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Neurology Update: Sleep

Jung-Hwan Oh, MD
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Current lifestyle has brought about a significant sleep problem, and we often experience patients with sleep disorders in general
neurology practices. With the development of new medical technique and growing public interests in sleep disorder, the sleep medi-
cine is among the most promising parts in neuroscience. This review will provide an update on our current understanding of narco-

lepsy and obstructive sleep apnea syndrome.
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Table 1. International classification of sleep disorders (ICSD)-3 for Narcolpesy (2014)

Narcolepsy type 1

Also known as hypocretin deficiency syndrome, narcolepsy-cataplexy and narcolepsy with cataplexy.

Diagnostic criteria (both criteria must be met):

« The patient has daily periods of an irrepressible need to sleep or daytime lapses into sleep occurring for at least 3 months

« The presence of one or both of the following:

= Cataplexy and a mean sleep latency of <8 minutes and >2 sleep-onset rapid eye movement (REM) periods (SOREMPs)* detected on a

standard multiple sleep latency test (MSLT)

= Hypocretin 1 concentrations in the CSF of either <110 pg per ml or <33% of the mean control values obtained in normal individuals with

the same standardized immunoassay
Narcolepsy type 2
Also known as narcolepsy without cataplexy.
Diagnostic criteria (all criteria must be met):

« The patient has daily periods of an irrepressible need to sleep or daytime lapses into sleep occurring for at least 3 months
* A mean sleep latency of <8 minutes and >2 SOREMPs* detected on a standard MSLT

« Absence of cataplexy

- Either the hypocretin 1 concentration in the CSF has not been measured, or the hypocretin 1 concentration in the CSF is of either >110 pg per
ml or >33% of the mean control values obtained in normal individuals with the same standardized immunoassay

* The hypersomnolence and/or MSLT findings are not better explained by other causes, such as insufficient sleep, obstructive sleep apnoea
syndrome, delayed sleep phase disorder, or the effect of medication or substances or their withdrawal

*A SOREMP on the preceding nocturnal polysomnography can replace one of the SOREMPs on the MSLT.
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Figure 1. Treatment of narcolepsy. Adopted from reference 1.
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Tahle 2. Characteristics of available medications

Drug Approval status Dosage (adult) Efficacy Main adverse effects
EDS
Modafinil EDSin NT1 and NT2 (US ~ 100-400 mg per day; in ~ First line Often mild, but can include headache,
FDA and EMA) some cases, up to 600 nervousness, anxiety, nausea, dry mouth,
mg (off-label) insomnia and anorexia
Rare cases of severe rashes in children
Armodafinil EDS in NT1 and NT2 (FDA) 100-250 mg per day First line Headache, nausea, insomnia and anxiety
Methylphenidate (immediate ~ EDSin NT1 and NT2 (FDA  10-60 mg per day Second line Tachycardia, hypertension, palpitations,
release and extended release)  and EMA) neuropsychiatric symptoms (anxiety or
irritability) and weight loss
Pitolisant EDS in NT1 and NT2 (EMA) 9-36 mg per day Second line Headache, nausea and insomnia
Dextroamphetamine sulfate EDS in NT1 and NT2 (FDA) 5-60 mg per day Third line Cardiac arrhythmias, hypertension,

neuropsychiatric symptoms (irritability or
aggressiveness, and psychotic
symptoms), insomnia and abnormal

movements
Cataplexy
Sodium oxybate Cataplexy (FDA) and NT1  Up to 9 g per night, First line Nausea, insomnia, headache, dizziness,
(EMA) titrated gradually from vomiting, weight loss and somnolence
two split doses of Psychiatric symptoms (depression and
1-2.25 g to a maximum anxiety), enuresis and sleepwalking can
of two doses of 4.5 ¢ be problematic in some cases
every 4 weeks Adverse effects are dose-dependent
and often resolve by slight dose
reduction
Venlafaxine No 37.5-300 mg per day First line Headache, dry mouth, hyperhidrosis,
constipation, nausea and dizziness
Atomoxetine No 10-80 mg per day Second line Dry mouth, cough, decreased appetite,
constipation, nausea and dizziness
Clomipramine No 10-25 mg per day Second line Orthostatic hypotension, hyperhidrosis,
constipation, impotence, anorexia,
diarrhoea, weight gain, tiredness,
sleepiness and decreased libido
Fluoxetine No 20-60 mg per day Second line or  Insomnia, mental stimulation and reduced
third line sexual function
Citalopram No 20-40 mg per day Second line or  Insomnia, mental stimulation and reduced
third line sexual function
Disrupted night-time sleep
Sodium oxybate NT1 (EMA) As for cataplexy First line As for cataplexy
Benzodiazepines and related No Depending on the drug ~ Second line EDS

hypnotic Zdrugs
EDS, excessive daytime sleepiness; EMA, European Medicines Agency; NT, narcolepsy type. Adopted from reference 1.
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