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Introductlon Figure 2. Epworth Sleepiness Scale Score?® Figure 3. Idiopathic Hypersomnia Severity Scale Scores? Table 2. Mean Nightly LXB Dosage During Stable-Dose Period?
e |ow-sodium oxybate (LXB, Xywav®) is approved by the US Food and Drug Administration to treat b (QF)- . : :
- . y ( 0, A ) Is app vea byt . J L 24 - LS mean A% (SE): -8.4 (0.7) 50 - LS mean A® (SE): —15.5 (1.5) Idiopathic Hypersomnia Cohort
idiopathic hypersomnia in adults and excessive daytime sleepiness (EDS) or cataplexy in patients | 95% Cl: ~9.8 10 ~7.0 05% Cl: — 186 10 125 Mean (SD), grams (N=417)
>7 years of age with narcolepsy’™ 20 P<0.0001 41 P<0.0001* b =
e Jazz DUET (Develop hypersomnia Understanding by Evaluating low-sodium oxybate Treatment) was . o 40 Once-nightly LXB (n=15)
a phase 4, prospective, multicenter, single-arm, multiple-cohort, open-label study (NCT05875974) S § 351 Mean (SD) 4.8 (1.1)
* This patient-centric study evaluated the effectiveness of LXB on nighttime and daytime symptoms % 2 30+ Twice-nightly LXB (n=26)
, : . T . . I‘ﬁ >10 = excessive L >22 = untreated
and functional outcomes in participants with idiopathic hypersomnia or narcolepsy oy daviime sleepiness = 25 idiopathic hypersomnia
type 1 or type 2) m y p Z Mean (SD) 77(1.2)
= . ~= <U7 Reference range: , ,
— For results from the narcolepsy cohort, please refer to Poster 393 S E%efze?]zfrg;%zynme S 15 <22 - healthy First nightly LXB dose 4.0(0.8)
= sleepiness® = controls® Second nightly LXB dose 3.6 (0.8)
0 b i ective 4ncludes participants from the safety analysis set who reached the SDP. Once a participant reached an optimized dosage, they continued this dosage as a stable
j regimen during the SDP and EOT period.
. . . . . . EQT, end of treatment; LXB, low-sodi bate; SD, standard deviation; SDP, stable-d iod.
» To evaluate the effectiveness and safety of LXB on nighttime and daytime symptoms in participants E—— Opimized LXB €07, o Opiimized LG (€07 T R T e e N
with idiopathic hypersomnia (n=40) (n=40) (N=399) (n=369) e Fifteen participants (36.6%) were taking LXB once nightly and 26 participants (63.4%)
sCompleter analysis set. bDifference between EOT and BL. ¢Established categories consider scores up to 10 normal.8 The MCID for ESS was defined as 2 points aCompleter analysis set. "Difference between EOT and BL. ¢An IHSS score of 22 is the optimal cutoff for distinguishing between untreated patients with idiopathic Were taklng LXB thce nlghtly
M eth Od S according to an AASM systematic review and meta-analysis.? An ESS score >10 at screening was required for inclusion in DUET. *Controlled for multiplicity. hypersomnia and community-dwelling controls."® “Not all participants completed all assessments. *Controlled for multiplicity.
AASM, American Academy of Sleep Medicine; BL, baseline; Cl, confidence interval; EOT, end of treatment; ESS, Epworth Sleepiness Scale; LS, least squares; BL, baseline; CI, confidence interval; EOT, end of treatment; IHSS, Idiopathic Hypersomnia Severity Scale; LS, least squares; LXB, low-sodium oxybate;
Figure 1. Stu dy Design LXB, low-sodium oxybate; MCID, minimal clinically important difference; SE, standard error. SE, standard error.
e Participants with idiopathic hypersomnia taking LXB showed a statistically significant e Participants with idiopathic hypersomnia taking LXB showed a statistically significant
reduction in ESS score from BL to EOT (mean [SE], -8.4 [0.7]) reduction in the IHSS total score from BL to EOT (mean [SE], -15.5 [1.5]) Table 3. Concomitant Alerting Medication for Enrolled Participants With
V1 V2 V3 VA V3B v4 V5 Idiopathic Hypersomnia®
= —— Off LXB “ . On LXB _ _ _
—« B | ) veteton2sweskst BRI 8 Idiopathic Hypersomnia Cohort
mommel  Zwesk B . 2 Preferred Term, n (%) (N=46)
- Actigraphy Actigraphy Safety . . . . . . . . . . . . . . .
e #h folow-up visit Figure 4. Idiopathic Hypersomnia Severity Scale Component Scores for Daytime Functioning (A) and Long Sleep Duration/Sleep Inertia (B)? Participants taking a concomitant alerting agent,>*“ n (%) 19 (41.3)
oxjoate PSG 1] Sy e ) A Davtime Functiont B) Lona Sleen Duration/Sleen Inerti Centrally acting antiobesity products
J—— ) Daytime Functioning ) Long Sleep Duration/Sleep Inertia Benzphetamine
Max score = 27 Max score = 16 _
More 27 - LS mean A® (SE): —8.8 (1.0) More 16 - LS mean A® (SE): —4.8 (0.4) Phentermine
. 95% Cl: —=10.9t0 —-6.8 - 95% Cl: =5.7 10 -3.9 . . .
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 Sympt(i)m;;fgtgctlonal 24 | P<0.0001 Sympt(i)nn:sgéjtgctlonal 14 - P<0.0001 centra"y actmg sympathomlmetlcs

