Scale 90 Minutes Post-Awakening?
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Objective

e This analysis evaluated the effectiveness of LXB on self-reported sleep quality and morning
sleepiness/alertness in participants with idiopathic hypersomnia in the DUET study

Methods

e DUET included adult participants (18—75 years of age, inclusive) with a primary diagnosis of
idiopathic hypersomnia

Sleepy, but no effort to keep awake 7

Sleepy, some effort to keep awake 8

Very sleepy, great effort to keep awake, fighting sleep 9

Baseline Optimized
(n=40) LXB (EOT)
(n=40)

Figure 1. Key Inclusion and Exclusion Criteria

@ Key Inclusion Criteria @ Key Exclusion Criteria

e 18-75 years of age with primary diagnosis of idiopathic e Untreated/inadequately treated sleep-disordered breathing (AHI >10)°
hypersomnia per International Classification of Sleep Disorders — * History/presence of other untreated/inadequately treated or 0

Third Edition criteria® unstable/clinically significant condition that might affect participant : _
— Individuals with and without long sleep time were included? safety or interfere with study conduct (eg, a sleep, behavioral, Basel Ine Optl m |Zed I—XB (EOT)

e ESS score >10P psychiatric, or neurologic disorder) (n — 36d) (n — 30d)

e Participants were allowed to continue taking concomitant alerting
agents (stimulants or wake-promoting agents), but had to have been
taking the same dosage for >1 month before screening visit 1 with

no plan to adjust dosage during the study period Table 2. Mean nghtly LXB Dosage During Stable-Dose Period?

sAnalyses are performed for the complete idiopathic hypersomnia cohort, with no distinction made between those with and without long sleep time. *At screening visit 1 or at . . -

visit 2 if currently taking an oxybate medication, after the washout period. ®Hypopnea definition included a >4% desaturation per The AASM Manual for the Scoring of Sleep and |d|0pathlc Hypersomnla Cohort
Associated Events,' as assessed during baseline PSG visit. = ~A4a

AHI, apnea-hypopnea index; AASM, American Academy of Sleep Medicine; ESS, Epworth Sleepiness Scale; PSG, polysomnography. B) Sleep Quallty Mean (SD)’ grams (N_41 )

How would you rate the quality of your sleep?
e DUET comprised a screening period (2-week washout for current oxybate users), an 8-day y q yory P Once-nightly LXB (n=15)
baseline (BL) period (ending with an overnight BL PSG visit with additional assessments), a 2- to 100 = 0

Mean (SE) Self-Reported Total Sleep Time (Hours)

aCompleter analysis set.
EOT, end of treatment; KSS, Karolinska Sleepiness Scale; LXB, low-sodium oxybate; SE, standard error.

e Mean (SE) sleepiness rating on the KSS at 90 minutes post-awakening from the overnight PSG was 5.7 (0.3) at BL and 3.6 (0.3) at EOT

