PEER REVIEWED FEATURE

Idiopathic
hypersomnia

MONICA HATCH wBBS, BMedSci
DAVID CUNNINGTON wmBBS, MMedSci, MAppMgt, FRACP, FAASM, DBSM

Idiopathic hypersomnia presents with extreme
daytime sleepiness, despite a longer than average
duration of nocturnal sleep. Patients frequently sleep
through life, can have long diagnostic delays and
frequently face social stigma. Accurate diagnosis
and treatment, including lifestyle modifications and
pharmacological therapies, will help alleviate
symptoms and improve quality of life.

leep is a universal human need and we can all relate to

KEY POINTS the tirednes.s that ensues when sleep is in.sufﬁcien.t in
time or quality. For most people, sleepiness is a transient

« ldiopathic hypersomnia (IH) is characterised by an excessive state relieved by adequate sleep, and although many
need for sleep, persistent sleepiness when awake, people report feelings of sleepiness, those in whom sufficient
unrefreshing sleep and naps and sleep inertia on waking. sleep does not resolve sleepiness will report to their GP for further

« Patients may be young to middle aged, with impairment in
day-to-day functioning that has often been present for years
and attributed to other factors such as lifestyle or
comorbidities.

e Patients reporting symptoms of IH in whom other causes
cannot be identified should be referred for sleep physician

investigation."? These individuals describe challenges in func-
tioning in their day-to-day life and work, and such patients are
owed an explanation for their symptoms. Common causes of
sleepiness include insufficient sleep through shift work or
through conditions that reduce sleep quality, such as obstructive

assessment. sleep apnoea. In patients without these explanations, some will
« Open-access ambulatory sleep studies are best validated have a central disorder of hypersomnolence, such as narcolepsy
for diagnosing obstructive sleep apnoea (0SA) in or idiopathic hypersomnia (IH).? Narcolepsy is a familiar term
individuals assessed to be at high risk of moderate to to many and is often misused to describe all forms of sleepiness.

severe OSA and may be normal in patients with IH.

o Medical therapy to improve vigilance and wakefulness for
patients with diagnosed IH leads to improvements in
symptoms, distress and quality of life.
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IDIOPATHIC HYPERSOMNIA continued

LIVING WITH IDIOPATHIC HYPERSOMNIA (IH): A FIRST-HAND PATIENT ACCOUNT

Living, or just existing, with IH is debilitating. Every day is the same. Sleeping through
alarms, unable to move, unable to wake. Then the panic, the stress, the rushing, the
anxiety, the shame sets in. | am late, again. | apologise, as usual, but what does being
sorry mean when you do the same thing every day? ‘Sort it out’, | tell myself, ‘No one
likes getting out of bed in the morning, everyone is tired.’

To compensate and try and maintain some dignity, | work extra late and extra hard.
Concentrating is difficult because | am so tired. By the time | get home, | have nothing
left. | cannot face anything other than pyjamas and bed. The things that need to be done
are left until tomorrow. But tomorrow is the same. No amount of sleep is enough. The
weekend comes and is slept away. | might make it to the shops just before they shut
at five.

Twelve, fourteen, sixteen hours of sleep ... | still cannot wake, | still feel tired. | miss out
on so much. | fail at relationships. | hate myself for wasting the day. No-one understands,
they think | am lazy. | try to change, | try to do better but nothing ever changes, every
day | fail.

Diagnosis and treatment have changed my life — actually, they saved my life. | have
been given back five hours of life a day, every day. | still have symptoms and need to
carefully manage my sleep and time, but things are much better. Sodium oxybate at
bedtime and dexamfetamine in the morning mean | can trust myself to wake, and | feel
like | have actually had rest. Having a diagnosed condition has broken down stigmas and
judgement and enabled me to discuss my challenges with employers, friends and family.

More time awake, less tiredness, less stress, less self-loathing, acceptance, have

turned my life around.

Although less common than IH, many
health professionals (and the public) are
more familiar with narcolepsy. This article
outlines an approach to diagnostic inves-
tigations, differential diagnoses and
treatment options available for patients
with sleepiness that is not relieved by
adequate sleep.

What is idiopathic hypersomnia
(IH)?

