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Abstract

Parkinson’s disease (PD) is an alpha-synucleinopathy that leads to prominent motor symptoms including tremor, bradykinesia, and
postural instability. Nonmotor symptoms including autonomic, neurocognitive, psychiatric symptoms, and sleep disturbances are also
seen frequently in PD. The impact of PD on sleep is related to motor and nonmotor symptoms, in addition to the disruption of the
pathways regulating sleep by central nervous system pathology. Rapid eye movement sleep behavior disorder is a parasomnia that can
lead to self-injury and/or injury to partners at night. Restless legs syndrome is a subjective sensation of discomfort and urge to move the
legs prior to falling asleep and can lead to insomnia and reduced sleep quality. Excessive daytime sleepiness is common in PD and
exerts a negative impact on quality of life in addition to increasing the risk of falls. Obstructive sleep apnea is a breathing disorder
during sleep that can cause frequent awakenings and excessive daytime sleepiness. Circadian rhythm dysfunction can lead to an
advanced or delayed onset of sleep in patients and create disruption of normal sleep and wake times. All of these disorders are common
in PD and can significantly reduce sleep quantity, sleep quality, or quality of life for patients and caretakers. Treatment approaches for
each of these disorders are distinct and should be individualized to the patient. We review the literature regarding these common sleep
issues encountered in PD and their treatment options.
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Introduction including tremor, painful dystonia, and nocturia [1, 2, 5]. In
addition, neurodegeneration of the sleep control centers in the

Parkinson’s disease (PD) is a neurodegenerative disorder that ~ brainstem and diencephalon as well as iatrogenic factors may

is typically characterized by progressive rest tremor, bradyki-
nesia, rigidity, and gait instability. Nonmotor features includ-
ing impaired olfaction, constipation, nocturia, neuropsychiat-
ric symptoms, and sleep disturbances are also common and
can precede the clinical diagnosis of PD by many years [1, 2].
Sleep complaints experienced by patients, however, appear to
be underdiagnosed. Although 80% of patients with PD expe-
rience sleep disturbances, as many as 30% will not discuss it
with their healthcare providers [3, 4]. Sleep disturbances can
result from nocturnal motor and nonmotor symptoms,
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explain the high prevalence of a number of sleep disorders.
These include insomnia, restless legs syndrome (RLS), rapid
eye movement sleep behavior disorder (RBD), excessive day-
time sleepiness (EDS), obstructive sleep apnea (OSA), and
circadian rhythm disturbances [2, 6, 7]. All these disorders
can potentially lead to reduced sleep quality, in addition to
objective changes on PSG such as increased sleep latency,
and reductions in total sleep time and N3 sleep [2, 6, 8, 9].
Identification and treatment of these sleep issues is paramount
given the negative impact they have on quality of life [1, 2].
Here, we review the treatment options for common sleep is-
sues encountered in PD.

Insomnia

Insomnia is defined as difficulty with initiating sleep, main-
taining sleep and awakening earlier than desired for at least
3 days per week over 3 months [10]. Sleep fragmentation is
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most common in PD, occurring in up to 81% of patients, while
increased latency of sleep onset appears to occur much less
frequently [10]. Insomnia can present as a primary disorder
and may even predate onset of motor symptoms in PD [3, 6].
This is suspected to result from neurodegeneration of various
sleep-wake centers in the brainstem, such as locus coeruleus,
raphe nucleus, and pedunculopontine nucleus [3]. More com-
monly, insomnia may result from a combination of motor and
nonmotor symptoms in PD or from other sleep disorders such
as RLS and OSA. The latter will be discussed later in this
review.

