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is typically in the mid-teens and 
mid-thirties, although it can occur at any
age, and the diagnosis is lifelong. 

Our understanding of the
pathophysiology of this condition has
dramatically changed in the past few
years.14 The condition is caused by a loss
of a small number of neurones in the
lateral hypothalamus that produce a
neurotransmitter hypocretin (also called
orexin) that acts as a stabiliser of neural
mechanisms mediating wake and sleep,
and rapid eye movement (REM) and
non-REM sleep. Damage is thought to
be mediated by an autoimmune
process, with an underlying genetic
predisposition triggered by an
environmental antigen such as the H1N1
swine flu virus or vaccine. The instability
of these mechanisms explains many of
the clinical features. 

The major and only mandatory
diagnostic feature is of excessive
daytime sleepiness, which can manifest
as persistent sleepiness, or discrete sleep
attacks. Daytime sleep episodes are
usually brief and often refreshing, and in
contrast to episodes experienced by
normal individuals will often be
associated with dreaming. 

Other features include phenomena
associated with abnormalities of control
of REM or dreaming sleep, such as
hypnagogic or hypnopompic
hallucinations or sleep paralysis –
inappropriate onset or offset of
dreaming results in dream mentation in
wakefulness, and persistence of muscle
paralysis that is a normal feature of 
REM sleep into wakefulness. 

The most dramatic feature of
narcolepsy is cataplexy, the sudden loss
of muscle tone, sometimes spontaneously
but usually precipitated by strong
emotions such as laughter, surprise,
anger or fear. In contrast to drop attacks,
cataplexy usually lasts for seconds to
minutes, and often has a juddery or jerky
component to the weakness. These
episodes can result in complete collapse,
always in full consciousness, but may be
segmental, only affecting part of the
body such as the arms, neck or face, and
usually last for seconds or a few minutes. 

Other features of narcolepsy include
fragmented night-time sleep and 
REM sleep behaviour disorder, the
acting out of dreams at night due to
failure to generate full muscle paralysis in
REM sleep.

In recent years, narcolepsy has been
classified into type 1, characterised by
the presence of cataplexy or the
demonstration of a deficiency of
hypocretin on cerebrospinal fluid (CSF)
examination by lumbar puncture, and »

Restless legs syndrome may also be
triggered or worsened by a number of
medications that are commonly
prescribed or available over the counter,
see box 2, above. In fact, only a minority
of patients require specific drug
treatments for restless legs syndrome. 

The initial focus in restless legs
syndrome should be on identifying and
treating underlying causes. Patients
should be screened for uraemia and iron
deficiency. Recent guidelines suggest
that patients with a ferritin <75 mcg/L
should be commenced on iron
supplementation.12

A medication history should be
reviewed for any prescribed or non-
prescribed agents that may exacerbate
symptoms. Of all antidepressant drugs,
bupropion is the agent least likely to
exacerbate restless legs syndrome, and
indeed is thought to be a potential
treatment option due to its dopaminergic
activity. Alcohol, nicotine and caffeine
are also frequent culprits for worsening
symptoms. Sleep deprivation or other
sleep disorders such as sleep apnoea
should be addressed, as these may also
exacerbate restless legs syndrome.

For those patients who do require
drug treatment (i.e. those in whom
restless legs syndrome is significantly
impacting on quality of life or quality 
of sleep and have not responded to 
non-pharmacological therapies)
licensed agents in the UK include the
dopaminergic agents ropinirole,
pramipexole and rotigotine, as well as
prolonged release oxycodone/naloxone
for severe refractory restless legs
syndrome. 

Dopaminergic agents have long been
established as first-line agents for
restless legs syndrome, but their use 
is complicated by two major issues. 
The first is the phenomenon of
augmentation, the worsening of restless
legs syndrome beyond what would be
expected from the natural history of the
condition. Augmenting patients may
describe an earlier time of onset during
the day, a worsening of symptom
intensity, spread to other body parts not
previously involved, such as the arms or

face, a shorter latency between
rest/immobility and symptom onset, a
lessening of the period of relief of
symptoms after movement, a shorter
duration of treatment effect, and a
worsening of periodic limb movements
of sleep or wakefulness. 

Augmentation rates increase with
higher doses of dopaminergic agents,
and so care should be taken to maintain
dosages as low as possible (to a
maximum of 2 mg daily for ropinirole,
500 mcg daily pramipexole and 
4 mg/24 hr rotigotine). 

The dopaminergic agents also exhibit
another class-specific side effect
impulse control disorders e.g.
compulsive gambling, compulsive
eating, problem shopping and
hypersexuality related to dopaminergic
dysregulation of the brain reward
system. Patients need to be warned of
the possibility of these side effects. 

For these reasons, there is a slow
move away from these agents as first
line, to non-licensed drugs such as
gabapentin or pregabalin, usually given
at night alone (typical doses required
are 300-900 mg gabapentin nocte or
75-300 mg pregabalin nocte).13

Other agents that may be helpful
include clonazepam and opiates
(prolonged release oxycodone/naloxone
is the only licensed opiate in the UK, but
tramadol and codeine are also accepted
treatments).

NARCOLEPSY AND OTHER
CENTRAL HYPERSOMNIAS
Narcolepsy is the best known
neurological sleep disorder, and has a
prevalence of 1 in 3,000.14 Peak of onset 

Box 2 

Common medications and other substances exacerbating restless legs syndrome

•Alcohol, nicotine, caffeine
•Antinausea medication e.g. metoclopramide, prochlorperazine
•Antipsychotic drugs e.g. haloperidol, olanzapine, phenothiazine derivatives
•Antidepressants – SSRIs, SNRIs, tricyclics and mirtazapine
•Antihistamines including over-the-counter sleep aids

‘The initial focus in
restless legs
syndrome should
be on identifying
and treating
underlying causes’
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