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Introduction
* Low-sodium oxybate (LXB, Xywav®) is approved by the US Food and Drug Administration to treat _ _ _ _ _ _ _ _ _
excessive daytime sleepiness (EDS) or cataplexy in patients >7 years of age with narcolepsy or Figure 2. Epworth Sleepiness Scale Scores® Figure 4. Patient Global Impression of Severity (PGI-S) for Overall Narcolepsy Table 2. Mean Nightly LXB Dosage During Stable-Dose Period?
T . N i 1 1 a a a
idiopathic hypersomnia in adults' | | | T T2 Total Narcolepsy Cohort Disease in NT1° (A), NT2 (B), and Total Narcolepsy Cohort (C) Total Narcolepsy
e Jazz DUET (Develop hypersomnia Understanding by Evaluating low-sodium oxybate Treatment) was A)NT1 Cohort
a phase 4, prospective, multicenter, single-arm, multiple-cohort, open-label study (NCT05875974) ;o e e 600 S paean i 65 8809 S mean 1 08 7 09 0 Mean (SD), grams (N=36)
e This patient-centric study evaluated the effectiveness of LXB on daytime and nighttime-related P<0.0001 P<0.0001 P<0.0001* 100 - 07 0 _
symptoms and functional outcomes in participants with narcolepsy (type 1 [NT1] or 2 [NT2]) or - 0 - K Total nightly LXB dosage 7.3(1.2) 6.9(1.9) 7.0(1.6)
idiopathic hypersomnia - | " 0 - First nightly LXB dose 3.8(0.7) 3.6 (1.0) 3.7(0.9)
— For effectiveness and safety results in the idiopathic hypersomnia cohort, please refer to g 25.0 |
Poster 413 2 T . 313 B Not Present Second nightly LXB dose 3.5(0.6) 3.3(1.1) 3.4(0.9)
) daytime sleepiness (%) 60 = Very Mild 4ncludes all participants from the safety analysis set who reached the SDP. Once a participant reached an optimized dosage, they continued this dosage as a stable
- - L : s Mild regimen during the SDP and EOT period.
0 bj ECtlve § 5?86?2%?r;1?ge' =g ! EOT, end of treatment; LXB, low-sodium oxybate; NT1, narcolepsy type 1; NT2, narcolepsy type 2; SD, standard deviation; SDP, stable-dose period.
= aayti:ne sleepiness® '§ 40 8k 125 Moderate . . .
P TO eva|uate ’[he effectiveness and Safe’[y Of LXB on day’“me and nighﬁime_remted Symptoms in Q. Moderately Severe L d ;O(; th/e J[O:;?l narC()lepsy COhOIt, the average Optlmlzed tWICG-nIghtly tOtal dOsage was
" : .0 g/nig
participants with narcolepsy  Severe g
207 —a75% M Edremely Severe * Seven (12.7%) participants took LXB 9.0 g/night
0 [ [
Baseli Optimized LXB (EOT) Baseli Optimized LXB (EOT) Baseli Optimized LXB (EQT)
Methods 16 o= ey " 1=34) o= 0
H H aComplet I t. PDiff bet BL and EOT. Established cat d to 10 .8 The MCID for ESS defined as 2 t : -
Flgure 1 . StUdy DeSIQn ac?:?rziig E[(? 21?1 yASA|SS§/Ie sys’tlerﬁzl(iirzchevii;v\(;I Z?ITI me?erl]-analysis.i 2n Iésg sggrzgiqlgsa(t:osré?eeer:iﬁ;ov:/(;z l:gql?ired ?(?rrrsrltidy inslusion. *(ZDrontrol\Il(\;?ISfore rlr?lfltipe}ﬁ:ity.p o B(?]S:i"g)e ODtImIZ(?]d:!I_ é()B (En
AASM, American Academy of Sleep Medicine; BL, baseline; Cl, confidence interval; EOT, end of treatment; ESS, Epworth Sleepiness Scale; LS, least squares;
LXB, low-sodium oxybate; MCID, minimal clinically important difference; NT1, narcolepsy type 1; NT2, narcolepsy type 2; SE, standard error.
- . . - o . Table 3. Concomitant Alerting Medications for Enrolled Participants With
" » — L — Vs e Participants with narcolepsy taking LXB showed a statistically significant reduction in ESS B) NT2 Narcolepsy? 9 P
= Lyl @ Utiation:2-8weeks: | LXB stable cose: e score from BL to EOT (all cohorts, mean [SE]: total narcolepsy cohort, —7.7 [0.9]; NT1 00 & o 0
Womed  2weok | =) cataplondary G U cweyomy 20 cohort, —6.5 [1.4]; NT2 cohort, —8.8 [1.3]) L o Total Narcolepsy
consent washout - A -
— Actigraphy /g,\ Actigraphy Sa_fety_ _ Cohort
curent R Sl 80 - 16.7 Alerting Agent, n (%) (N=55)
