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Introductlon Figure 2. Exposure-Response Analyses of Parallel-Group Studies Demonstrate Interindividual Variability in Response to Oxybate Treatment, With Higher Exposures Associated With Higher
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Objective

e o inform dosing individualization of LXB and SXB, population pharmacokinetic (PPK) and
exposure-response analyses were conducted to identify factors influencing PK variability
and assess relationships between exposure and efficacy and safety

AUC,..,, area under the plasma oxybate concentration-time curve from time O to infinity; CGlc, Clinical Global Impression of Change; ESS, Epworth Sleepiness Scale.

Figure 3. Exposure-Response Analyses of Randomized Withdrawal Studies Support Individualized Titration to Achieve an Optimal Oxybate Dose and Response
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AUC,..,, area under the plasma oxybate concentration-time curve from time O to infinity; ESS, Epworth Sleepiness Scale; LXB, low-sodium oxybate; SXB, high-sodium oxybate.

e |n randomized withdrawal studies in narcolepsy (shown here) and idiopathic hypersomnia (see QR code at bottom right for additional figure), in which participants were titrated to their optimal dose during the open-label titration
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Compartment N. M Absorption Transit phase/prior to randomization, exposure-response relationships for cataplexy change and ESS score were flat, indicating that there is a range of effective concentrations and that different patients require specific doses to achieve an optimal response
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Figure 4. Adverse Events Associated With Oxybate Exposure Included Nausea, Vomiting, and Enuresis but Not Weight Loss, Dizziness, or Headache
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CGlc, Clinical Global Impression of Change; ESS, Epworth Sleepiness Scale; ESS-CHAD, Epworth Sleepiness Scale for
Children and Adolescents; LXB, low-sodium oxybate; MWT, Maintenance of Wakefulness Test; PSG, polysomnography;
SXB, high-sodium oxybate.
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Supplementary Results

Supplemental Figure. Exposure-Response Analyses of Randomized Withdrawal Studies Support Individualization of LXB Dosing to Achieve an Optimal Dose and Response in Narcolepsy and Idiopathic Hypersomnia
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AUC, area under the plasma concentration-time curve; C__, maximum concentration; DBRWP, double-blind randomized withdrawal period; ESS, Epworth Sleepiness Scale; LXB, low-sodium oxybate; SDP, stable-dose period.

e |n randomized withdrawal studies in narcolepsy' and idiopathic hypersomnia,™ in which participants were titrated to their optimal dose during the open-label titration phase/prior to randomization, exposure-response relationships for ESS score were similar using either overall AUC
oroverall G as PK metrics

e These data indicate that there is a range of effective concentrations and that different patients require specific doses to achieve an optimal response



