Methods

e This longitudinal, mixed-methods study gathered quantitative (survey) and qualitative (interview) data from participants currently taking e (Correlation coefficients (r) were used to quantify associations at enroliment between
- LXB at enrollment and over the 24-week study period 4 Patient Global Impression of Change (PGI-C) items since starting LXB and PROs
m p rove m e n s I n assessing excessive daytime sleepiness (EDS) and overall narcolepsy symptoms
i i (Epworth Sleepiness Scale [ESS]; Narcolepsy Severity Scale [NSS]; Narcolepsy Severity
Figure 1. LRICAL Study Design - Scale for Narcolepsy Type 2 [NSS2]), activity impairment (Work Productivity and Activity
- . — g N Impairment [WPAI]), cognitive function (PROMIS-Cognitive Function [CF]-Short Form
I I m e e e u a I Screening Form Enroliment Week 24 [SF]-8a), sleep-related QoL (10-item Functional Outcomes of Sleep Questionnaire
[FOSQ-10]), depression (9-item Patient Health Questionnaire [PHQ-9]), and treatment
é—ﬂ:l Inclusion and exclusion criteria? = 7 Standardized PRO instruments and de novo items Standardized PRO instruments and de novo items = 7 Standardized PRO instruments and de novo items SatiSfaCtion (9-itemTreatment SatiSfaCtion Questionnaire for Medication [TSQM_Q])
u u : . . : :
A - o= - e (Correlations were calculated between categorical improvements in Patient Global Impression
a n d D ayt I m e S I e e p I n e s s 2’3%3'”3“% nieniens 25 culiaive ierviens of Severity (PGI-S) items from enrollment to weeks 12 and 24 and changes in PRO scores
*Participants were eligible if they were 218 years of age at the time the screening form was completed; a US resident; diagnosed with narcolepsy or idiopathic hypersomnia; prescribed and currently taking LXB for narcolepsy or over the same time period
idiopathic hypersomnia; and had been taking LXB for 212 weeks prior to completing the screening form. All participants provided written or electronic informed consent.
= - PRO, patient-reported outcome. e Measurable improvements in PRO scores at weeks 12 and 24 (defined as >0.5 SD improvement
from enrollment score) were assessed alongside PGI-S category improvements at weeks 12
A re As s O c I ate d WI t h * Online surveys were conducted via an IQVIA-hosted platform between March 2024 and August 2025 and comprised standardized and 24
patient-reported outcome (PRO) instruments and de novo items; surveys were administered at enrollment, week 12, and week 24 e Polyserial (continuous data) and polychoric (ordinal items) correlations were calculated;