oxybate PSG Q Study intervention dosing diary _
users H b,c,d
N — - - - . B Not Present Any alerting agent 16 (61.5) 15 (51.7) 31 (56.4)
. . Figure 3. Total Number of Shifts From Deeper to Lighter Stages of Sleep®® (A), g % 278 ™ Very Mild Centrally acting
ssessments Stage N3 Sleep Duration® (B), and Number of Nocturnal Awakenings®* (C) g e i sympathomimetics
aCateplexy diary in narcolepsy type 1 only. "Weekly titration visits were by teleconference. Visit 3 occurred on titration day 14. Titration could take between 2 and 8 weeks. = 0 - Moderate )
Additional in-clinic visits were scheduled for day 35 (visit 3A) and day 56 (visit 3B), as needed. Investigator could optimize participant dosage and move participant to stable A) Total Number of Shifts From Deeber to Liahter Staaes of Slee & __ 7990, Moderatelv Severe Amphetamlne aspartate,
dose at visit 3, 3A, or 3B but not during intervening weekly teleconferences. P g g P y amphetamine sulfate
EOT, end of treatment; LXB, low-sodium oxybate; PSG, polysomnography; V, visit. 100 - I Severe _ ’
| | | | 20 - 22.2 M Extremely Severe dexamphetamine saccharate,
e DUET comprised a screening period (with a 2-week washout for current oxybate users), an 8-day 90 1 LSmean A (SE): 139 43 - dexamphetamine sulfate
, : : : . o " 95% Cl: —22.7 to —5.1 ) LS mean A% (SE): -13.1 (2.9) 0
baseline (BL) period (ending with an overnight BL polysomnography [PSG] visit with additional = 50 - P=0.0029 LS mean AT(SE) ~12.3 (4.1) 95% Cl: ~19.0 to 7.1 111 2 }11.1%b M :
i , , £ 95% Cl: —20.6 to —4.0 PL0.0001* 56 ethylphenidate
assessments), a 2- to 8-week LXB titration period, a 2-week stable-dose period (SDP), an £ o 576I(8 N P=0.0050 — 0 —— F—— | |
8-day end-of-treatment (EOT) assessment period while participants are taking their optimized £ 8 i | | 5464 (n=18) (0=18) Solriamfetol hydrochloride
stable dose of LXB (ending with an overnight EOT PSG with additional assessments), an optional S 5 00 22063 Lisdexamfetamine dimesylate
pharmacokinetic EOT visit (narcolepsy cohort only), and a 2-week safety follow-up E2 5 - C) Total Narcolepsy Cohort Armodafinil
— Al participants with narcolepsy took LXB twice nightly (per the US prescribing label)’ g *g 10 | 00 - 0 0 Dexmethviohenidate
» Eligible participants were adults 18 to 75 years of age with a primary diagnosis of NT1 or NT2 55 30 - 07 2 | _y P
(meeting the International Classification of Sleep Disorders — Third Edition [ICSD-3]° or Diagnostic S . Modafinil
and Statistical Manual of Mental Disorders, Fifth Editiorf criteria) = 20 - 507 M Other antidepressants
e Participants were required to have an Epwqrth Slleepliness Scale (ESS) score >10 at screening visit 1 10 - 265 M Not Present Bupropion hydrochloride | 1(3.4)
or an ESS score >10 after the washout period, if taking an oxybate medication 0 - s 60 7 353 ™ Very Mild oth tom d
. , , , , , , NT1 NT2 Total Narcolepsy Cohort = , r nerv m dr
e Participants were allowed to continue taking concomitant anticataplectics or alerting agents =16 =19 Ny g il er nervous system drugs
(stimulants or wake-promoting agents) but had to have been taking the same dosage for >1 month wBaselne  m Optimized LXB (EOT) £ 40 - 79,49 Moderate Pitolisant hydrochloride 3 (11.9) 5(17.2) 8 (14.9)
before SCreening visit 1 with no plan to adeSt dOsage during the StUdy periOd . o 176 Moderately Severe aSafety analysis set. "Participants could have been taking multiple different alerting medications.®lt is not known whether these agents were prescribed for
, o . B) Stage N3 Sleep Duration M Severe excessive sleepiness, narcolepsy, and/or another condition. “Concomitant medications were started prior to the first dose of LXB and were ongoing throughout the