8-week LXB titration period, a 2-week stable-dose period (SDP), an 8-day end-of-treatment (EOT) h Mean (SD) 4.8 (1.1)
assessment period while participants were taking their optimized stable dose of LXB (ending with ) Twice-niahtly LXB (n=26
an overnight EOT PSG with additional assessments), and a 2-week safety follow-up 19.4 — 19.4% wice-nightly LXB (n=26)
— Study investigators had the option of treating with a once- or twice-nightly LXB regimen in the Mean (SD) 7.7(1.2)
idiopathic hypersomnia cohort (per the US prescribing label)’ 80 - — o
e Participants underwent nocturnal PSG (ad /ibitum protocol) at BL and EOT : First nightly LXB dose 4.0(0.8)
e The mprning after the PSG, the Karolingka Slgepiness Scale (KSS; an exploratory outcome) was —96.7% Second nightly LXB dose 3.6 (0.8)
administered 90 minutes post-awakening (with other assessments) 40.0 el inants from the safety analysis set who reached the SDP
— The KSS measures situational sleepiness in the last 10 minutes using a 9-point scale °\=:. 60 36.1 M Very Good ' &E,ﬁﬁﬁfﬁﬁﬂﬁi@%ﬁsstir?éﬁ%nggﬁfniit;stag,f{lﬁeefjdésiier{od.
(1="extremely alert" to 3="very sleepy, great effort to keep awake, fighting sleep”)"" = Good e Once a participant reached an optimized dosage, they continued this dosage as a stable regimen during the SDP and EOT period
: IPart|C|lpants completed an lelectlronlc sleep diary (eDiary) daily during the B.L and EOT penqu, S Fair » Fifteen participants (36.6%) were taking LXB once nightly and 26 participants (63.4%) were taking LXB twice nightly
including questions regarding nightly sleep patterns, nocturnal total sleep time, sleep quality ] S
(5-point scale; “very good” to “very poor”; exploratory outcomes), and how rested/refreshed the = oor _
participant felt upon awakening (5-point scale; “very well” to “not at all”; secondary outcome) & 40 B Very Poor
— Completion of >5 eDiary days during the 8-day assessment before PSG visits was required
for analysis Table 3. Treatment-Emergent Adverse Events?®
Figure 2. Study Design 36.7
20 - Participants, n (%)
LAl V2 V3 V3A V3B V4 V5 With 21 TEAE
3 :::Ziaw B e s IR :e::inary 50 11 1 0 \“ TEAEs occurring in >5% of participants
o perig o Actigraphy c@a Aty fllow up il 0 Nausea
g;;lrg;; . EI Study intervention dosing diary Basellne Optlmlzed LXB (EOT) D|ZZ|neSS
Assessments pSe (n:36d) (n:30d)
Assessments HeadaChe
A\Weekly titration visits were by teleconference. Visit 3 occurred on titration day 14. Titration could take between 2 and 8 weeks. Additional in-clinic visits were scheduled Vomiting
for day 35 (visit 3A) and day 56 (visit 3B). Investigator could optimize participant dosage and move participant to SDP at visit 3, 3A, or 3B, but not during intervening . . .
\I/_V)?Be,k llgvtlseoc(g)irﬁrg)r:;g:t.e; PSG, polysomnography; V, visit. Mlddle Insomnia
- - . C) Level of Rested Sleep Anxiety
e Pvalues repo.rted. are nom?nall and are not adjgsted for multiplicity How rested or refreshed did you feel when you woke up for the day? |
e Safety endpoints included incidence and severity of treatment-emergent adverse events (TEAES) Decreased appetite
e The safgty analysis sgt includes all participants who enrolled in thelstudyland took their prgscribed 100 - 0— ca . . Enuresis
LXB regimen for >1 night after the BL period; the completer analysis set includes all participants :
who enrolled in the study, took their prescribed LXB regimen for >1 night after the BL period, . Somnolence
completed the SDP, and completed the PSG EQT visit 16.7 —22.2%° Sy
RGSU"S 80 26.7  Thirty-four participants (73.9%) with idiopathic hypersomnia reported a TEAE
— TEAESs were mild or moderate in severity
i i - . . — There was 1 serious AE in the idiopathic hypersomnia cohort (hypoxia [concurrent with influenza] that was of moderate severity,
Table 1. Demographics and Baseline Characteristics for Enrolled Participants . determined to be unrelated to study drug in the opinion of the investigator, and resolved)
With Idiopathic Hypersomnia® © —73.3%"
= " 60 - B Very well rested
1§ Somewhat rested
Age (years), mean (SD) 38.1 (11.8) S : _ .
| B M Slightly rested 40.0 conCIUS|0nS
Sex at birth, n (%) S 40 B Not at all rested
Male 9(19.6) * Following open-label LXB treatment, participants with idiopathic hypersomnia reported improved
Female 37 (80.4) sleep quality and, upon awakening, feeling more rested. At EOT, compared with BL, approximately
Race, n (%) 20 - 3 times as many study participants rated their sleep quality as “good”/“very good” and themselves
White 39 (84.8) as “somewhat”/“well”/“very well” rested or refreshed upon awakening. These data also support a
Black o African American 3(6.5) benefit of open-label LXB on sleep inertia
American Indian or Alaska Native 0 0 o Ootimized LXB (EOT e The KSS and self-reported eDiary assessments provide a subjective participant perspective on the
: daseline IMmize - :
Asian 2 (4.3) n=36) P (n=30%) (E0D) changes occurring with LXB treatment
Native Hawaiian or other Pacific Islander 1 (22) :ITnhghSeEiCde?g g[)giso;rt]c; V?lzdf(i)rruilhuedi:nog r;g;aBtiLoingatEe%I)rlist;;fgirpfglreft;rrre]lr:séyzij rﬁe;;;Ir)uiaffierz]rd(eisi%eugle(t:v;/teeegnorEig)Jdaun:tELrbBiZ?r?g?n 30 participants who completed the assessment at both BL and EQT. ®Not all participants completed all daily eDiary assessments. Py leltatlons Of th e DUET Study |nC|Ude ‘]) the Open_l abel deSl gn and | aCk Of 9 Control COhOrt,
MUltipleb 1 (22) BL, baseline; Cl, confidence interval; EOT, end of treatment; LS, least squares; LXB, low-sodium oxybate; PSG, polysomnography; SE, standard error.

