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Recommendation

GMMMG recommends sodium oxybate for treatment of narcolepsy with
cataplexy as the last line (4" or 51) treatment option for adult patients
provided all following criteria are met:

« International Classification of Sleep Disorders (ICSD-3) criteria for
narcolepsy type 1 (with cataplexy).

« Co-morbidities, which are also affecting sleep, are adequately
managed (e.g. moderate to severe obstructive sleep apnoea or
restless leg syndrome)

« Failure to respond to non-pharmacological treatments consisting of
behavioural and environmental adaptations, e.g. planned naps

e Inadequate response (within 3 months) to, or intolerable adverse
effects from, or contraindicated use of modafinil, and
dexamphetamine or methylphenidate, and pitolisant as per ‘GM
Narcolepsy Treatment Pathway in Adults’(")

o Positive MDT opinion from specialist sleep centre at Manchester FT
or Northern Care Alliance FT.

Sodium oxybate should only be initiated and monitored by specialists in
tertiary sleep services. Sodium oxybate has a controlled drug status, due
to risk of misuse and dependence requiring careful titration and monitoring
for side-effects. Initial review should take place at 1-3 months intervals
depending on symptoms severity and impact. Ongoing review, once
patient is stable, should be at least annually, or more frequently if clinically
indicated.®

The patient should be fully consulted at all stages of the process and
should be fully involved in the decision on appropriate treatment options.

Patients transitioning from paediatric services (commissioned by NHS
England) should continue sodium oxybate, if there is ongoing clinical need
and benefit.(?3)

Background

Narcolepsy disease management
Refer to the GM Narcolepsy Treatment Pathway for Adults for more
information on the disease and management.

Local context

Within GM there are two NHS acute providers, Manchester Foundation
Trust (MFT) and Northern Care Alliance FT(NCA), providing specialist
sleep services for adult patients.

There is clinical consensus within specialist centres on use of the sodium
oxybate as stipulated in the GM Narcolepsy treatment pathway for adults.
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Commissioning arrangements for children

The NHS England commissioning policy® allows the use of sodium
oxybate for post-pubescent children (weighing >40kg and up to their 19th
birthday) where attempts to control symptoms of narcolepsy with cataplexy
have failed despite a trial of first and second line medications from each
symptom group for at least three months.

Efficacy
and Safety

Sodium oxybate in the treatment of adults is currently not supported by a
NICE TA guidance.

A meta-analysis of nine randomized controlled trials, comprising a total of
1,154 patients, evaluated the effectiveness of gamma-hydroxybutyrate
(GHB; sodium oxybate) in the treatment of narcolepsy. The pooled
analysis demonstrated significant improvements in key clinical outcomes,
including reductions in cataplexy frequency, improvements in excessive
daytime sleepiness as measured by the Epworth Sleepiness Scale (ESS),
and enhanced nocturnal sleep consolidation. In addition, objective sleep
architecture measures showed increases in slow-wave sleep and
improvements in disrupted nighttime sleep. Overall, the meta-analysis
concluded that sodium oxybate is effective in treating the major, clinically
relevant symptoms of narcolepsy and in normalizing associated sleep
abnormalities. 4

Separately, the Xyrem International Study Group conducted a randomized,
double-blind, placebo-controlled trial involving 228 adults with narcolepsy
and cataplexy. Participants were randomized to receive 4.5g9,6 g,or9g
sodium oxybate nightly, or placebo, for 8 weeks. Compared with placebo,
sodium oxybate produced statistically significant median reductions in
weekly cataplexy attacks of 57.0%, 65.0%, and 84.7% at the 4.5 g, 6 g,
and 9 g doses, respectively. ®)

Sodium oxybate is generally well tolerated, but 10—20% of patients may
experience nausea, dizziness, and headaches. Serious adverse reactions
include suicidal attempts, psychosis, respiratory depression, and
convulsions. It is contraindicated in patients with major depression,
succinic semialdehyde dehydrogenase deficiency, and those on
concomitant treatment with opioids or barbiturates. (6.7

Sodium oxybate may cause respiratory depression. Patients should be
screened for sleep apnoea before initiation and monitored for respiratory
compromise during treatment. ©

Given its potential for misuse and dependence, sodium oxybate is a
schedule 2 controlled drug and should be prescribed and monitored in
accordance with controlled drug regulations and specialist oversight.

Cost
Effectiveness/

Affordability

There are no robust cost-effectiveness studies available, for narcolepsy
with cataplexy in either adults or paediatric patients, due to limited trial
sizes. 239

The annual cost of sodium oxybate varies with the dose, which ranges
from 2.25¢g to 9g daily. This is an estimated cost per patient of from £4,320
to £12,960 per year, depending on dose. Confidential discount is available
to NHS hospitals and so the true cost is lower. ()

The specialist sleep services at MFT and NCA currently manage just under
370 patients undergoing treatment for narcolepsy. Of these, at NCA, about
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80 patients receive high-cost drugs with approximately half of those
individuals being on sodium oxybate.

Monitoring For details on clinical monitoring refer to the GM Narcolepsy treatment
pathway for adults.

For prescribing monitoring, clear record of patient figures, treatment
outcomes, and spend must be kept by the treatment provider and available
on demand for purposes of audit or review of this commissioning

statement.
Patient Narcolepsy is a rare and complex neurological condition with significant
perspective physical, psychological, and social impacts. Narcolepsy can affect all

aspects of daily life and with no current cure, non-pharmacological and
pharmacological interventions aim to manage an individual’s symptoms to
enable them to lead as full a life as possible.

Sodium oxybate is an evidence-based treatment that improves key
symptoms of narcolepsy; however, its safety profile, including the risk of
misuse and dependence, must be considered.

This commissioning statement supports equitable access to sodium oxybate
for eligible adults managed by GM specialist sleep services, in line with the
GM Narcolepsy Pathway.
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