e Exclusion criteria included the fO”OWlng: 200 - 20 - B Extremely Severe study or could have been stopped after the first dose of LXB.
. . . . . LXB, low-sodi bate; NT1, I 1; NT2, I 2.
— Untreated or inadequately treated sleep-disordered breathing (ie, apnea-hypopnea index >10, N orsodum ot T acoiepsype T %, nareacesy e | | | |
with hypopnea definition including a >4% desaturation as per The AASM Manual for the Scoring B Lomean 20 (SE) 408 (130 L6 mean &% 561408 (12) L6 mean 4° 583: 45 6.8 18 0 ® Atstudy entry, 31 participants (26.4%) were taking alerting agents, with amphetamines
of Sleep and Associated Events),” as assessed during the BL PSG visit 160 - P0.0006 P0.0023 PO00OT" ’ Baseline Optimized LY (EOT being the most common (25.5%)
— History or presence of an unstable or clinically significant medical condition or behavioral or 140 - 103187) - =5 R n=h- | |
psychiatric disorder (including active suicidal ideation or a current or past [within 1 year] major 1024 (157 1061 (119 EO, 1 roament NT1 sotipsy ope 1. NI2 nercakpsy e 2o e GRS e o Toudng
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depressive episode), or another neurologic disorder or surgical history that could affect the 27 .
o - - - - - S5 100- e AtBL, 79.4% of the total narcolepsy group (NT1, 87.5%; NT2, 72.2%) reported their overall
paItICIpant S saI‘ety or interfere I/VIth the conduct of the study, as determined by the investigator ﬁ £ narcolepsy disease as being moderately severe, severe, or extremely severe on the PGI-S Table 4. Treatment-Emergent Adverse Events?
*  The primary endpoint was change in ESs score from BL o EOT g O compared with 23.5% (P<0.0001) (NT1, 37.5%, P=0.0047; NT2, 11.1%, P=0.0009) at EOT Total Narcolepsy
PR M A i A A - ALEOT 58856 e ot raclpsy rup T 50.0% NT2 667 et e
rapid eye movement [REM] to wake and from stage N2/N3/REM to N1; from the onset of persistent “ overall narcolepsy disease s being not present, very mild, or mild Pmmpants’ n (%) (n=26 (=23
sleep to lights on), stage N3 sleep duration (in minutes, per night: from the first epoch of sleep [any 20 - With >1 TEAE 16 (61.5) 18 (62.1) 34 (61.8)
stage] to lights on), and number of awakenings per night (defined as >2 consecutive wake epochs, 0 - With >1 TEAE related to treatment 15 (57.7) 14 (48.3) 30 (54.5)
separated by an epoch of stage N2, N3, or REM; from lights off to lights on) ) A v T
N e . . . > gto
* Additional secondary endpoints included the Patient Global Impression of Severity (PGI-S) and the wBaseine ' Optimized LYB (EOT) Figure 5. Patient Global Impression of Change at End of Treatment for Overall discontinuation 0 4(7.3)
Patient Globall Impressmn Qf (?hange (PGI-C), b.oth assessing overall narcolepsy disease C) Number of Nocturnal Awakenings Narcolepsy Disease® TEAES occurring in 5% of
e Safety endpoints included incidence and severity of treatment-emergent adverse events (TEAES) 2 participants
e The safety analysis set includes all participants who enrolled in the study and took their prescribed d d d 1007 N 19936
LXB regimen for >1 night after the BL period (narcolepsy cohort: N=55): 13 participants in the I Ay i S e gy o 2 S oy G209 allsed ' (23.6)
narcolepsy cohort transferred to a different study cohort; the completer analysis set includes all F=0.0054 F=0.0718 P=0.0013" Dizziness
participants who enrolled in the study, took their prescribed LXB regimen for >1 night after the BL 17.0 (2.4 Headache
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period, completed the SDP, and completed the PSG EOT visit (narcolepsy cohort: n=34)

