xywaveC
(calcium, magnesium, potassium,

. . d sodi | solution @
Sample Letter of Medical Necessity for XYWAV ol o) i stk e @

A health plan may require a Letter of Medical Necessity to support coverage of XYWAV. The Letter of Medical
Necessity allows you to clearly outline the patient's diagnosis of narcolepsy or idiopathic hypersomnia (IH)
and provide the medical justification needed to support treatment.

When to use a Letter of Medical Necessity

This letter may be submitted as part of the prior authorization (PA) process, as part of an appeal, orin
response to a health plan's request for additional documentation. Criteria may vary by health plan. Be sure to
understand the specific health plan requirements for your patient before submitting a PA.

Key considerations when submitting an initial prior authorization or appeal

Health plans may also require documentation of specific comorbidities, such as cardiovascular (CV) and
cardiometabolic (CM) diseases. It is considered best practice to routinely assess CV/CM risk for patients and
record the appropriate documentation in patient charts to assist in the PA submission process.

Supporting documentation that may help establish medical necessity

Attached, you will find a sample Letter of Medical Necessity for XYWAYV, which highlights information that may
be required by payers. This document also includes relevant publications and information that may help in
justifying the request for coverage for your XYWAYV patient.

INDICATIONS AND USAGE

XYWAV is indicated for the treatment of cataplexy or excessive daytime sleepiness (EDS) in patients 7 years of
age and older with narcolepsy, and for the treatment of idiopathic hypersomnia (IH) in adults.

Important Safety Information

WARNING: CENTRAL NERVOUS SYSTEM DEPRESSION and ABUSE AND MISUSE.

- Central Nervous System Depression
XYWAV is a CNS depressant. Clinically significant respiratory depression and obtundation may
occur in patients treated with XYWAYV at recommended doses. Many patients who received XYWAV
during clinical trials in narcolepsy and idiopathic hypersomnia were receiving CNS stimulants.

- Abuse and Misuse
The active moiety of XYWAYV is oxybate or gamma-hydroxybutyrate (GHB). Abuse or misuse of illicit
GHB, either alone or in combination with other CNS depressants, is associated with CNS adverse
reactions, including seizure, respiratory depression, decreases in the level of consciousness, coma,
and death.

Because of the risks of CNS depression and abuse and misuse, XYWAV is available only through a
restricted program under a Risk Evaluation and Mitigation Strategy (REMS) called the XYWAYV and
XYREM REMS.

Contraindications
XYWAV is contraindicated
e in combination with sedative hypnotics or alcohol and
¢ in patients with succinic semialdehyde dehydrogenase deficiency.

Please see additional Important Safety Information on next page and full Prescribing Information,
including BOXED Warning.
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Important Safety Information (cont.)

Warnings and Precautions

Central Nervous System Depression

The concurrent use of XYWAYV with other CNS depressants, including but not limited to opioid analgesics,
benzodiazepines, sedating antidepressants or antipsychotics, sedating anti-epileptic drugs, general
anesthetics, muscle relaxants, and/or illicit CNS depressants, may increase the risk of respiratory depression,
hypotension, profound sedation, syncope, and death. If use of these CNS depressants in combination with
XYWAV is required, dose reduction or discontinuation of one or more CNS depressants (including XYWAV)
should be considered. In addition, if short-term use of an opioid (eg, post- or perioperative) is required,
interruption of treatment with XYWAYV should be considered.

Atfter first initiating treatment and until certain that XYWAYV does not affect them adversely (eg, impair judgment,
thinking, or motor skills), caution patients against hazardous activities requiring complete mental alertness or
motor coordination such as operating hazardous machinery, including automobiles or airplanes. Also caution
patients against these hazardous activities for at least 6 hours after taking XYWAV. Patients should be queried
about CNS depression-related events upon initiation of XYWAV therapy and periodically thereafter.