for day 35 (visit 3A) and day 56 (visit 3B), as needed. Investigator could optimize participant dosage and move participant to stable dose at visit 3, 3A, or 3B but not during
intervening weekly teleconferences.
LXB, low-sodium oxybate; PSG, polysomnography; V, visit.

Amphetamine aspartate, amphetamine sulfate,
dexamphetamine saccharate, dexamphetamine sulfate
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e DUET comprised a screening period (with a 2-week washout for current oxybate users), an 8-day
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baseline (BL) period (ending with an overnight BL polysomnography [PSG] visit with additional s S g g 10- Dexamphetamine sulfate

assessments), a 2- to 8-week LXB titration period, a 2-week stable-dose period (SDP), an 8-day é YE’ 15 - 2 é Methylphenidate

end-of-treatment (EOT) assessment period while participants were taking their optimized stable S g sg 8 62.(05) Modafinil

dose of LXB (ending with an overnight EOT PSG with additional assessments), and a 2-week safety 4] 8.9(1.1) 2 S T .

follow-up < 3 ] T 6 Dexamphetamine

— Participants with idiopathic hypersomnia had the option of a once- or twice-nightly LXB dosing ) &2 Other antidepressants
regimen (per the US prescribing information)’ S 61 S 3 Bupropion hydrochloride

e Eligible participants were adults 18 to 75 years of age with a primary diagnosis of idiopathic L = : L =, Other nervous system drugs
: : ' Ty, ; : i ess . ess i
hypersomn[a (meetmg the International Classification of Sleep Disorders — Third Editior? symptoms/functional symptoms/functiona Pitolisant hydrochloride
[|CSD_3] C”terla) . . . Impacts 0 Impacts 0 aSafety analysis set. "Participants could have been taking multiple different alerting medications. It is not known whether these agents were prescribed for
® PartIClpantS were FGQUII’ed to have an EpWOFth S|eep|neSS Scale (ESS) score >10 at screening Baseline Optimized LXB (EQT) Baseline Optimized LXB (EOT) excessive sleepiness, idiopathic hypersomnia, and/or another condition. ‘Concomitant medications were started prior to the first dose of LXB and were ongoing
visit 1 or an ESS score >10 after the washout period, if currently taking an oxybate medication (n=39°) (n=36) (n=39°) (n=36°) o o coul e e stoppeg ffer e st dose of DS
¢ ' : : ' ' ) aCompIetgr analysis get. bDiff.erence between EOT and BL. *Not all pgr’ticipgnts completeq all ass.essments. | ' '
° PartICIQantS were allowed to continue taklng.COnCOmltant alerting agegts (stimulants or wake . BL, baseline; Cl, confidence interval; EOT, end of treatment; IHSS, Idiopathic Hypersomnia Severity Scale; LS, least squares; LXB, low-sodium oxybate; SE, standard error, e At study entry, 19 participants (41.3%) were taking alerting agents, with amphetamines
promoting agents), but had to have been taking the same dosage for >1 month before screening o Particinants with idionathic h i taking LXB showed | s in davtime function dl een duration/sleen ineri ihe IHSS ; com BL to EOT being the most common (17, 4%
visit 1 with no plan to adjust dosage during the study period articipants with idiopathic hypersomnia taking showed improvements in daytime functioning and long sleep duration/sleep inertia on the component scores from BL to eing the most common (17.4%)
e Exclusion criteria included the following:

