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Introduction

e Jazz DUET (Develop hypersomnia Understanding by Evaluating low-sodium oxybate
Treatment; NCT058/5974) is a phase 4, prospective, multicenter, single-arm,
open-label interventional study of low-sodium oxybate (LXB, Xywav®)'

— LXB is approved by the US Food and Drug Administration (FDA) for the treatment
of idiopathic hypersomnia in adults and the treatment of cataplexy or excessive
daytime sleepiness (EDS) in patients 7 years of age or older with narcolepsy’

e DUET evaluates the association of LXB with sleep architecture and daytime and
nighttime symptoms in adult participants with idiopathic hypersomnia and adult
participants with narcolepsy (type 1 or type 2)

— Multiple assessments, including overnight polysomnography (PSG), are included
to generate data of interest to clinicians and patients

e DUET was intended to be as patient-centric as possible. A patient advisory
board was convened to gain patient perspectives and feedback on aspects of
the DUET study design and clinically meaningful outcomes that are of significant
importance to patients

Objectives

e Describe the input sought from a patient advisory board, and the incorporation of
that input into the design of a patient-centered study

e Describe the patient-centric aspects of the DUET study design

Methods

e The advisory board consisted of 2 people with idiopathic hypersomnia and
4 people with narcolepsy

— All 6 advisors had experience with patient advocacy, and at least 1 had
participated in a clinical trial

e Patient advisors completed a premeeting survey and then attended a 3-hour
advisory board meeting with the study sponsor
e Five main topics were discussed at the advisory board meeting:
1. Feasibility of oxybate washout for participants entering the study on treatment
2. Burden of assessments
3. Burden of overnight visits
4. Vlalue of reporting individualized data back to participants
5. Relevance of specific symptom evaluation to participants

e Advisors also ranked narcolepsy and idiopathic hypersomnia symptoms in
order of importance

e DUET includes a screening period (including a washout for participants taking
oxybate at study entry), a baseline period (off oxybate treatment), a titration
period (for individualized LXB dosing adjustments based on participants’ needs),
a stable-dose period, an end-of-treatment period (taking an optimized stable
dose of LXB), and a safety follow-up period

e [wo overnight visits (the first on the day before beginning LXB treatment and the
second after the stable-dose period) include ad libitum PSG as well as a battery of
patient-reported outcome assessments (the evening before and morning after PSG)

e Further details on the DUET study design are reported in Abstract 655/Poster 283;
additional details on the DUET idiopathic hypersomnia and narcolepsy patient
populations are reported in Abstract 1332/Poster 432 and Abstract 1337/Poster 437,
respectively

Results
Figure 1. DUET Study Design
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Figure 2. The Patient Voice: Feedback From the Patient Advisory Board
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Figure 3. Key Patient-Centric Elements Incorporated Into Final DUET Study Design Figure 4. Importance of Narcolepsy and Idiopathic
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5. Identifying meaningful endpoints for participants
e The symptom of daytime sleepiness may be more relevant and more important to measure than fatigue
e PSG data of potential importance to participants include number of awakenings, total time in deep (slow-wave) sleep,

and total time in rapid eye movement sleep
e Participants may gain insight from data that correlate perceived (diary-based) and objective (PSG-based) sleep quality

Less Important

More Important

e Advisory board members were asked to rate (O [not at all important]
to 4 [very important]) the most important areas for DUET to explore

— Sleep quality, daytime sleepiness, and cognition were rated the most
important areas for DUET to investigate

» In response, participants are provided reports on sleep quality (PSG).
In addition, the endorsement of daytime sleepiness by patient advisors
IS in alignment with the study’s primary endpoint of excessive daytime
sleepiness as measured with the Epworth Sleepiness Scale

DUET, Develop hypersomnia Understanding by Evaluating low-sodium oxybate Treatment; LXB, low-sodium oxybate; PSG, polysomnography.

Conclusions

e The final DUET study design incorporated several overarching patient-centric elements as recommended by the patient advisory board

e One limitation of this approach is that the patient advisory board feedback was obtained from 6 individuals with idiopathic hypersomnia or narcolepsy, whose opinions may not reflect the opinions
of the entire group of study participants

— The study may have been skewed toward narcolepsy experience, as patient advisors with narcolepsy outnumbered those with idiopathic hypersomnia
e An additional limitation is the absence of a placebo group for comparison

e [mplementation of these elements is anticipated to reduce participant burden, improve participant experience, enhance study recruitment and retention, and facilitate collection of comprehensive
data that are meaningful to individuals with idiopathic hypersomnia or narcolepsy and their healthcare providers
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