Abuse and Misuse

XYWAV is a Schedule Il controlled substance. The active moiety of XYWAYV is oxybate, also known as
gamma-hydroxybutyrate (GHB), a Schedule | controlled substance. Abuse of illicit GHB, either alone or in
combination with other CNS depressants, is associated with CNS adverse reactions, including seizure,
respiratory depression, decreases in the level of consciousness, coma, and death. The rapid onset of sedation,
coupled with the amnestic features of GHB particularly when combined with alcohol, has proven to be
dangerous for the voluntary and involuntary user (eg, assault victim). Physicians should carefully evaluate
patients for a history of drug abuse and follow such patients closely.

XYWAYV and XYREM REMS
e Because of the risks of central nervous system depression and abuse and misuse, XYWAYV is available
only through a restricted distribution program called the XYWAV and XYREM REMS.
Notable requirements of the XYWAV and XYREM REMS include the following:
e Healthcare Providers who prescribe XYWAV are specially certified
o XYWAV will be dispensed only by the central pharmacy that is specially certified
o XYWAV will be dispensed and shipped only to patients who are enrolled in the XYWAYV and XYREM
REMS with documentation of safe use
Further information is available at www. XYWAVXYREMREMS.com or 1-866-997-3688.

Respiratory Depression and Sleep-Disordered Breathing

XYWAV may impair respiratory drive, especially in patients with compromised respiratory function. In
overdoses of oxybate and with illicit use of GHB, life-threatening respiratory depression has been reported.
Increased apnea and reduced oxygenation may occur with XYWAV administration in adult and pediatric
patients. A significant increase in the number of central apneas and clinically significant oxygen desaturation
may occur in patients with obstructive sleep apnea treated with XYWAV. Prescribers should be aware that
sleep-related breathing disorders tend to be more prevalent in obese patients, in men, in postmenopausal
women not on hormone replacement therapy, and among patients with narcolepsy.

Depression and Suicidality

In Study 1, the randomized-withdrawal clinical trial in adult patients with narcolepsy (n=201), depression
and depressed mood were reported in 3% and 4%, respectively, of patients treated with XYWAV. Two
patients (1%) discontinued XYWAV because of depression. In most cases, no change in XYWAV treatment
was required.

Please see additional Important Safety Information on next page and full Prescribing Information,
including BOXED Warning.
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Important Safety Information (cont.)

Depression and Suicidality (cont.)

In Study 2, the randomized-withdrawal clinical trial in adult patients with idiopathic hypersomnia (n=154),
depression and depressed mood were reported in 1% and 3%, respectively, of patients treated with XYWAV.
All patients continued XYWAYV treatment.

Two suicides and two attempted suicides occurred in adult clinical trials with oxybate (same active moiety as
XYWAV). One patient experienced suicidal ideation and two patients reported depression in a pediatric clinical
trial with oxybate. These events occurred in patients with and without previous histories of depressive
disorders. The emergence of depression in patients treated with XYWAV requires careful and immediate
evaluation. Monitor patients for the emergence of increased depressive symptoms and/or suicidality while
taking XYWAV.

Other Behavioral or Psychiatric Adverse Reactions
In Study 1, confusion and anxiety occurred in 1% and 5% of patients treated with XYWAV, respectively. One
patient experienced visual hallucinations and confusion after ingesting approximately 9 grams of XYWAV.

In Study 2, confusion and anxiety occurred in 3% and 15% of patients, respectively. One patient experienced
visual hallucinations which led to discontinuation of XYWAV.

Other neuropsychiatric reactions reported with oxybate (same active moiety as XYWAV) in adult or pediatric
clinical trials and in the postmarketing setting include hallucinations, paranoia, psychosis, aggression, agitation,
confusion and anxiety. The emergence or increase in the occurrence of behavioral or psychiatric events in
patients taking XYWAV should be carefully monitored.

Parasomnias
Parasomnias can occur in patients taking XYWAV.

In Study 1 and Study 2, parasomnias, including sleepwalking, were reported in 6% and 5% of adult patients
treated with XYWAV, respectively.

In a clinical trial of XYREM (same active moiety as XYWAYV) in adult patients with narcolepsy, five instances of
sleepwalking with potential injury or significant injury were reported. Parasomnias, including sleepwalking, have
been reported in a pediatric clinical trial with sodium oxybate (same active moiety as XYWAV) and in
postmarketing experience with sodium oxybate.