— Untreated/inadequately treated sleep-disordered breathing (ie, apnea-hypopnea index >10,
with hypopnea definition including a >4% desaturation as per The AASM Manual for the Scoring
of Sleep and Associated Events),® as assessed during the BL PSG visit Figure 5. Patient Global Impression of Severity (A) and Patient Global Impression of Change (B) for Overall Idiopathic Hypersomnia Disease? Table 4. Treatment-Emergent Adverse Events?

— History/presence of an unstable or clinically significant medical condition or behavioral/ . S
psychiatric disorder (including active suicidal ideation or a current or past [within 1 year] major A) PGI-S B) PGI-C Lelill Vﬁf‘;s;’m“'a I
depressive episode), or another neurologic disorder or surgical history that could affect the 100 0> Y ”c 100 5 LA (11, (N=46)
participant’s safety or interfere with the conduct of the study, as determined by the investigator 15 o With 21 TEAE 34 (73.9)

» The primary endpoint was change in ESS score from BL to EOT _ With >1 TEAE related to treatment 30 (65.2)
e The key secondary endpoint for the idiopathic hypersomnia cohort was change in Idiopathic 80 7 80 - With >1 TEAE leading to discontinuation

Hypersomnia Severity Scale (IHSS) total score from BL to EOT i m Not Present m Very Much Improved TEAES occurring in >5% of participants
e Additional secondary endpoints included the Patient Global Impression of Severity (PGIl-S) and the © 4510 = Very Mild © = Much Improved T

Patient Global Impression of Change (PGI-C), both assessing overall idiopathic hypersomnia disease s 007 Mild i 007 Minimally Improved .

A = 1= Dizziness

and sleep inertia s Moderate g — 946%° No Change
» Exploratory endpoints included the IHSS component scores for daytime functioning (composed of S a5 00, Moderately Severe : Minimally Worse Headache

items 5,9, 10, 11, 12, 13, and 14) and long sleep duration/sleep inertia (composed of items 1, 2, 3, g 407 32.5 = Severe S 404 = Much Worse Vomiting

4, and 8)’ Middle insomnia

Extremely S Very Much W

 Safety endpoints included incidence and severity of treatment-emergent adverse events (TEAES) 2. _ = remely Severe ’0. = very e Torse Anxiety
e The safety analysis set includes all participants who enrolled in the study and took their prescribed 12.5 0 24.3 e —— -

LXB regimen for >1 night after the BL period (idiopathic hypersomnia cohort: N=46); the completer =0 — 22.5% 2.7 .

analysis set includes all participants who enrolled in the study, took their prescribed LXB regimen for . ) 0 o7 Enuresis

>1 night after the BL period, completed the SDP (taking a dosage of up to 9 g/night), and completed Baseline Optimized LXB (EOT) (n=37") Somnolence

the PSG EOT visit (idiopathic hypersomnia cohort: n=40) (n=40) (n=40) “Safety analysis set.

* Details on statitical methodology are available through the QR code on the bottor right corer of e e T e o v mf e s ot o o R |
this poster o . o | o | e The overall TEAE rate was 73.9% in the idiopathic hypersomnia cohort
e 0Onthe PGI-S, at BL, 85.0% of participants reported their overall idiopathic hypersomnia disease as moderately severe, severe, or extremely severe, compared with 22.5% (P<0.0001) at EOT . . _ .
o | o | o | | | — One serious TEAE of hypoxia (concurrent with influenza) was reported; it was moderate
RGSUltS — At EOT, 45.0% of participants reported their overall idiopathic hypersomnia disease as being not present, very mild, or mild in severity, determined to be unrelated to the study drug according to the investigator,

e 0Onthe PGI-C, at EOT, 94.6% (95% Cl: 81.8-99.3) of participants reported improvement (very much, much, or minimal) for overall idiopathic hypersomnia disease and resolved
e TEAEs were mild or moderate in severity; 1 participant with idiopathic hypersomnia
discontinued treatment due to a TEAE of depression

Table 1. Demographics and Baseline Characteristics for Enrolled Participants
With Idiopathic Hypersomnia®

e — )
Characteristic (N=46) Figure 6. Patient Global Impression of Severity (A) and Patient Global Impression of Change (B) for Sleep Inertia?

