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Xyrem
(sodium oxybate)

BOXED WARNING
Obtundation and clinically significant respiratory depression occurred at recommended doses; almost all
patients in trials were receiving CNS stimulants. Sodium oxybate is the Na+ salt of gamma
hydroxybutyrate (GHB); abuse of GHB, alone or in combination w/ other CNS depressants, is associated
w/ CNS adverse reactions, including seizure, respiratory depression, decreased level of consciousness,
coma, and death. Available only through a restricted distribution program (Xyrem REMS Program).

View FDA-Approved Full Prescribing Information for Xyrem

THERAPEUTIC CLASS
CNS depressant

DEA CLASS
CIII

ADULT DOSAGE & INDICATIONS
Narcolepsy
Treatment of Cataplexy and Excessive Daytime Sleepiness:
Initial: 4.5g/night administered in 2 equally divided doses (2.25g qhs and 2.25g taken 2.5-4 hrs later)
Titrate: Increase by 1.5g/night at weekly intervals (additional 0.75g qhs and 0.75g taken 2.5-4 hrs later) 
Effective Dose Range: 6-9g/night
Max: 9g/night

DOSING CONSIDERATIONS
Concomitant Medications
Divalproex Sodium: 
Patients Already Stabilized on Xyrem: Addition of divalproex sodium should be accompanied by an initial
reduction in the nightly dose of Xyrem by at least 20%
Patients Already Taking Divalproex Sodium: Use lower starting dose of Xyrem; monitor patient response and
adjust dose accordingly

Hepatic Impairment
Initial: 2.25g/night administered in 2 equally divided doses (approx 1.13g qhs and approx 1.13g taken 2.5-4 hrs
later)

Elderly
Start at lower end of dosing range

ADMINISTRATION
Oral route

Take 1st dose at least 2 hrs after eating
Prepare both doses prior to bedtime
Prior to ingestion, dilute each dose w/ approx 1/4 cup (approx 60mL) of water in the empty pharmacy vials
provided
Take both doses while in bed and lie down immediately after dosing
Remain in bed following ingestion of the 1st and 2nd doses; an alarm may need to be set to awaken for 2nd
dose
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HOW SUPPLIED
Oral Sol: 0.5g/mL [180mL]

CONTRAINDICATIONS
Concomitant use w/ sedative hypnotic agents and alcohol. Succinic semialdehyde dehydrogenase deficiency.

WARNINGS/PRECAUTIONS
May impair physical/mental abilities. Evaluate for history of drug abuse and monitor closely for signs of
misuse/abuse. May impair respiratory drive, especially in patients w/ compromised respiratory function.
Increased central apneas, oxygen desaturation events, and sleep-related breathing disorders may occur. Sleep-
related breathing disorders tend to be more prevalent in obese patients, postmenopausal women not on
hormone replacement therapy, and narcolepsy patients. Caution w/ history of depressive illness and/or suicide
attempt; monitor for emergence of depressive symptoms. Confusion, anxiety, and other neuropsychiatric
reactions (eg, hallucinations, paranoia) reported; carefully evaluate emergence of confusion, thought disorders,
and/or behavior abnormalities. Parasomnias reported; fully evaluate episodes of sleepwalking. Contains high
salt content; consider amount of daily Na+ intake in each dose in patients sensitive to salt intake.

ADVERSE REACTIONS
N/V, dizziness, diarrhea, somnolence, enuresis, tremor, attention disturbance, pain, sleep paralysis, paresthesia,
disorientation, irritability, hyperhidrosis.

DRUG INTERACTIONS
See Dosing Considerations and Contraindications. Concurrent use w/ other CNS depressants (eg, opioid
analgesics, sedating antidepressants/antipsychotics/antiepileptic drugs, muscle relaxants) may increase risk of
respiratory depression, hypotension, profound sedation, syncope, and death; consider dose reduction or
discontinuation of ≥1 CNS depressants (including sodium oxybate) if combination therapy is required. Consider
interruption of treatment w/ sodium oxybate if short-term use of an opioid (eg, post- or perioperative) is required.
Concomitant use w/ divalproex sodium resulted in a 25% mean increase in systemic exposure to sodium
oxybate; monitor response closely and adjust dose accordingly if concomitant use is warranted.