Insomnia is a clinical diagnosis that does not require a
polysomnography unless another sleep disorder is suspected
and has been increasingly recognized as a negative influence
on quality of life in PD [10, 11]. Various questionnaires have
been developed to identify specific nocturnal PD symptoms
that may contribute to insomnia, as well as to measure the
effect of treatment. The Parkinson’s Disease Sleep Scale
(PDSS) can be used to identify nocturnal symptoms that
may occur in PD, as well as subjective measures of sleep
quality [12]. Individual questions include tremor, immobility
in bed, and dystonia, as well as nocturia and hallucinations.
The PDSS-2 is a revised version that includes a severity scale
and specific questions regarding restlessness, tremor, and
cramping [13]. The NMS Questionnaire is a 30-item compre-
hensive questionnaire that assesses multiple motor and
nonmotor domains, including sleep dysfunction [14]. While
not validated specifically for assessing sleep in PD, many of
the domains evaluated by this questionnaire (urinary and
mood disturbances) also occur at night and can disrupt sleep
[14]. As insomnia typically results from underlying symptoms
of PD or sleep disorders, treatment should be focused on these
issues to improve sleep disruption.

Insomnia and Motor Symptoms of PD

Nocturnal motor symptoms of PD frequently contribute to
insomnia and can occur in over 60% of patients [15]. This
includes symptoms of tremor, dystonia, akinesia, and rest-
lessness. One study evaluated a cohort of 412 patients
with PD, 209 of whom (51%) had trouble with initiation
of sleep or fragmentation during the 5-year study [11].
Motor fluctuations of tremor and rigidity were significant-
ly associated with difficulty falling asleep, obtaining too
little sleep and awakening too early in this study.
Immobility in bed due to hypokinesia from PD has also
been associated with an increased wake after sleep onset
[16]. One study evaluated nocturnal mobility in patients
with PD by using an accelerometer and number of turn-
over movements in bed [17]. Turnover movements were
negatively correlated with increasing disease duration,
levodopa equivalent daily dose, modified Hoehn and
Yabhr ratings, and UPDRS III scores (p <0.05) [17]. This

would suggest that sleep dysfunction due to motor symp-
toms is not as prominent early in or with a less severe
disease state.

Treatment of nocturnal motor symptoms in PD does
not differ significantly from standard care for daytime
motor symptoms. However, most strategies employ use
of long-acting medications to last throughout the night
[18]. Controlled-release carbidopa-levodopa administered
at bedtime has demonstrated improvements in nocturnal
akinesia, though objective measures of sleep did not sig-
nificantly improve [18, 19]. Extended release forms of
dopamine agonists have also been studied. The effect of
rotigotine on nocturnal and early morning motor fluctua-
tions in PD was evaluated via PDSS-2 questionnaires and
was found to significantly improve overnight tremor and
dystonia, as well as ability to fall asleep (p <0.05) [13].
The benefit of rotigotine has since been corroborated by
actigraphy- and polysomnography-based evaluations in
patients with PD, with notable improvement in objective
sleep measures [20, 21]. Similarly, a long-acting form of
ropinirole and immediate-release pramipexole have both
been shown to significantly improve overall PDSS scores
when added as adjunctive therapy to levodopa in patients
with significant sleep difficulties at night [22, 23].
Sustained-release pramipexole has also demonstrated ben-
efit on sleep compared to the immediate release form in a
head-to-head trial, with a 6.8-point difference in the mean
PDSS score at 18 weeks that trended toward significant
(p=0.16) [24]. The monoamine oxidase B inhibitor
rasagiline was also evaluated using the PDSS and was
shown to improve nocturnal tremor and restlessness in
patients with PD [25]. Furthermore, patients reported a
significantly improved ability to fall asleep and reduction
of nocturnal awakenings in patients when rasagiline was
used as adjunctive therapy (p <0.01) [25]. Selection of the
specific medication used should be individualized to the
patient, though it appears that most long-acting oral and
transdermal medications for PD are effective in reducing
motor symptoms that disrupt sleep.