Episodes of sleepwalking should be fully evaluated and appropriate interventions considered.

Most Common Adverse Reactions

The most common adverse reactions (occurring in 25% of XYWAV-treated patients in adult clinical trials in
either narcolepsy or IH) were nausea, headache, dizziness, anxiety, insomnia, decreased appetite,
hyperhidrosis, vomiting, diarrhea, dry mouth, parasomnia, somnolence, fatigue, and tremor.

In the pediatric clinical trial with XYREM (same active moiety as XYWAYV), that included pediatric patients 7 to
17 years of age with narcolepsy, the most common adverse reactions (25%) were nausea (20%), enuresis
(19%), vomiting (18%), headache (17%), weight decreased (13%), decreased appetite (9%), dizziness (8%),
and sleepwalking (6%). The overall adverse reaction profile of XYREM in the pediatric clinical trial was similar
to that seen in the adult clinical trial program. The safety profile in pediatric patients with XYWAYV is expected to
be similar to that of adult patients treated with XYWAYV and to that of pediatric patients treated with XYREM.

Please see full Prescribing Information, including BOXED Warning.
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TO: [Medical Director] RE: [Patient name]

[Insurance company] [Patient member ID number]
[Address] [Patient policy or group number]
[City, State] [Patient date of birth]

[ZIP code] [CaselD number, if applicable]

[Standard review OR Expedited review]

Dear Dr [Last Name],

| am writing this letter on behalf of my patient, [patient name], to request authorization for

XYWAV® (calcium, magnesium, potassium, and sodium oxybates), oral solution, 0.5 g/mL total salts
(equivalent to 0.413 g/mL of oxybate), to treat [diagnosis and associated ICD-10 code (ie, idiopathic
hypersomnia, G47.11 or G47.12; narcolepsy, G47.411 or G47.419)]."2

[XYWAV is the first and only FDA-approved low-sodium oxybate indicated for the treatment of cataplexy or
excessive daytime sleepiness (EDS) in patients 7 years of age and older with narcolepsy.] [XYWAV is the first
and only FDA-approved medication indicated to treat idiopathic hypersomnia (IH) in adults.]"3

Treatment of [patient name] with XYWAYV is medically appropriate and necessary. This letter outlines the
patient’s clinical/medical history, prognosis, and treatment rationale.

1) Patient’s clinical/medical history:
e Summary of diagnosis:
o |ICD-10-CM code
o Date symptoms started
o Date of diagnosis
Labs and test results associated with [diagnosis]
Current symptoms and complications (eg, patient has had [X number of] cataplexy events)
Previous treatments [tried/failed/contraindicated] for [diagnosis]
Any relevant comorbidities

2) Rationale for treatment:
e Plan of treatment (eg, dosage, frequency of therapy, length of treatment)

e Clinical rationale (ie, summary of why, based on your clinical judgment, your patient requires treatment
with XYWAYV)

Please call me at [phone number] if | can provide you with any additional information. | look forward to receiving
your timely response and approval so my patient can receive treatment for their condition.

Sincerely,

[Physician name and signature]
[Physician address]

[Physician phone number]

Enclosed are the following documents to support my clinical decision:
e Prescribing Information
Prior authorization form
Clinical notes/medical records
Diagnostic test results (eg, polysomnography, Multiple Sleep Latency Test, actigraphy, and/or sleep log)
Clinical questionnaire scores (eg, Epworth Sleepiness Scale, Idiopathic Hypersomnia Severity Scale)
Documentation of prior medication history
Relevant peer-reviewed literature

ICD-10-CM=International Classification of Diseases, Tenth Revision, Clinical Modification.