» Details on statistical methodology and centralized PSG scoring definitions are available through the
QR code on the bottom right corner of this poster
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Table 1. Demographics and Baseline Characteristics for Enrolled Participants With
Narcolepsy®

Total Narcolepsy (nN:T116) (nN:T128 ) Total Namozlzggy Cohort 0 |
NT1 NT2 Cohort . N 0
Characteristic (n=26) (n=29) (N=55) = Baseline 1 Optimized LXB (EOT) . 13.3 . B

B Much Worse
M Very Much Worse

Brain fog 0
Cough 0
Decreased appetite 1(3.8)

Age (years) aCompleter analysis set. °Sleep stage shifts included N1/N2/N3/REM to wake and N2/N3/REM to N1. “Defined as >2 consecutive wake epochs; awakenings must have Enuresis 3 (1 1 5)
been separated by an epoch of stage N2, N3, or REM. “Difference between BL and EQT. *Controlled for multiplicity. NT1 NT2 Total Narcolepsy )
Mean (SD) 34.6 (12.6) 32.4 (13.2) 33.4(12.9) BL, baseline; Cl, confidence interval; EOT, end of treatment; LS, least squares; LXB, low-sodium oxybate; N1, non-REM stage 1; N2, non-REM stage 2; N3, non-REM (n=15) (n=15) (N=30) Hypoesthesm 2 (77)
Median (min’ max) 31.5 (1 8’ 68) 28.0 (20’ 75) 23.0 (1 8’ 75) e S NI, vcelepey ype ;12 necolepsy fpe 2 FEH, Fap ye movements S5 sancard ot sCompleter analysis set. "The percentages shown for the combination categories may differ from the sum of the individual categories due to rounding “Safety analysis set.
Sex at birth, n (%) e Participants with narcolepsy taking LXB experienced a reduction in the total number of shifts NTH, narcolepsy type 1; NT2, narcolepsy type 2. | NI, narcolepsy type ; NT2, narcolepsy fype 2: TEAL, Treaiment-emergent adverss event
Male 7(26.9) 8 (27.6) : from dleep.er to lighter sleep stages, an increqse in the duration of stage N3 sleep, and a e AtEQT, 93.3% (95% Cl: 77.9-99.2) of the total narcolepsy group reported improvement e The overall TEAE rate was 61.8% in the narcolepsy cohort; there were no serious TEAES
Ge;:;?(‘:entity " 19(731) 21(724) ' ;?gtlijgttil((:)e?llInstih(raIigganr]gefgfihréofgfglnggﬁzvg?ek;snIr::%sh ggm BL to EOT; all 3 assessments were (very much, much, or minimal) on the PGI-C for overall narcolepsy disease o TEAEs were mild or moderate in severity; 4 participants with narcolepsy discontinued
) 0 ' ' o '
WiglChING HNGJrENSgERdERman) aces) el 2! ' * Inthe toteill ngrcole sy cohort, the mean (Sé) ercentage of time spent in stage N3 slee - omiarly, 8.7 J (397 Bl: 29.5-98.3) of participants with NI T-and 100 (997% Lt rearmon ue b ¢ TEA-E ation i - -
Female (including transgender woman) 19.(734) 2 (724 | 27 (14 p ty B and 08 0 (o 8 pe t gt o7 P g P 78.2-100) with NT2 reported improvement (very much, much, or minimal) on the PGI-C — TEAEs that led to discontinuation included nausea (n=1), anxiety (n=1), dysphoria (n=1),
T 0 0 was 13.7 (1.4) minutes at BL and 24.0 (2.8) minutes a for overall narcolepsy disease and irritability (n=1)
Other 0 0
Declined to state 0 0
Participant of childbearing potential, n (%) 14 (73.7) 19 (90.5) 33 (82.9)
Race, n (%) -
White 19 (73.1) 25 (86.2) 44 (80.0) Conclusions
Black or African American 4054) 3(103) rii2.n e Participants with NT1 and NT2 taking open-label LXB showed improvements in EDS (reduction of ESS scores), improvements in disrupted nighttime sleep (fewer shifts from deeper to lighter sleep stages, increased stage N3 sleep duration, and a reduction in the number of
22::03“ JCE e el AW 2 (3 , g 2 (g ; awakenings), and a reduced symptom burden (improved PGI-S and PGI-C ratings)
Native Hawaiian or other Pacific Islander 0 0 0  This study provides prospective data on LXB treatment of narcolepsy
Multiple® 0 1(3.4) 1(1.8) — Limitations of the study include the open-label and single-arm design; causality cannot be established
Eth::‘c‘;"m’ﬁ"(y IS L IR — Analyses were based on the completer analysis set of participants who reached a stable LXB dosage and may not represent the experience of all individuals starting LXB treatment
Hispt:r’lic f)r")Laﬁno 138) 2(6.9) 355 * TEAEs were consistent with the known safety profile of LXB
Not Hispanic or Latino 25 (96.2) 27 (93.1) 52 (94.5) » These findings highlight the significant symptom burden experienced by individuals with narcolepsy, and reinforce the established effectiveness of LXB as a treatment for this condition
Body mass index (kg/m?)
Mean (SD) 30.3(6.9) 28.7 (6.6) 29.5 (6.7)
Median (min, max) 31.8 (20, 42) 25.5 (21, 44) 27.5 (20, 44)
Oxybate type at study entry, n (%)
Naive* 18 (69.2) 24 (82.8) 42(r6.4) References: 1. Xywav® (calcium, magnesium, potassium, and sodium oxybates) oral solution, Clll [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.
Low-sodium oxybate 3 (11.5) 3(10.3) 6(10.9) gov/drugsatfda_docs/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- IIEI
Sodium oxybate 3(11.5) 2(6.9) 5(9.1) labeling-sodium-potassium-and-phosphorus-human-over-counter-and-prescription-drug. 5. American Academy of Sleep Medicine. International Classification of Sleep Disorders—Third Edition. Darien, IL: American Academy of Sleep Medicine; 2014. 6. American Psychiatric Association. Diagnostic and Statistical Manual of Mental Disorders,
Once-nightly sodium oxybate 2(7.7) 0 2 (3.6) Fifth Edition. Washington, DC: American Psychiatric Publishing; 2013. 7. 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 Medicine; 2023. 8. Johns MW. Sleep. 1991;14(6):540-545. 9. Maski K, et al. J Clin - 1
Oxyhate total nightly dosage at screening® (g) Sleep Med. 2021;17(9):1895-1945. i
Mean (SD) 7.1 (1.4) 8.0(1.2 7.4 (1.4) Support and Acknowledgments: This study was supported by Jazz Pharmaceuticals. Under the direction of the authors, Peloton Advantage, LLC (an OPEN Health company), employees Duprane Young, PhD, Emily Bruggeman, PhD, and Karyn Liu, PhD, provided medical writing support and an editor provided editorial support for this I = Jd
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Supplemental Statistical Methods