Idiopathic hypersomnia is defined as
excessive daytime sleepiness (EDS; periods
of the irrepressible need to sleep) and an
excessive need to sleep (ENS; more than
10 hours of sleep in 24 hours) for at least
three months which are not accounted for
by other conditions.** A diagnosis of TH
is supported by laboratory-based sleep
studies that exclude other sleep disorders
such as sleep apnoea.* Some patients expe-
rience repeated, rapid onset of sleep during
a multiple sleep latency test, which meas-
ures EDS, whereas others may predomi-
nantly have symptoms of ENS, which are
better quantified with sleep diaries or
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objective measures of sleep over days or
weeks, such as actigraphy.*

Patients with TH often describe com-
mon symptoms, including sleep inertia
on waking, when it is difficult to wake up,
that can lead to compensatory rituals of
using multiple alarm clocks and other
special processes to get up. Once awake
and out of bed, the day is characterised by
persistent sleepiness, resulting in func-
tional impairment that many patients label
as ‘brain fog’> Patients may take regular
daytime naps (scheduled and unsched-
uled), describing sleep as unrefreshing.

Patients with symptoms of hypersom-
nolence (i.e. EDS) are often subject to
diagnostic delay.® IH has a profound
impact on patients’ lives, with patients
reporting difficulty in keeping up with
peers during their teenage years and
maintaining employment and relation-
ships in adulthood. Patients with IH also
experience stigma and unfavourable
presumptions.” A first-hand account
from a patient living with TH is outlined
in the Box.
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How does IH differ from
narcolepsy?

Narcolepsy is a rare neurological condi-
tion that presents with hypersomnolence,
with additional features of cataplexy,
hallucinations occurring at sleep onset
or waking and sleep paralysis.’ The hall-
mark of narcolepsy is sleep-onset REM
seen during laboratory-based diagnostic
sleep studies. Some patients with narco-
lepsy describe additional symptoms of
cataplexy, which is a sudden loss of mus-
cle tone in the body triggered by strong
emotion resulting in transient short peri-
ods of muscle weakness. People with
narcolepsy often share the symptoms of
EDS with those who have IH, but do not
have symptoms of ENS and usually sleep
for eight hours or less per 24 hours. They
also do not have the same symptoms of
sleep inertia and find naps refreshing
(Table).>*

Differential diagnoses
Another diagnosis to consider is myalgic
encephalomyelitis/chronic fatigue
syndrome (ME/CFS), which can have
similar degrees of sleepiness as IH with
additional post-exertional malaise,
myalgia and dysautonomia.® Distinguish-
ing between fatigue and sleepiness can
be difficult, as patients may use the words
interchangeably. It is helpful to think of
sleepiness as the tendency to fall asleep,
especially in passive situations (EDS) or
for periods of more than 10 hours per
24 hours (ENS), whereas fatigue often
reflects a sense of exhaustion, inability
to do any more or an overwhelming need
to rest without a sense of sleepiness.
Other conditions that should be
considered include prodromal auto-
immune conditions, diabetes, liver dis-
ease, primary adrenal insufficiency and,
in patients with exertional symptoms,
cardiac failure.>"® Mental health condi-
tions that alter sleep quality and structure,
such as anxiety, depression or post-
traumatic stress disorder, can also be
associated with hypersomnia." Patients
who have suffered a head injury are at



TABLE. TYPICAL FEATURES OF IDIOPATHIC HYPERSOMNIA AND NARCOLEPSY

Feature

Typical sleep duration

Idiopathic hypersomnia

Long (>10 hours per 24 hours)

Narcolepsy

Normal

Sleep inertia Prominent feature Usually absent

Naps Long and unrefreshing Short and restorative
Cataplexy Absent May be present
Sleep paralysis Uncommon Common

Hypnogogic hallucinations | Uncommon Common

Multiple sleep latency Often normal

test results

risk of hypersomnolence.’” The symp-
toms of idiopathic hypersomnolence
can change over time, reflecting the
uncertain disease process. As such,
spontaneous remission is possible.

Evaluations and tests to
diagnose IH

Physical examination and neuroimaging
results in patients with IH are typically
normal, buta comprehensive assessment to
exclude other diagnoses is essential.”” The
role of pathology tests in primary care is
primarily aimed at excluding conditions
that can result in fatigue or sleepiness, such
as low iron stores, low haemoglobin level,
abnormal thyroid function, chronicinflam-
matory disorders or malabsorptive
syndromes.