References: 1. XYWAV® (calcium, magnesium, potassium, and sodium oxybates). Prescribing Information. Palo Alto, CA: Jazz Pharmaceuticals, Inc. 2. ICD-10-CM tabular list of diseases and injuries.
Centers for Medicare & Medicaid Services website. https://www.cms.gov/medicare/coding-billing/icd-10-codes/2024-icd-10-cm. Accessed November 27, 2024. 3. Jazz Pharmaceuticals announces U.S.
FDA approval of Xywav® (calcium, magnesium, potassium, and sodium oxybates) oral solution for idiopathic hypersomnia in adults. News release. Jazz Pharmaceuticals, Inc.; August 12, 2021.
https://investor.jazzpharma.com/news- releases/news-release-details/jazz-pharmaceuticals-announces-us-fda-approval-xywavr-calcium. Accessed June 27, 2025.
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Consider including the published information and links below and on the next page when
completing the Letter of Medical Necessity. You can incorporate any of the statements or
studies that are relevant to support your treatment justification.

If your letter is for narcolepsy patients 7 years of age or older with cataplexy or excessive
daytime sleepiness (EDS), consider including the relevant published information and links below:

The FDA has determined XYWAV to be clinically superior to XYREM® (sodium oxybate) oral solution,
0.5 g/mL, indicating in their summary’-:
o XYWAV is clinically superior to XYREM by means of greater safety because XYWAV provides a greatly
reduced chronic sodium burden
e The differences in the sodium content between XYWAV and XYREM at the recommended doses will
be clinically meaningful in reducing CV morbidity in a substantial proportion of patients for whom the
drug is indicated

For most adults in the general population, the AHA recommends an optimal sodium intake goal of less than
1,500 mg/day. If this goal cannot be attained, the AHA currently recommends reducing intake of dietary sodium
by at least 1,000 mg/day.?

The scientific rationale for the AHA recommendation was documented in an AHA presidential advisory
published in 2011. The principal basis for the recommendation was the strength of evidence relating excess
sodium to blood pressure, CV disease, and stroke.?

Per a 2021 publication from Chen et al, XYWAV has only 131 mg of sodium per maximum 9-g nightly dose,
compared to 1,640 mg of sodium in a 9-g dose of a high-sodium oxybate.*

The Cardiovascular Burden of Narcolepsy Disease (CV-BOND) study, a retrospective medical claims
analysis of 12,816 adults with narcolepsy that matched 38,441 individuals without narcolepsy, found that those
with narcolepsy were at an increased risk for CV events. Events included stroke (1.7x increased risk),

CV disease (1.3x increased risk), MACE (1.5x increased risk), and HF (1.4x increased risk).5?

A retrospective medical claims analysis by Kaufmann et al, published in the JAHA, which included 22,293
people with narcolepsy and 63,709 matched controls, aimed to evaluate the relationship between narcolepsy
and subclinical CVD¢ outcomes. Results stratified by age groups showed similar findings, including in those
<25 years old. Results remained significant following adjustment for narcolepsy medications, including
stimulants, WPAs, and oxybates. Patients with narcolepsy were found to be at increased risk of hypertension
(1.4x), hyperlipidemia (1.4x), CVD composite (1.6x), and MACE (1.7x).8¢

aThe decision of the FDA OOPD is based on findings that XYWAV provides a greatly reduced chronic sodium burden compared to XYREM." There are
no head-to-head data for XYWAV and XYREM.

®Hazard ratios: any stroke (95% ClI) 1.71 (1.24-2.34); P-value<0.05; HF (95% Cl) 1.35 (1.03-1.76); P-value<0.05; MACE 1.45 (1.20-1.74); P-value<0.05;
CVD (95% CI) 1.30 (1.08-1.56).5

¢Subclinical CVD: asymptomatic stepping stones to clinical CVDs and stroke and predict a variety of poor health outcomes, including accelerated aging,
frailty, cognitive decline, and all-cause mortality.”

