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Introduction Results
e High-sodium oxybate (SXB) is strongly recommended by the American Academy of Sleep Medicine for the
treatment of narcolepsy due to its efficacy in improving cataplexy and excessive daytime sleepiness Table 2. Exposure to SXB and LXB During the Baseline Period and Table 3. Timing and Number of Changes to Stable LXB Dose and Regimen Figure 2. Responses on the PGlc, EOSMS, and FPQ at the End of the Intervention Period? Table 4. Scores on the ESS at Baseline and the End of the Intervention Period
e | ow-sodium oxybate (LXB) contains the same active moiety as SXB, with 92% less sodium, and is Intervention Period During the Intervention Period : : “_
approved in the United States (US) for the treatment of cataplexy or excessive daytime sleepiness in Patient Global Impression of Change (PGic) LX8 .
patients 7 years of age and older with narcolepsy, and idiopathic hypersomnia in adults=° “ Parameter Safety Population? Please chtzlosekthe rﬁsponse below that best describes the overall change in your narcolepsy since Baseline (Day 1) End of Intervention
. - L . - tarted taking the stud dication (XYWAV jod?
— LXB has been recognized by the US Food and Drug Administration in the narcolepsy population for Parameter Baseline Start of End of (N=24) you started taking the sfudy medication ( ) Period
- T - = 1= el R : : = _ _ 100 - 0 N 23 21
ItS grgatly redgced chronic soclzhgml burden Compared WI’[hI SXB, Wh!Ch IS clinically meaningful in Period Intervgntlon Intervgnt:on Participants who completed the intervention o )
{ﬁdudcmg Icqrd(;pvatscalilar morbidity in a substantial proportion of patients for whom Period Period period, n (%) 2 = Very much improved Mean (SD) 10.2 (5.2) 9.4 (5.5)
e drug is indicate . S 80- 57.1% . o
e SEGUE (Substitution of Equal Grams of Uninterrupted Xyrem® to Xywav®) is an ongoing " e 4 4 S 70-  reported .My?h Impr.oved Median {min, max) 10.0(,20 06,29
| , O , ’ Total nightly dose /niaht Yes 22 (91.7) "% 60 - 38.1 improved Minimally improved 4ncludes participants who completed the end of treatment or early discontinuation visit.
: : - , - : ) ) ) =R ESS, Epworth Sleepiness Scale; LXB, low-sodium oxybate; max, maximum; min, minimum; SXB, high-sodium oxybate.
e UG e e Sl S o Sl s et  u j
P PArtiep DSy . Mean (SD) 7.9 (1.9) 7.9 (1.5) 7.9(1.8) Nob 2(8.3) S 40- \ Minimally worse e Scores on the ESS were numerically lower (improved) at the end of the intervention period
S . e
Obiect Median (min, max) 9.0(2.3,9.00 9.0(23,90  9.0(2.3, 9.0 £ 30- > 42.9% = Much worse COngafe[d to b]aSﬁ“ﬂe; thg gv[erggg](;hange was minimal (mean [SD] change, —0.6 [2.0];
jec jve Dosi : o Participants who achieved stable LXB dose £ 20- 42.9 reported = Very much worse median [range] change, 0.0 [-5,
osing regimen, n (%) . a 0 no change
and regimen, n (%) 10 1 0 &
* The primary objective of this study is to describe the clinical experience of participants switching from Once nightly 2 (8.3) 2 (8.3) 2 (8.3) | 0 0 y
SXB to LXB for the treatment of narcolepsy with or without cataplexy Fice ot 21 (87.5) 21 (87.5) 21 (87.5) Yese 23 (95.8) n=21
PNTI - - " wice nightly 1 (of. 1 (of. 1 (of. o o Table 5. Summary of TEAEs®
e An exploratory objective is to describe the ease of conversion and participant preference for LXB U s s s Ease of switching medication scale (EOSMS)
ICE nigntly (4.2) (4.2) (4.2) Discontinued study early without reaching stable dose 1(4.2) The process of switching to the new medication was: e
%End of treatment or early discontinuation. ®Includes 1 participant who did not achieve a stable LXB dose/regimen. Categoryb Int ti
MethOds LXB, low-sodium oxybate; max, maximum; min, minimum; SXB, high-sodium oxybate. . - 100 - 4 ervgn 10N
