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Introduction Results

Low-sodium oxybate (LXB, Xywav®) is approved by the US Food and Drug Administration to treat excessive daytime
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sleepiness (EDS) or cataplexy in patients >/ years of age with narcolepsy or idiopathic hypersomnia in adults Table 1. Demographics and Baseline Characteristics for Enrolled Participants® Figure 2. Epworth Sleepiness Scale Score® Figure 3. Idiopathic Hypersomnia Severity Scale Scores® Table 4. Treatment-Emergent Adverse Events?
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— Untreated/inadequately treated sleep-disordered breathing (ie, apnea-hypopnea index >10, with hypopnea reduced EDS and less disrupted nighttime sleep, as demonstrated

definition including a >4% desaturation as per The AASM Manual for the Scoring of Sleep and Associated * Once a participant reached a stable (optimized) dosage based on clinician judgment, the total Figure 7. Patient Global Impression of Change at End of Treatment for Overall Disease: Narcolepsy Gohort (A) Figure 8. Patient Global Impression of Change
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(including active suicidal ideation or current or past [within 1 year] major depressive episode) nocturnal awakenlngs
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. : Participants taking a concomitant alerting agent,* n (% 31(56.4 19 (41.3 = 1=
* Key secondary endpoints (change from BL to EOT) included: cGntraﬂy acting aﬂﬁobesiw products 9% ) o ik ;-;- Improved No Change s Improved S mgﬂmw No Change L , , , ,
. . . : = - = © () - - '
— Narcolepsy cohort: 3 PSG parameters: change in total number of shifts from deeper to lighter stages of EETEp TG g = Minimally Worse £ 2 Improved Minimally Worse Limitations include the open-label and single-arm design; causality
. . (4+1 '
sleep (from N1/N2/N3/REM to wake and from N2/N3/REM to N1; from the onset of persistent sleep to lights Centiglr;z::r;?ng ympathomimetics * W Much Worse a- a . B Much Worse cannot be established
on), stage N3 sleep duration (in minutes; from the first epoch of sleep [any stage] to lights on), and number of Amphetamine aspartate, amphetamine suifate, 14255 67 M Very Much Worse , . M Very Much Worse
nocturnal awakenings (defined as >2 consecutive wake epochs, separated by an epoch of stage N2, N3, or smﬂ?ﬁﬁ&ﬁ?ﬁ ;??dcgarate, dexamphetamine sulfate o 1‘) | Zg | 16.2 / a7 e Qverall, TEAEs were consistent with the known safety profile
REM: from lights off to lights on) y ' ol 0 L0
Dexamphetamine sulfate 0 ] ; ] of LXB
— |diopathic hypersomnia cohort: change in the Idiopathic Hypersomnia Severity Scale (IHSS) total score Methylphenidate 5(9.1) Overall Disease, ~ Overall Disease, Sleep Inertia
. _ . _ . Modafinil 1(1.8) Narcolepsy Cohort Idiopathic Hypersomnia Cohort (n=37) . , ,
 Additional secondary %ndgomts reported here include the Patient Global Imp(gesg|on of Change (PGl-C) for overall Dexamphetamine 0 (n=30) (n=37) Completer et e These flndlngs reinforce the burden of symptoms experlenced
narcolepsy disease, PGI-C for overall idiopathic hypersomnia disease, and PGI-C for sleep inertia (idiopathic Lisdexamphetamine mesilate 4(7.3 : o - , , - , C : :
R e 1 21_8; ompleer et * Most participants with idiopathic hypersomnia reported by people living with narcolepsy and idiopathic hypersomnia, and
0 101 I 0 101 I A i I i n i n “ ” “ "o
o o . Dexmethylphenidate hydrochloride 1(1.8) * 76.6% of participants with narcolepsy, and 70.3% of participants with idiopathic hypersomnia reported “very much” or “much very much” or “much” improvement on the PGI-C for : :