Age (years)

Mean (SD) 38.1 (11.8) A) PGI-S B) PGI-C

Median (min, max) 37.5(20.0, 68.0) 100 100 c -

. 75 onclusions

Sex at birth, n (%) -

Male 9(19.6) & * Participants with idiopathic hypersomnia taking open-label LXB showed
GenFjeT*;fenﬁty - 37(60.4) B0- 100 80 improvements in EDS and nighttime and daytime symptoms (reduced

Male (includi;g transgender man) 10 (21.7) 15.0 :\'\IIOt Pl\r;:nt :\I\lnerth:UCh Imzmved ESS and IHSS component scores) and reported reduced symptom burden

' o ery Mi S uch Improve : .
Female (including transgender woman) 36 (78.3) Z- 60 — Mild g 60-  81.1% Minimally Improved (decreased IHSS total scores and improved PGI-S and PGI-C ratings)
Nonbinary 0 S 285 Moderate S No Chan Thi ' '
g s study provides prospective data on LXB treatment of

Other 0 3 25.0 2 " > . . :

Declined to state 0 § 40 g""derate'y Severe 5 401 m'mmy Worse idiopathic hypersomnia
Participant of childbearing potential, n (%) 27 (73.0) i Hoevere = Much Worse imitat : i - i L
e — 60.0% 25.0 m Extremely Severs 189 B Very Much Worse Limitations of the study include the open-label and single-arm design;

White 39 (84.9) 204 20 _ causality cannot be established

S e 33 125 }17_5% 0 162 — Analyses were based on the completer analysis set of participants who

A e " : o— I : 0 27 reached a stable LXB dosage and may not represent the experience of

Native Hawaiian or other Pacific Islander B(?]S'j'(;])e Opt'm'z(ﬁi%)B (EOT) (n=379) all individuals starting LXB treatment

M_UI_tipleb aComplete‘r analysis set. "Not gll participants completed.all assessments. CThe percentgges shown for the combination categories may differ from the sum of the individual categories due to rounding. TEAES Were COﬂSlStent W|'|:h the known Safety prof”e Of I_XB
Ethnicity, n (%) PGI-C, Patient Global Impression of Change; PGI-S, Patient Global Impression of Severity.

Eistp:_“ic or La“"LOt_ (21.7)  Onthe PGI-S, at BL, 60.0% of participants reported their sleep inertia severity as moderately severe, severe, or extremely severe, compared with 17.5% (P=0.0002) at EOT These findings highlight the significant symptom burden experienced by

ot Hispanic or Latino . . . S . . . indivi th idi i i ' '
: 2 — AtEOT, 57.5% of participants reported their sleep inertia as being not present, very mild, or mild Ind|V|QUaIS with idiopathic hypersomnia, arld relnfqrce the established

S AL AT effectiveness of LXB as a treatment for this condition

Mean (SD) 28.5(6.4) e Onthe PGI-C, at EOT, 81.1% (95% Cl: 64.8—-92.0) of participants reported improvement (very much, much, or minimal) for sleep inertia

Median (min, max) 28.2 (17.1,45.1)
Oxybate type at study entry,© n (%)

Naive! 37 (80.4)

Low-sodium oxybate 9(19.6)

Sodium oxybate 0

Once-nightly sodium oxybate 0
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Supplemental Statistical Methods

Formal hypothesis testing was conducted in accordance with the statistical analysis plan using the completer analysis set for the following endpoints:
1. Epworth Sleepiness Scale (ESS) score (decrease from baseline [BL])

2. |diopathic Hypersomnia Severity Scale (IHSS) total score (decrease from BL)

Decreases from BL for ESS and IHSS total scores 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.

Multiplicity control was achieved using a sequential testing strategy in which the ESS endpoint was tested first, followed by the [HSS endpoint. The Patient Global Impression of Severity (PGI-S), Patient Global Impression of Change (PGI-C),
and [HSS component scores were not controlled for multiplicity. 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. P values 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.