| o o o Time to achieve stable LXB dose and 0 ) Period
Figure 1. SEGUE Study Design e Most participants continued taking LXB twice nightly and remained at a similar nightly regimen®’, days 2 . N 24¢
. . dose for the duration of the study (maximum: 9 g/night), after switching from SXB to S = Extremely easy, not difficult at all
Intervention Period ! ‘s 70+ iCi ith > 0 _
(Open-Label Conversion and LXB gram-for-gram I 23 £ - 90.5% Eli?tier casy nor diffu Participants with >1 TEAE, n (%) 7(23.2)
Baseline Period Treatment Optimization :
aseline Perio p lon) 95- 50 } ;nggts?/d Difficult Mild 4(16.7)
Stable S.XB e Convert from SXB to LXB (gram-for-gram): if needed. Mean (SD) 1.4 (1 .6) S 40 m Extremely difficult, not easy at all Moderate 1 (4_2)
: (with or without : : Safety S
Screening e 1 titrate to stable dose and regimen Follow-up T 30- S | 42)
<30 days - - * Maintain dose/regimen of any concomitant 2 week : - _ _ § | gvere :
antlgﬁ:ﬁﬁ:grc]:[[lsc;s or anticataplectics or Simulants WEEKS Table 1. Baseline Demographics Median (min, max) 1.0 (1, 8) s 9 0~ 298 ) ite threaten 1 (4.0)d
10 1
Safetv Population® 0 L 9.5 } 9.5% reported as difficult 6 Thrediehing (4.2)
> wecks 6 wecks Characteristi afety Population . : 0 - _
aracteristic (N=24) Number of changes required to achieve stable o1 Participants with >1 TEAE related to study druge, n (%) 2 (8.3)
L XB, low-sodium oxybate; SEGUE; Substitution of Equal Grams of Uninterrupted Xyrem® to Xywav®; SXB, high-sodium oxybate. LXB dose and regimen . . i i 0
Age, years Forced preference questionnaire (FPQ) Participants with 21 serious TEAE, n (%) 1(4.2
e Fligible participants are adults 18 to 80 years of age with narcolepsy type 1 or type 2 (based on criteria Mean (SD) 45.5 (16.2) n 23 Thinking about your experience with Xyrem and XYWAV, which would you prefer to treat your narcolepsy? Participants with >1 TEAE leading to discontinuation 1(4.2)
from the International Classification of Sleep Disorders, 3rd Edition® or Diagnostic and Statistical | | 06 of study drug, n (%) '
Manual of Mental Disorders, 5th Edition®) who have been taking a stable dose (maximum 9 g/night; Median (min, max) 43.5 (18, 74) Mean (SD) 0.1 (0.3) o Participants with >1 TEAE leading to dose reduction
no single dose >6 g) and regimen (once, twice, or thrice nightly) of SXB for >2 months, with or without Sex, n (%) 2 of study drug, n (%) 1(4.2)
additional anticataplectics or stimulants ! g 80- Deaths. 1 (5 00
. . . . . : - 'S 70+ eatns, n
o After 2 weeks on a stable SXB dose/regimen (baseline period), participants switch to the same dose Male (49.8) Median (min, max) 0.0(0,1) % o 1 (%) )
_for- ' : ' ' ' ' intai %For SXB, a TEAE is defined as an AE that began or worsened before administration of the first LXB dose (ie, from screening through the end
(g_ram for gram) and reglme.n of L.XB’ any Iconcomltalnt antloataplectlcs or stimulants are maintained Female ' ec-, 50 A = XYWAV of the baseline period); for LXB, a TEAE is defined as an AE that began or worsened after administration of the first LXB dose (ie, from the
at the current dose and regimen (intervention period; 6 weeks) Race, n (%) Never changed, n (%) 21 (91.3) ®  40- m Xyrem start of the intervention period to the end of treatment; does not include the safety follow-up period). °Participants reporting >1 TEAE under
£ : - - - . S a category are counted only once within that category. *Participants who took >1 dose of LXB. ®Judged as not related to study drug by the
e [fficacy assessments include the Epworth Sleelplness Scale (ESS),™ Patlentl qubal |mplr953.|0n of Black or African Ameri = 301 investigator. ¢Judged as related by the investigator; TEAEs with a missing relationship to study drug are classified as related.