m m e Virtual 45-minute interviews were conducted using semi-structured discussion guides with a subset of participants at enrollment (n=15) thresholds for correlation strength were based on Cohen’s cutoffs?
B ette r Q u a I I t Of I I fe and week 24 (n=7) — Minimal: |r| < 0.2 — Moderate: 0.3 <|r| < 0.4 — Very strong: |r| > 0.6
— Interviews were audio-recorded, transcribed, and coded and analyzed using MAXQDA (VERBI Software, 2021) and Microsoft Excel — Weak: 0.2<|r| <0.3 — Strong: 0.4 <|r|<0.6
= = m
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Figure 2. Characteristics of Participants With Narcolepsy Figure 4. Category Improvements in PGI-S Narcolepsy Symptoms and Daytime Sleepiness
Caroleen Drachenberg, PhD, MSPH'; Meagan Farrell, PhD?; Mean (SD) Gender, % . Race% at Weeks 12 and 24 Were Associated With Score Improvements Across Multiple PROs
- . . age, years 8.5 91.5 3.4 ' ] .
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PhD1, Sllky Beaty, PharmD, MSPH1, Sarah C. Markt, SCD, MPH1, o1 NSS2 Total Score 0.286
6.7 Mean (SD) r!umber Overall QoL PGI-S
Laura B. Herpel, MD* of weeks taking LXB 49 0.8 FOSQ-10 Total Score
n n PHQ-9 Total Score
1 . . 2 . 3 k k Qol. FOSQ-10 Social Outcomes subscale
Jazz Pharmaceuticals, Palo Alto, CA, USA; “IQVIA, New York, NY, USA; °IQVIA, Atlanta, (ot T F0S0-10 Activity Level subscale
GA, USA; “IQVIA, Boston, MA, USA; 5Jazz Pharmaceuticals, Philadelphia, PA, USA; 99.0 | FOSQ-10 Vigilance subscale
_ ) , _ _ (73.4) PROMIS-CF-8a T-scores 0.214 0.298 0.000 0.019
°Bogan Sleep Consultants, Columbia, SC, USA; "Medical University of South Carolina, Coanit FOSQ-10 General Productivity subscale 0.200 0.062 0.071
Charleston. SC. USA | N ognion FOSQ-10 item: Concentrating 0.215 0.079 0.087
aries On, y LXB, low sodium oxybate; NT1, narcolepsy type 1; NT2, narcolepsy type 2; SD, standard deviation. FOSQ-10 item: Remembering Things 0.165 0.287 0.047 0.035
e Among 59 participants with narcolepsy who completed the enroliment survey, the mean (SD) age was Work Impacts gfj::;f::;?n 8';25
34.7 (8.9) years (WPAI) Overall Work Productivity Loss 0.078
X o e The majority of participants were female (91.5%) and White (91.5%) Activity Impairment 0.137
. . isfacti . 1 211
ObjeCtlve e Mean (SD) duration of LXB treatment at enrollment was 99.0 (73.4) weeks or approximately 23 months ;;‘i?stgz:in S;fei?i'vzigiad'o” 8_8;2 8_033 8.004
e Additional participant characteristics are reported in the Supplement, accessed via the QR code (TSQM-9) Convenience 0.158 0.213 0.283

ESS, Epworth Sleepiness Scale; FOSQ-10, 10-item Functional Outcomes of Sleep Questionnaire; NSS, Narcolepsy Severity Scale; NSS2, Narcolepsy Severity Scale for Narcolepsy Type
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low-sodium oxybate (LXB) Figure 3. Associations Between PGI-C Improvements and Better PRO Scores at Enroliment e PGI-S improvements in narcolepsy symptoms from enrollment to weeks 12 and 24 were very strongly
correlated with improvements in narcolepsy symptom severity, and strongly correlated with improvements
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) Improvements in Nighttime Sleep Quality and Daytime Sleepiness Were Consistently Associated in depression, narcolepsy type 2 symptom severity, sleep-related QoL, and activity impairment ; weaker

With Better Scores on Multiple PROs

y em PGI-C at Enrollment: |r| correlations for nighttime sleep quality and feeling refreshed after nighttime sleep may reflect limited
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ESS Total Score 0.342 0.456 0.374 0.197

Symptoms NSS Total Score 0.477 0.686 0.842 0.368
T : : : 0.276 0.165 0.365 0.108 - - - -
e |Improvements in nighttime sleep quality, and separately, daytime Doss [o Sooe o a— o a— Figure 5. Category Improvements in PGI-S Daytime Sleepiness at Weeks 12 and 24
sleepiness, were linked to improvements across multiple 24-hour FOSQ-10 Total Score 0.419 0.393 0.567 0.360 Were Associated With Measurable Improvements in Symptoms and QoL
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In participants with narcolepsy taking LXB FOSQ-10 Vigilance subscale

0.292
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Limitations include the lack of a comparator group, potential selection
and recall bias (participants had been taking LXB for 212 weeks at
enrollment), and small sample sizes for some analyses
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Poster 535 less severe narcolepsy type 2 symptoms, less activity impairment, and better cognitive function (CID005, NT2, week 24) (CID032, NT1, enroliment)

e PGI-C improvement in daytime sleepiness was very strongly correlated with improved QoL, and strongly