e Formal hypothesis testing was conducted using the completer analysis set for the following endpoints:
1. Epworth Sleepiness Scale (ESS) score (decrease from baseline [BL])
2. Total sleep stage shifts from N1/N2/N3/rapid eye movement [REM] to wake and N2/N3/REM to N1 (decrease from BL)
3. Duration of 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 0.

e Multiplicity control was achieved using a sequential testing strategy conducted separately for each cohort. Listed endpoints were tested in the order shown above. The Patient Global Impression of Severity (PGI-S) and Patient Global
Impression of Change (PGI-C) endpoints were not controlled for multiplicity. Hypothesis tests with 2-sided P<0.05 in the expected direction were considered statistically significant. [f 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.

e Pvalues for comparisons of proportions of participants at BL versus EOT reporting “moderately severe/severe/extremely severe” on the PGI-S assessments were obtained from the McNemar test. Exact 95% Cls were obtained using the
Clopper-Pearson method for the proportion of participants rating “minimal/much/very much” improvement at EOT on the PGI-C assessments.

Centralized Polysomnography Scoring Definitions: The following sleep stage definitions were adapted from The AASM Manual for the Scoring of Sleep and Associated Events.

e Epoch: a standard 30-second duration of the sleep recording that is assigned a sleep stage value.

o 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.

e Stage N1: arelatively low amplitude, mixed frequency (LAMF) EEG with @ 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.

e 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

e 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.

e 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.
e 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.