. o . N | which limit ability to attribute findings solely to LXB and 2) analyses were based on the completer
Body mass index (kg/m?, mean (SD) 28.5 (6.4) * eDiary seli-reported nocturnal total sleep time in the 8 days prior to and including the BL and EOT PSGs remained stable from BL to EOT: , . ,
mean (SE) 8.0 (0.2) and 8.0 (0.3) hours, respectively analysis set of participants who reached a stable LXB dosage, which may not represent the

Oxybate type at study entry, n (%) — Some eDiary assessments were missing due to technical issues, resulting in eDiary data not meeting the minimum threshold for analysis experience of all individuals starting LXB treatment

Naive® 37 (80.4) e The percentage of participants rating their sleep quality as “very good”/“good” was 19.4% at BL and 56.7% at EOT

Low-sodium oxybate 9.(19.6) e The percentage of participants with rested sleep (“very well”/“well”/“somewhat” rested) was 22.2% at BL and 73.3% at EOT * TEAEs were consistent with the known Safety profile of LXB

Sodium oxybate 0

Once-nightly sodium oxybate 0

Oxybate total nightly dosage at screening (g) References: 1. Xywav® (calcium, magnesium, potassium, and sodium oxybates) oral solution, ClII [prescribing information]. Palo Alto, CA: Jazz Pharmaceuticals, Inc. 2. Szarfman A, et al. N Engl J Med. 1995;333(19):1291. 3. US Food and Drug Administration. Clinical review for Binosto, NDA 202344. 2012. https://www.accessdata.fda.gov/drugsatfda_docs/
Mean (SD) 6.8(2.2) nda/2012/2023440rig1s000MedR.pdf. 4. US Food and Drug Administration. Quantitative labeling of sodium, potassium, and phosphorus for human over-the-counter and prescription drug products. Guidance for industry. 2022. https://www.fda.gov/regulatory-information/search-fda-guidance-documents/quantitative-labeling-sodium-potassium-and-phosphorus-
' ' human-over-counter-and-prescription-drug. 5. Roth B, et al. Arch Gen Psychiatry. 1972;26(5):456-462. 6. American Academy of Sleep Medicine. Intemational Classification of Sleep Disorders — Third Edition. Darien, IL: American Academy of Sleep Medicine; 2014. 7. Trotti LM. Sleep Med Clin. 2017;12(3):331-344. 8. Vernet C, Amnulf |. Sleep. 2009;32(6):753-759.
Median (min, max) 6.8 (3.8, 9.0) 9. Vernet C, et al. J Sleep Res. 2010;19(4):525-534. 10. American Academy of Sleep Medicine. The AASM Manual for the Scoring of Sleep and Associated Events: Rules, Terminology and Technical Specifications. 2.5 ed. Darien, IL: American Academy of Sleep Medicine; 2018. 11. Shahid A, et al. STOP. THAT and One Hundred Other Sleep Scales. New York, NY:

Springer New York; 2012:209-210.
“Safety analysis set. *Participant reported >1 race. “No oxybate use within 2 weeks of entering the study. “For the 9 participants who were taking an oxybate at screening ! . . o . . ' _ . . _ o . ' '
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BL, baseline; max, maximum; min, minimum; SD, standard deviation.

Disclosures: RK Bogan is a shareholder of Watermark Medical and Healthy Humming, LLGC; serves on the board of directors for Watermark; is a medical consultant to Jazz Pharmaceuticals, Harmony Biosciences, Avadel Pharmaceuticals, Takeda, Alkermes, and Oventus; has conducted industry-funded research for Avadel, Axsome, Bresotec, Bayer, Idorsia,
° Forty—six participants with idiopathic hypersomnia enrolled in the study and took their Suven, Jazz Pharmaceuticals, Balance, NLS, Vanda, Merck, Eisai, Philips, Fresca, Takeda, LivaNova, Roche, Sanofi, Sommetrics, and Noctrix; and is on speakers bureaus for Jazz Pharmaceuticals, Eisai, Axsome, and Harmony. DT Plante is a consultant and advisory board member for Jazz Pharmaceuticals; has served as a consultant/advisory board member for

ores cribed LXB re gim en for >1 ni ght after the BL 0 eriod: most were female (80. 4%) and ﬁlgelzmes, Harmony Biosciences, Ceptessa, and Takeda; and is a consu!tant for Ao!ltum Bio, LLC, anq Teva Pharmaceuticals (Australla). A Cglrns iS a .contraot worker and advisory board member for Jazz Pharmaceuticals anq, during the course of Ith|s project, wa; an employee of BioSerenity and rgcewed grapt funding from ngz Pharmaceuncals.l DA Nlchols,. | | |

) o uller, and M Whalen are full-time employees of Jazz Pharmaceuticals who, in the course of this employment, have received stock options exercisable for, and other stock awards of, ordinary shares of Jazz Pharmaceuticals, plc. S Akerman is a former full-time employee of Jazz pharmaceuticals who, in the course of this employment, received stock options Scan this code to access this poster online.
White (84-8 0) exercisable for, and other stock awards of, ordinary shares of Jazz Pharmaceuticals, pic. TL Steininger is a former full-time employee and current contract worker for Jazz Pharmaceuticals who has received shares of Jazz Pharmaceuticals, plc. N Foldvary-Schaefer has received research grants from Jazz Pharmaceuticals, Harmony, Suven, and Takeda; served This code is not for promotional purposes.
on a publication committee and advisory committee for Jazz Pharmaceuticals; and received royalites from UpToDate and Oxford University Press.

Presented at SLEEP 2025, the 39th Annual Meeting of the Associated Professional Sleep Societies, LLC (APSS); June 8-11, 2025; Seattle, WA, USA