Distinguishing between mental illness,
ME/CFS and IH is often challenging, and
patients should be referred to a specialist
sleep physician if factors causing fatigue
or somnolence cannot be found, or if
symptoms persist despite these factors
being addressed. Sleep studies are an
important part of investigating IH and
narcolepsy; however, open access ambu-
latory sleep studies alone have low diag-
nostic yield in patients without a moderate
to high pretest probability of obstructive
sleep apnoea." Hence, sleep physician
assessment, followed by laboratory-based
sleep tests that directly assess somnolence,
are preferable.*™

Short with sleep-onset rapid
eye movement

Causes of IH

The mechanisms that cause IH are
unknown, although many potential neu-
rochemical triggers have been proposed.
One research group showed altered gam-
ma-aminobutyric acid receptor modula-
tors in the cerebrospinal fluid of patients
with hypersomnolence; however, clinical
response to treatments to modify these
with flumazenil have been inconsist-
ent.”>'® Furthermore, response to medical
treatment for IH is varied, which suggest
causes of TH may be varied."”

Treatment for IH
Lifestyle factors are an important consid-
eration in patients with IH. Scheduled naps
and pacing can mitigate symptom severity.
Cognitive behavioural therapy can
empower patients to manage their condition
and improve self-efficacy while minimising
the adjustment reaction common to the
condition.”® Linking patients to support
groups such as Hypersomnolence Australia
is also an important part of helping them
develop a sense of self-efficacy.”®

Patients should be warned about the
impact of their condition on fatigue-
sensitive tasks such as driving. Subjective
assessments of the severity of hypersom-
nolence using the Epworth sleepiness scale
should be also be performed.

Pharmacological treatments for hyper-
somnia aim to improve daytime alertness.
Randomised controlled trials support the
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efficacy of wakefulness-promoting drugs,
including modafinil and the longer acting
preparation armodafinil.”?***In patients
who do not respond to modafinil, use of
stimulant-based therapies, such as dexam-
phetamine or methylphenidate, can be
considered.”

Medications such as pitolisant, solri-
amfetol and sodium oxybate can be helpful
in managing EDS but are not yet registered
in Australia.”? In a recent clinical trial,
sodium oxybate was shown to reduce sleep
inertia, total sleep time and daytime sleep-
iness in people with TH.** Lack of access
to these treatments in Australia (and the
cost associated with sourcing them) is
problematic for patients with an incom-
plete response or unacceptable side effects
to stimulants or modafinil.?® Other
approaches to treatment, including the use
of experimental gamma-aminobutyric
acid antagonists such as clarithromycin,
have a limited evidence base and incon-
sistent results and should not be used out-
side of a trial setting.”*

Conclusion

Idiopathic hypersomnia is characterised
by hypersomnolence (i.e. ENS), EDS and
symptoms such as sleep inertia and unre-
freshing naps. Although these symptoms
can occur as part of other physical or
mental health disorders, if they persist
despite the absence or optimal treatment
of these conditions, a diagnosis of TH should
be considered. Patients can be referred toa
sleep physician for clinical assessment,
laboratory-based sleep testing, including
amultiple sleep latency test, and long-term
sleep monitoring. Support and medical
therapy to improve vigilance and wake-
fulness are available for patients with
diagnosed IH, which in most cases leads
to improvements in symptoms, distress
and quality of life. M

References
A list of references is included in the online version of

this article (www.medicinetoday.com.au).

COMPETING INTERESTS: None.

JULY 2022, VOLUME 23, NUMBER 7 37


https://medicinetoday.com.au

MedicineToday 2022; 23(7): 3537

Idiopathic hypersomnia

MONICA HATCH wBBsS, BMedSci
DAVID CUNNINGTON wmBBS, MMedSci, MAppMgt, FRACP, FAASM, DBSM

References

1. Adams RJ, Appleton SL, Taylor AW, et al. Sleep health of Australian adults in
2016: results of the 2016 Sleep Health Foundation national survey. Sleep Heal
2017; 3: 35-42.

2. Ohayon MM. From wakefulness to excessive sleepiness: what we know and
still need to know. Sleep Med Rev 2008; 12: 129-141.

3. International Classification of Sleep Disorders, third ed. Darien, IL; American
Academy of Sleep Medicine, 2014.

4. Lammers GJ, Bassetti CLA, Dolenc-Groselj L,

et al. Diagnosis of central disorders of hypersomnolence: a reappraisal by
European experts. Sleep Med Rev 2020; 52: 101306.