YHazard ratios: hypertension (95% CI) 1.40 (1.34-1.47); hyperlipidemia (95% Cl) 1.41 (1.35-1.47); CVD composite (95% CI) 1.61 (1.35-1.47); MACE
(M1, ischemic stroke, HF, acute coronary syndrome, coronary artery bypass grafting, or percutaneous coronary intervention) (95% Cl) 1.69 (1.43-2.00).5

AHA=American Heart Association; Cl=confidence interval; CV=cardiovascular; CVD=cardiovascular disease; FDA=US Food and Drug
Administration; HF=heart failure; JAHA=Journal of the American Heart Association; MACE=major adverse cardiovascular events; Ml=myocardial
infarction; OOPD=0ffice of Orphan Products Development; WPA=wake-promoting agent.

References. 1. Clinical superiority findings. US Department of Health and Human Services. US Food and Drug Administration website. https://www.fda.gov/industry/designating-orphan-product-drugs-
and-biological-products/clinical-superiority-findings. Updated October 17, 2024. Accessed November 27, 2024. 2. Arnett DK, Blumenthal RS, Albert MA, et al. 2019 ACC/AHA guideline on the primary
prevention of cardiovascular disease: executive summary: a report of the American College of Cardiology/American Heart Association Task Force on Clinical Practice Guidelines. Circulation.
2019;140(11):563-595. 3. Whelton PK, Appel LJ, Sacco RL, et al. Sodium, blood pressure, and cardiovascular disease: further evidence supporting the American Heart Association sodium reduction
recommendations. Circulation. 2012;126(24):2880-2889. doi:10.1161/CIR.0b013e318279acbf. 4. Chen C, Jenkins J, Zomorodi K, Skowronski R. Pharmacokinetics, bioavailability, and bioequivalence of
lower-sodium oxybate in healthy participants in two open-label, randomized, crossover studies. Clin Transl Sci. 2021;14(6):2278-2287. 5. Ben-Joseph RH, Saad R, Black J, et al. Cardiovascular burden of
narcolepsy disease (CV-BOND): a real-world evidence study. Sleep. 2023:46(10):zsad161. 6. Kaufmann CN, Riaz M, Park H, et al. Narcolepsy is associated with subclinical cardiovascular disease as
early as childhood: A big data analysis. J Am Heart Assoc. 2025;14:€039899. 7. Wendell CR, Waldstein SR, Evans MK, Zonderman AB. Distributions of subclinical cardiovascular disease in a
socioeconomically and racially diverse sample. Stroke. 2017;48:850-856. doi:10.1161/STROKEAHA.116.015267.
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If your letter is for adult patients diagnosed with idiopathic hypersomnia (IH), consider
including the relevant published information and links below:

XYWAV is the first and only FDA-approved treatment for adults with IH." IH is a rare sleep disorder
characterized by multiple symptoms, including excessive daytime sleepiness (EDS), sleep inertia,
prolonged sleep time, and cognitive impairment.?3 Efficacy and safety of XYWAYV for the treatment of IH in
adults as a once- or twice-nightly dosing regimen was established in a Phase 3, double-blind, placebo-
controlled, randomized-withdrawal study. In this clinical trial, XYWAV was studied across multiple
symptoms of IH.3

[Note to prescriber: While XYREM and high-sodium oxybates are not indicated for IH, a few health plans may
require patients to step through XYREM or a high-sodium oxybate before approving use of XYWAV.]

For most adults in the general population, the AHA recommends an optimal sodium intake goal of less than
1,500 mg/day. If this goal cannot be attained, the AHA currently recommends reducing intake of dietary sodium
by at least 1,000 mg/day.*

The scientific rationale for the AHA recommendation was documented in an AHA presidential advisory
published in 2011. The principal basis for the recommendation was the strength of evidence relating excess
sodium to blood pressure, CVD, and stroke.®

Per a 2021 publication from Chen et al, XYWAV has only 131 mg of sodium per maximum 9-g nightly dose,
compared to 1,640 mg of sodium in a 9-g dose of XYREM, a high-sodium oxybate. This represents a
>1,500-mg reduction in sodium per maximum recommended nightly dose of XYWAV compared with XYREM.®

In a retrospective cohort study utilizing medical claims data from over 32 million adults, 4,980 (0.015%) were
newly diagnosed with IH. Among patients with newly diagnosed IH, common CV and metabolic comorbidities
included hypertension (15.0%), history of CV disease (14.3%), hyperlipidemia (30.1%), and diabetes or use of
diabetes/obesity medication (19.8%).”