Finally, deep brain stimulation (DBS) for motor fluctua-
tions in PD has also shown to improve sleep. Early DBS trials
did not specifically evaluate measures of sleep as a primary
outcome, but total sleep time was shown to increase by nearly
an hour in each trial [26-28]. Later studies have since utilized
the PDSS and PDSS-2 to demonstrate a significant improve-
ment in tremor, akinesia, and dystonia up to 3 years after
implantation [29-31]. Although the exact mechanism by
which DBS improves sleep in PD remains unclear, this is most
likely mediated by improvement of motor and possibly
nonmotor symptoms [32]. Deep brain stimulation should not
be used specifically to treat sleep issues in PD, and standard
guidelines for treatment of motor fluctuations in PD should be
followed.
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Insomnia and Nonmotor Symptoms of PD

Nonmotor features of PD can also be disruptive of sleep.
These include such symptoms as nocturia and mood distur-
bances [10, 18]. Nocturia is a disruptive symptom that may be
caused by detrusor muscle overactivity from autonomic dys-
function in PD [33]. Roughly 35% of patients with PD suffer
from this symptom and are awakened frequently throughout
the night as a result [18]. An aforementioned study which
demonstrated 209 of 412 patients with PD suffered from in-
somnia found that urinary symptoms significantly contributed
to difficulty falling asleep and multiple awakenings [11]. One
recent study administered the SCOPA-AUT, a measure of
dysautonomia in PD, and found that a higher score in patients
with PD was positively correlated with questions evaluating
poor sleep on both the PDSS-2 and NMS questionnaire [34].
Treatment of nocturia may focus initially on behavioral inter-
ventions, such as reduction of fluid intake in the evening and
adjustment of diuretic agents to the morning. However,
nocturia can remain a significant issue and may require phar-
macologic intervention. Use of such medications as
solifenacin, trospium, and mirabegron can be used in PD
due to their selective activity in the bladder and low side effect
profile compared to anticholinergics used for this issue [33].
Solifenacin, a muscarinic inhibitor with minimal CNS pene-
tration, has been prospectively studied for urinary dysfunction
in PD and was found to significantly reduce the total number
of urinary incontinence and nocturia episodes over a 24-h
period (p <0.05) [35]. Trospium is another antimuscarinic
commonly prescribed for urinary issues in PD, but this has
not been specifically evaluated in this population. However,
limited evidence in a cognitively impaired population sug-
gests it does not worsen cognition and may be used safely in
these groups [36]. In a retrospective analysis, the B3 agonist
mirabegron at a dose of 50 mg was found to significantly
reduce nocturia episodes in PD (3.0 to 2.6 per 24-h period)
[37]. Although these medications have been shown to be ben-
eficial in PD, their use as monotherapy may not be sufficient
to control nocturia. In these cases, a referral to a urologist is
recommended for treatment with other medications including
botulinum toxin administration to the bladder [33]. Evaluation
and treatment of comorbid conditions such as prostate hyper-
trophy may also be helpful in reducing urinary symptoms
[33].

Depression and anxiety affect between 30 and 60% of PD
patients and appear to result from neurotransmitter changes as
the disease progresses [5, 38]. Although early research sug-
gested that decreases in dopamine and norepinephrine were
involved in the development of depression in PD, recent liter-
ature suggests that serotonin plays a more prominent role [38,
39]. The presence of poor sleep and mood disturbances ap-
pears to have a reciprocal relationship, with the presence of
one appearing to worsen the other [40-42]. One study
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evaluated 98 patients with and without PD using the
Insomnia Severity Index (ISI) and Beck Depression
Inventory to measure the impact of insomnia on depression
[43]. Total sleep time in patients with PD appeared to have a
greater correlation with depression severity than that in con-
trols which could reflect a synergistic effect of depression and
PD on sleep duration (p < 0.05) [43].

Treatment of insomnia due to mood disturbances in PD has
recently focused on nonpharmacologic therapies for both is-
sues given their interaction. Cognitive behavioral therapy
(CBT) has been the gold standard of therapy for insomnia in
all populations, and recently has been shown as effective in
PD. In an early study, use of CBT significantly reduced ISI
scores in patients with PD compared to placebo (n=12;
p <0.05) [44]. Improvements in total sleep time, sleep latency,
and sleep efficiency have been demonstrated in follow-up
CBT studies for PD and were sustained for 3 months post-
intervention [45—47]. Results from these small studies are
promising, though larger follow-up studies are needed.
Bright light therapy administered in the morning has been
evaluated in a small sample size and was not shown to be
beneficial in patients with PD, anxiety, and insomnia [48].
Various exercise programs have been shown to be helpful in
improving sleep. One controlled study demonstrated that sub-
jective sleep quality improved in patients with PD after par-
ticipation in a 12-week resistance training program compared
to non-exercisers [49]. Another controlled trial showed signif-
icant improvement in subjective sleep quality, sleep efficien-
cy, and total sleep time in PD patients assigned to high-
intensity exercise training compared to non-exercise controls
(p<0.01) [50].