5. Vernet C, Leu-Semenescu S, Buzare MA, Arnulf |. Subjective symptoms in
idiopathic hypersomnia: beyond excessive sleepiness. J Sleep Res 2010; 19:
525-534.

6. Frauscher B, Ehrmann L, Mitterling T, et al. Delayed diagnosis, range of
severity, and multiple sleep comorbidities: a clinical and polysomnographic
analysis of 100 patients of the Innsbruck Narcolepsy Cohort. J Clin Sleep Med
2013; 9: 805-812.

7. Neikrug AB, Crawford MR, Ong JC. Behavioral sleep medicine services for
hypersomnia disorders: a survey study. Behav Sleep Med 2017; 15: 158-171.

8. Sandler CX, Lloyd AR. Chronic fatigue syndrome: progress and possibilities.
Med J Aust 2020; 212: 428-433.

9. Hanly P, Zuberi-Khokhar N. Daytime sleepiness in patients with congestive
heart failure and cheyne-stokes respiration. Chest 1995; 107: 952-958.

10. Zielinski MR, Systrom DM, Rose NR. Fatigue, sleep, and autoimmune and
related disorders. Front Immunol 2019; 10: 1827.

11. Plante DT. Sleep propensity in psychiatric hypersomnolence: a systematic
review and meta-analysis of multiple sleep latency test findings. Sleep Med
Rev 2017; 31: 48-57.

12. Sandsmark DK, Elliott JE, Lim MM. Sleep-wake disturbances after traumatic
brain injury: synthesis of human and animal studies. Sleep 2017; 40: zsx044.
13. Trotti LM, Bliwise DL. Brain MRI findings in patients with idiopathic
hypersomnia. Clin Neurol Neurosur 2017; 157: 19-21.

14. Douglas JA, Chai-Coetzer CL, McEvoy D, et al. Guidelines for sleep studies

in adults — a position statement of the Australasian Sleep Association. Sleep
Med 2017; 36: S2-S22.

15. Rye DB, Bliwise DL, Parker K, et al. Modulation of vigilance in the primary
hypersomnias by endogenous enhancement of GABAA receptors. Sci Transl Med
2012; 4: 161ra151.

16. Trotti LM, Saini P, Koola C, LaBarbera V, Bliwise DL, Rye DB. Flumazenil for the
treatment of refractory hypersomnolence: clinical experience

with 153 patients. J Clin Sleep Med 2016; 12: 1389-1394.

17. Evangelista E, Lopez R, Dauvilliers Y. Update on treatment for idiopathic
hypersomnia. Expert Opin Inv Drug 2018; 27: 187-192.

18. Ong JC, Dawson SC, Mundt JM, Moore C. Developing a cognitive behavioral
therapy for hypersomnia using telehealth: a feasibility study.

J Clin Sleep Med 2020; 16: 2047-2062.

19. Hypersomnolence Australia. Available online at: https://www.
hypersomnolenceaustralia.org.au/ (accessed June 2022).

20. Mayer G, Benes H, Young P, Bitterlich M, Rodenbeck A. Modafinil in the
treatment of idiopathic hypersomnia without long sleep time — a randomized, double
blind, placebo controlled study. J Sleep Res 2015; 24: 74-81.

21. Trotti LM, Becker LA, Murray CF, Hoque R. Medications for daytime
sleepiness in individuals with idiopathic hypersomnia. Cochrane Database Syst
Rev 2021; 5(5): CD012714.

22. Bassetti CLA, Kallweit U, Vignatelli L, et al. European guideline and expert
statements on the management of narcolepsy in adults and children.

J Sleep Res 2021; 30: e13387.

23. Sivam S, Chamula K, Swieca J, Frenkel S, Saini B. Narcolepsy management
in Australia: time to wake up. Med J Aust 2021; 215: 62-63.e1.

24. Dauvilliers Y, Arulf 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: 5365.

25. Trotti LM, Saini P, Bliwise DL, Freeman AA, Jenkins A, Rye DB. Clarithromycin
in aminobutyric acid-related hypersomnolence: a randomized, crossover trial. Ann
Neurol 2015; 78: 454-465.

Downloaded for personal use only. No other uses permitted without permission. © MedicineToday 2022. https://medicinetoday.com.au/mt/july-2022


https://www.hypersomnolenceaustralia.org.au
https://www.hypersomnolenceaustralia.org.au