— Posters 359 and 360 describe participant-reported effectiveness and treatment satisfaction in narcolepsy , _ : :
correlated with less severe EDS and higher treatment satisfaction LXB, low-sodium oxybate: NT1, narcolepsy type 1: NT2, narcolepsy type 2.

and idiopathic hypersomnia, respectively; individualized dosing with LXB for participants with narcolepsy
and idiopathic hypersomnia are explored in Posters 362 and 361, respectively
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Supplemental Results
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Supplemental Table S1. Additional Participant Characteristics

Participants With Narcolepsy
Characteristic (N=59)

and Daytime Sleepiness
Are Associated With

Age (years)
Mean (SD)
Median (range)

Narcolepsy subtype, n (%)

34.7 (8.9)

34.0 (21.0-55.0)

NT1 30 (50.8)
u = NT2 29 (49.2)
Better Quallty Of Llfe Gender,n(%)
- - - Female 54 (91.5)
N
In Narcolepsy: Findings 569
Race, n (%)
F LYRI CAL White 54 (91.5)
ro m Multiracial 2(3.4)
Other 2(3.4)
Caroleen Drachenberg, PhD, MSPH'; Meagan Farrell, PhD?; Prefer not to answer 1(1.7)
Jennifer D’'Souza, PhD, MPH?%, Emily Kim, MPH?; Chloe Hayes, MS?; Employment, n (%)’
Dian Zhang, MPH, MS3, Meaghan Lawrence, MSZ, Christina A. Working full-time 43 (72.9)
Graham, BS, BA*; Marisa Whalen, PharmD>; Jessica K. Alexander, Student 7 (11.9)
PhD1; Sllky Beaty, PharmD, MSPH1, Sarah C. Markt, ScD, MPH1; Seeking work opportunities 5 (8.5)
Laura B. Herpel, MD®” Working part-time 6 (10.2)
1 : _2 3 Other 6 (10.2)
azz Pharmaceuticals, Palo Alto, CA, USA; “IQVIA, New York, NY, USA; °IQVIA, Atlanta,
GA, USA; “IQVIA, Boston, MA, USA; %Jazz Pharmaceuticals, Philadelphia, PA, USA; PSS Slenl)
’Bogan Sleep Consultants, Columbia, SC, USA; "Medical University of South Carolina, Retired 1(1.7)
Charleston, SC, USA Unable to work 1(1.7)
Number of LXB doses per night, n (%)
1 1(1.7)
2 57 (96.6)
3 1(1.7)
Number of weeks taking LXB
Mean (SD) 99.0 (73.4)
ESS score
Mean (SD) 10.5 (4.3)
Other current comorbid diagnoses, n (%)?
Attention deficit disorder/attention deficit hyperactivity disorder 9(15.3)
Anxiety 21 (35.6)
Depression 13 (22.0)
Hyperlipidemia/high cholesterol 2(3.4)
Hypertension 5 (8.95)
Obesity 7 (11.9)
Obstructive sleep apnea 10 (16.9)
Periodic limb movement disorder 1(1.7)
Restless leg syndrome 3(5.1)
Current concomitant treatments, n (%)
Amphetamine 19 (32.2)
Armodafinil 4 (6.8)
Fluoxetine 6 (10.2)
Methylphenidate 3 (5.1)
Modafinil 6 (10.2)
Pitolisant 6 (10.2)
Sertraline 7 (11.9)
Solriamfetol 8 (13.6)
Venlafaxine 5 (8.95)
Other current treatment 5 (8.5)
None of the above® 14 (23.7)

2Response options are not mutually exclusive. *"None of the above” indicates that participants were not taking any of the medications listed in this table; however, they may have been taking other concomitant medications.
ESS, Epworth Sleepiness Scale; LXB, low-sodium oxybate; NT1, narcolepsy type 1; NT2, narcolepsy type 2; SD, standard deviation.
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