o Safety endpoints included incidence and severity of treatment-emergent adverse events (TEAES) (both cohorts) Other antidepressants improvement on the PGI-C sleep inertia (62.2%) further support LXB as an effective treatment for these disorders
* The safety analysis set includes all participants who enrolled in the study and took their prescribed LXB regimen Oti‘g:r:"g“’u‘;’ir":{:g: i‘;‘:u . 3(5.9)
for >1 night after the BL period (narcolepsy cohort: N=59; idiopathic hypersomnia cohort: N=46); 13 participants Pitolisant hydro{:hloride ! 8 (14.5) 1(2.2)
in the ﬂarCO|ep8y cohort transferred to a different StUdy COhort; the com pleter ana|ySiS set includes all par’[iCipantS “Safety set. "Participants could have been taking multiple different alerting medications. °It is not known whether these agents were prescribed for excessive sleepiness, References: 1. Xywav® (calcium, magnesium, potassium, and sodium oxybates) oral solution, ClIl [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/nda/2012/2023440rig1s000MedR.pdf. 4. US Food and Drug Administration. Quantitative labeling of sodium, potassium,
Wh 0 enr0” e d in th e StU dy tO Ok th eir prescrib e d LXB re glm en fOr >-| ni gh’[ after th e BL p eri Od Compl ete d th e SDP nag;olepsy, idiopathic hypersomnia, or another condition. “Concomitant medications could have a stop date on or after date of first dose of study intervention or were ongoing. 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. Berry RB, et al. The AASM Manual for the Scoring of Sleep and Associated Events: Rules, Terminology and Technical Specifications, Version 3. Darien, IL; American Academy of Sleep Medicing;
’ . o , ’ ’ ATC, anatomical therapeutic chemical. 2023. 6. Johns MW, Sleep. 1991:14(6):540-545. 7. Dauvilliers Y, et al. Neurology. 2019:92(15):1754-e1762.
and com pleted the PSG EOT visit (narC0|8p8y cohort; n=34; |d|0path|C hyperSOmnla cohort; n=40) ° Thirty'One partiCipantS (56 4%) in the narC0|ep3y cohort and 19 (4-] 3%) in the |d|0path|C Support and Acknowledgments: This study was sponsored by Jazz Pharmaceuticals. The authors thank the DUET participants and the study sites. Under the direction of the authors, Peloton Advantage, LLC (an OPEN Health company) employees Emily Bruggeman, PhD, and Kim Tran-Kerr, MD, provided medical writing support and an editor provided editorial support, which were funded by Jazz Pharmaceuticals.
' T : ' T : ' . . Disclosures: LD Schneider is a compensated member of advisory boards and speakers bureaus for Jazz Pharmaceuticals, Eisai, and Harmony Biosciences. DT Plante is a consultant and advisory board member for Jazz Pharmaceuticals. He has also served as a consultant/advisory board member for Alkermes, Harmony Biosciences, Takeda, and Centessa, and a consultant for Aditum Bio and Teva Pharmaceuticals (Australia). Additionally, he has also served on the
¢ Deta”S on StanStha| methOdO|Ogy and Centrallzed PSG SCOFIﬂg deflnltIOHS are avallable ’[hrough the QR COde on hypersomma COhOft were tang alemng agents editorial board of Current Sleep Medicine Reports and received publication royalties from Cambridge University Press. DA Nichols, DS Fuller, MT Kirby, S Akerman, and JK Alexander 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. TL Steininger is a former full-time employee and current contract worker for Scan this code to access this poster online.
’[he bOttOm r|ght corner Of thIS pOS’[er Jazz Pharmaceuticals who has received shares of Jazz Pharmaceuticals. C Ruoff has served as an advisory board member for Jazz Pharmaceuticals, Eisai, Alkermes, and Takeda and has received grant funding from Jazz Pharmaceuticals. A Cairns is a contract worker and advisory board member for Jazz Pharmaceuticals and, during the course of this project, was an employee of BioSerenity and received grant funding from Jazz Pharmaceuticals. This code is not for promotional purposes.