PREGNANCY AND LACTATION
Category C, caution in nursing.

MECHANISM OF ACTION
CNS depressant; has not been established. Hypothesized that the therapeutic effects are mediated through
GABAB actions at noradrenergic, dopaminergic, and thalamocortical neurons.

PHARMACOKINETICS
Absorption: Rapid; absolute bioavailability (88%); Tmax=0.5-1.25 hr. Distribution: Vd=190-384mL/kg; plasma
protein binding (<1%). Metabolism: GHB dehydrogenase catalyzes the conversion of sodium oxybate to
succinic semialdehyde, which is biotransformed to succinic acid by succinic semialdehyde dehydrogenase.
Succinic acid enters the Krebs cycle. β-oxidation (secondary). Elimination: Lungs, urine (<5% unchanged);
T1/2=0.5-1 hr.

ASSESSMENT
Assess for succinic semialdehyde dehydrogenase deficiency, alcohol intake, history of drug abuse,
compromised respiratory function, history of depressive illness and/or suicide attempt, hepatic impairment,
sensitivity to salt intake, pregnancy/nursing status, and possible drug interactions.

MONITORING
Monitor for obtundation, respiratory depression, CNS depression, signs of abuse/misuse, sleep-disordered
breathing, depression and suicidality, confusion, anxiety, other neuropsychiatric reactions, parasomnias, and
other possible adverse reactions.

PATIENT COUNSELING
Inform about the Xyrem REMS Program. Instruct to see prescriber frequently (every 3 months) to review
therapy. Instruct to store drug in a secure place, out of reach of children/pets. Inform that patients are likely to
fall asleep quickly (w/in 5-15 min) after taking the drug; instruct to remain in bed after taking 1st and 2nd doses.
Advise not to drink alcohol or take other sedative hypnotics while on therapy. Inform that therapy can be
associated w/ respiratory depression. Instruct to avoid operating hazardous machinery until patients are
reasonably certain that therapy does not affect them adversely and for at least 6 hrs after the 2nd nightly dose.
Advise to contact physician if depressed mood, markedly diminished interest or pleasure in usual activities,
significant change in weight and/or appetite, psychomotor agitation or retardation, increased fatigue, feelings of
guilt or worthlessness, slowed thinking or impaired concentration, or suicidal ideation develops. Inform that
sleepwalking may occur; instruct to notify physician if this occurs. Inform patients who are sensitive to salt intake
that the drug contains a significant amount of Na+ and they should limit their Na+ intake.

STORAGE
25°C (77°F); excursions permitted to 15-30°C (59-86°F).
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US-based MDs, DOs, NPs and PAs in full-time patient practice can register for free on PDR.net. PDR.net is to be used only as a
reference aid. It is not intended to be a substitute for the exercise of professional judgment. You should confirm the information on the
PDR.net site through independent sources and seek other professional guidance in all treatment and diagnosis decisions.

© 2015 PDR, LLC. All rights reserved.

http://www.pdrnetwork.com/

	PDR Search
	Xyrem (sodium oxybate) - Drug Summary
	Jazz Pharmaceuticals, Inc.
	BOXED WARNING
	THERAPEUTIC CLASS
	DEA CLASS
	ADULT DOSAGE & INDICATIONS
	DOSING CONSIDERATIONS
	ADMINISTRATION
	HOW SUPPLIED
	CONTRAINDICATIONS
	WARNINGS/PRECAUTIONS
	ADVERSE REACTIONS
	DRUG INTERACTIONS
	PREGNANCY AND LACTATION
	MECHANISM OF ACTION
	PHARMACOKINETICS
	ASSESSMENT
	MONITORING
	PATIENT COUNSELING
	STORAGE