Change (PGlc), a forced preference questionnaire (FPQ), and an ease of switching medication scale dCK OT AlriCan American Changed once. n (%) > (8.7 S - AE, adverse event; LXB, low-sodium oxybate; SXB, high-sodium oxybate; TEAE, reatment-emergent adverse event
(EOSMY), all collected at the end of treatment or early discontinuation White 22 (91.7) A | ST . - . . . . .
o - | - The majority of TEAES reported were mild to moderate during the intervention (LXB) period
- Weekly Cataplexy attacks were collected via dlary for par’[ICIpan’[S with narCOlepSy type 1 ; but were Etthlty n (%) Ancludes all enrolled participants who took >1 dose of SXB after providing informed consent. *Two participants discontinued 0 — One par’[ieipan’[ experienced 9 serious adverse event of hyperka|emia while takmg | XB:
not assessed as part of this interim ana|y3i3 ’ during the intervention period. “Participants who completed the intervention period with LXB dose and regimen unchanged n=21 thi . udaed t related to studv d v the | fiqat ’
o . Hispanic or Latino 2 (8 3) from week 6 of the study period or earlier to week 8 of the study period, or participants who discontinued from the , R . | IS eVent was judged as hot related 1o study drug by the Investigator
e [reatment-emergent adverse events (TEAES), as reported by participants, are collected until the end of ' intervlention period ¥vith fiﬁal Lde (ilcoie and regimen unlchﬁnlged for >2 Weel[;s%dPe;rticipﬁnt Coulfd not rt])efoptimized due irEenaOt' rg]‘egtegygggty %risecaglnyﬂgfgt?gﬁnuatlon- Includes participants with >1 PGlc, EOSMS, and FPQ assessment performed at the end of e |n the phase 3 clinical trial of LXB in adults with narcolepsy, median changes from baseline
- ' ' ' t terminati the st | it | . *Defi the ti the first d d oV o | , , , : : : : : : fA :
the safety follgw ulp o - | Non-Hispanic or Latino 22 (91.7) rggei?nreyn imé‘t'ﬁr%h?é?abé 3 ouseyagdox\a”gni?n gnp(c))?l&eﬁa .af Igc())r Sar“tféTSai‘iéevevﬂo d% |2§t cisa ngee tlrr?e?r B(rg dozelgnd?ggi%nen, " EOSWS, ease of swiching medication scale; FPO, frced preference questionnaire; LXB, low-sodium orybate; PGic, Patient Globa in ga|c|um, magnesium, potqsg|um, and spdlum were relatively minimal during the 1€23—W66k
® RGSUV[S Of dan |nter|m aﬂa|ySIS (fll'St 24 par“CIpantS tO COmp|ete or pl’ematurew termlnate the StUdy) ncludes all enrolled par“mpants who took >1 dose of SXB after pro\”dmg informed consent. minimum value (1 day) was noted. |mpreSS|On of Change’ SXB’ hlgh_SOdlum Oxybate' malin StUdy perlOd, and Nno C||n|Ca||y meanmngl treﬂdS were Observed fOl’ eleCtrO|yteS
are reported Max, maximum; min, minimum; SXB, high-sodium oxybate. LXB, low-sodium oxybate; max, maximum; min, minimum; SXB, high-sodium oxybate. o Atth - - - - - . — No TEAE was experienced by >1 participant during the same period; migraine was the only
e end of the intervention period, most participants reported improvement (much/minimal . . . . . .
i i imi | | = - - - TR or no change in narcolepsy s I[r)n toms on tt‘l?e PGIE re ortgd that thlg transition(to LXB was ea)s TEAE reported during both the screening/baseline and intervention periods
¢ Bagellne deographlcs Werg similar to those reported in a prior real-world study of e Most participants (91%) did not modify dose or regimen after switching from SXB to J P y y P , [EP y
patients with narcolepsy taking SXB™ | XB gram-for-gram (easy/extremely easy/not difficult at all) on the EOSMS, and preferred LXB over SXB on the FPQ * There were no falls reported
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