The Real-World Idiopathic Hypersomnia Total Health Model (RHYTHM), a retrospective cohort study using
administrative claims (between 2013 and 2020), evaluated the clinical burden of people with IH (N=11,412)
compared to matched controls without IH (N=57,058)8°:

e There was a higher prevalence of comorbid conditions among people with IH than matched controls,
including cardiometabolic conditions such as edema (2.7x higher odds), obesity (2.2x higher odds), and
diabetes (1.7x higher odds)?

e Additionally, odds of prevalent CV conditions or events were higher in people with IH compared with
matched controls: CVD (2.3x higher odds), MACE (2.1x higher odds), stroke (2.1x higher odds), and
hypertension diagnosis or antihypertensive use (2.0x higher odds)®

30dds ratios: edema (95% Cl) 2.74 (2.42 3.09) P-value<0.0001; obesity 2.23 (2.13-2.33) P-value<0.0001; diabetes 1.67 (1.59-1.76) P-value<0.0001.®
0dds ratios: CVD (95% Cl) 2.26 (2.14-2.38); MACE (95% Cl) 2.08 (1.89-2.30); stroke (95% Cl) 2.07 (1.87-2.29); hypertension diagnosis or
antihypertensive use (95% Cl) 2.02 (1.93-2.12).°

AHA=American Heart Association; Cl=confidence interval; CV=cardiovascular; CVD=cardiovascular disease; FDA=US Food and Drug Administration;
HF=heart failure; MACE=major adverse cardiovascular events.

References: 1. Jazz Pharmaceuticals announces U.S. FDA approval of Xywav® (calcium, magnesium, potassium, and sodium oxybates) oral solution for idiopathic hypersomnia. 2. American Academy of
Sleep Medicine. International Classification of Sleep Disorders, 3rd ed, Text Revision. 2023. 3. Dauvilliers Y, Arnulf I, Foldvary-Schaefer N, et al. Safety and efficacy of lower-sodium oxybate in adults with
idiopathic hypersomnia: a phase 3, placebo-controlled, double-blind, randomised withdrawal study. Lancet Neurol. 2022;21(1):53-65. 4. Arnett DK, Blumenthal RS, Albert MA, et al. 2019 ACC/AHA
guideline on the primary prevention of cardiovascular disease: executive summary: a report of the American College of Cardiology/American Heart Association Task Force on Clinical Practice Guidelines.
Circulation. 2019;140(11):€563-€595. 5. Whelton PK, Appel LJ, Sacco RL, et al. Sodium, blood pressure, and cardiovascular disease: further evidence supporting the American Heart Association sodium
reduction recommendations. Circulation. 2012;126(24):2880-9. doi: 10.1161/CIR.0b013e318279acbf. 6. Chen C, Jenkins J, Zomorodi K, Skowronski R. Pharmacokinetics, bioavailability, and
bioequivalence of lower-sodium oxybate in healthy participants in two open-label, randomized, crossover studies. Clin Transl Sci. 2021;14(6):2278-2287. 7. Saad R, Prince P, Taylor B, Ben-Joseph RH.
Characteristics of adults newly diagnosed with idiopathic hypersomnia in the United States. Sleep Epidemiology. 2023;3(5):100059. 8. Saad R, Markt S, Lillaney P, et al. The clinical and economic burden
of idiopathic hypersomnia: results from the Real-World Idiopathic Hypersomnia Total Health Model (RHYTHM) study. Nat Sci Sleep. 2025;17:1743-1755. 9. Saad R, Lillaney P, Profant DA, et al.
Cardiovascular burden of individuals diagnosed with idiopathic hypersomnia: real-world idiopathic hypersomnia total health model (CV-RHYTHM). Sleep Med. 2025;106587.

Please see full Prescribing Information, including BOXED Warning.
For more information on XYWAV, visit www.xywavhcp.com.

XYWAYV and XYREM are registered trademarks of Jazz Pharmaceuticals, Inc.
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