Presented at AAN 2025, the 77th Annual Meeting of the American Academy of Neurology; April 5-9, 2025; San Diego, CA, USA



A

Top-line Results From the Phase 4 DUET Study et

Logan D. Schneider, MD'; David T. Plante, MD, PhD% Deborah A. Nichols, MS>; Teresa L. Steininger, PhD? Douglas S. Fuller, MS*; M. Todd Kirby, PhD*°; Sarah Akerman, MD*; Jessica K. Alexander, PhD’; Chad M. Ruoff, MD® Alyssa Cairns, PhD*

'Stanford University Center for Sleep Sciences and Medicine, Stanford, CA, USA; “Department of Psychiatry, University of Wisconsin—Madison, Madison, WI, USA; *Jazz Pharmaceuticals, Palo Alto, CA, USA; *Jazz Pharmaceuticals, Philadelphia, PA, USA; *Department of Psychiatry & Health Behavior, Medical College of Georgia at Augusta University, Augusta, GA, USA; ®Mayo Clinic, Scottsdale, AZ, USA

008 Effectiveness and Safety of Low-Sodium Oxybate in Participants With Narcolepsy or Idiopathic Hypersomnia:

Supplemental Statistical Methods

e Narcolepsy Cohort: Formal hypothesis testing was conducted using the completer set for the following endpoints:
1. Epworth Sleepiness Scale (ESS) score (decrease from baseline [BL])
2. Total sleep stage shifts from N1/N2/N3/REM to wake and N2/N3/REM to N1 (decrease from BL)
3. Duration of stage N3 sleep (increase from BL)
4. Total number of nocturnal awakenings (decrease from BL)

e Decreases or increases from BL were estimated using an analysis of covariance (ANCOVA) model adjusted for the BL value. The parameter of interest for each endpoint, the least-
squares mean difference at the end-of-treatment (EOT) visit, was compared against a null hypothesis value of O.

e Multiplicity control was achieved using a sequential testing strategy conducted separately for each cohort. Listed endpoints were tested in the order shown above. Hypothesis tests
with 2-sided P<0.05 in the expected direction were considered statistically significant. If any ordered endpoint failed to reject the null hypothesis, subsequent hypothesis tests were
considered nominal. Hypothesis tests for endpoints not included in the sequential testing procedure were considered nominal. The Patient Global Impression of Change (PGl-C)
endpoints were not controlled for multiplicity.

 |diopathic Hypersomnia Cohort: Formal hypothesis testing was conducted in accordance with the statistical analysis plan using the completer set for the following endpoints:
1. ESS total score (decrease from BL)
2. [diopathic Hypersomnia Severity Scale (IHSS) total score (decrease from BL)

e Decreases from BL for ESS and IHSS total scores were estimated using an ANCOVA model adjusted for the BL value. The parameter of interest for each endpoint, the least-squares
mean difference at the EOT visit, was compared against a null hypothesis value of 0.

e Multiplicity control was achieved using a sequential testing strategy in which the ESS endpoint was tested first, followed by the IHSS endpoint. Hypothesis tests with 2-sided P<0.05
in the expected direction were considered statistically significant. If any ordered endpoint failed to reject the null hypothesis, subsequent hypothesis tests were considered nominal.
Hypothesis tests for endpoints not included in the sequential testing procedure were considered nominal. PGI-C endpoints were not controlled for multiplicity.

e (Centralized Polysomnography Scoring Definitions: The following sleep stage definitions were adapted from the American Academy of Sleep Medicine Manual for Scoring Sleep:
— Epoch: a standard 30 second duration of the sleep recording that is assigned a sleep stage value.

— Stage W: corresponds to the waking state ranging from full alertness through the early stages of drowsiness; characterized by alpha activity in the electroencephalogram (EEG):
trains of sinusoidal 8—13 Hz activity recorded over the occipital region with eye closure, attenuating with eye opening; any epoch between Lights Off and Lights On during which a
participant is out of bed is scored as Stage W.

— Stage N1: a relatively low amplitude, mixed frequency (LAMF) EEG with a majority of activity in the 4—7 cps range; vertex sharp waves may occur and are distinguishable from
background EEG activity, maximal over the central region; slow eye movements typically are present; rapid eye movements are absent; tonic electromyographic (EMG) levels are
usually below those of relaxed wakefulness.

— Stage N2: the presence of sleep spindles and/or K complexes (maximal over the central region) and the absence of sufficient high-amplitude, slow activity to define the presence
of stage N3 sleep

— Stage N3: an EEG (epoch) with >20% of an epoch consisting of slow, high amplitude waveforms of 0.5—2 Hz and peak-to-peak amplitude of >75mV.

— Stage R: rapid eye movement (REM) sleep is defined by the concomitant appearance of LAMF EEG activity and episodic REMs; sawtooth waves (2—6 Hz waves maximal over the
central region) may be present; chin EMG activity is typically low, and REM sleep is not scored in the presence of relatively elevated tonic mental-submental EMG activity.

— Awakening: 2 consecutive epochs of Wake.
— Latency to onset of Persistent Sleep: reported in minutes, defined as latency from Lights Off to the first epoch of 20 consecutive epochs of non-Wake.