In persistent insomnia from mood disorders refractory to
other interventions, pharmacotherapy is recommended for
treatment of the underlying mood disturbance [51].
However, most antidepressants with the exception of
bupropion can exacerbate rapid eye movement sleep behavior
disorder and restless legs syndrome, both common in patients
with PD [52, 53]. Commonly used insomnia medications have
rarely been studied in the PD population and evidence for
pharmacologic treatment is extrapolated from non-PD popu-
lations. Chronic use of benzodiazepine and benzodiazepine
receptor agonists may lead to cognitive decline and dementia
in non-PD populations [54]. However, a limited course of
benzodiazepine receptor agonists or melatonin receptor ago-
nist has been recommended over most other sedative hyp-
notics for treatment of insomnia [55, 56]. Doxepin is a pure
histamine blocker (H1) at doses less than 10 mg and has been
recommended for treatment of insomnia due to a relatively
favorable safety profile in the elderly with no clear risk of
abuse or dependence [55, 57]. Suvorexant is a dual orexin
receptor antagonist also considered safe for use in the elderly
with insomnia [57]. A pooled analysis from five trials com-
paring suvorexant to placebo in the elderly showed no
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additional risk of falls and no effect on morning psychomotor
performance [58]. A slightly higher rate of reported residual
somnolence was seen in the suvorexant 15 mg group com-
pared to controls (5.4% vs. 3.2%) [58].

Insomnia in PD may result from a combination of motor,
nonmotor, and mood symptoms. Treatment should focus on
the underlying issue, with most patients requiring multiple
treatment modalities depending on the stage of disease
(Fig. 1). For those with insomnia and comorbid mood disor-
ders, nonpharmacologic interventions such as CBT and exer-
cise appear to have significant benefit on subjective and ob-
jective sleep. Pharmacologic treatments may also be used with
some caution. Long-term use of benzodiazepine and benzodi-
azepine receptor agonists should be avoided given a potential
risk of cognitive decline with chronic use, while doxepin and
suvorexant appear to be efficacious with limited side effects in
non-PD populations.

Rapid Eye Movement Sleep Behavior Disorder

Rapid eye movement sleep behavior disorder (RBD) is a
parasomnia that arises out of REM sleep and leads to a loss
of paralysis of skeletal muscles where patients may exhibit
dream enactment behavior [59]. These behaviors during sleep
may range from mild muscle twitches to vocalizations to vio-
lent and complex motor behaviors. This can lead to falling out
of bed, self-injury, or injury to bed partners [60]. In fact, bed
partners may be the first to note these types of complex be-
haviors during sleep, as patients themselves are unaware of

Fig. 1 Treatment flow chart for
insomnia in Parkinson’s disease

most episodes [53]. The prevalence of RBD is estimated to be
0.5-1% of the general population, but up to 50% in the PD
population [53, 60, 61]. A diagnosis of probable RBD can be
made clinically based on the presence of nocturnal behaviors
associated with vivid or violent dreams [60]. A definitive di-
agnosis requires polysomnography (PSG) confirmation of ab-
normal tonic elevation and/or bursts of muscle tone measured
by electromyography (EMG), termed “loss of REM atonia”
[60]. The underlying mechanism leading to loss of REM
atonia in PD is likely mediated by accumulation of alpha-
synuclein in pontine nuclei such as the sublaterodorsal nucle-
us and ventral medial medulla, which send inhibitory projec-
tions to the spinal motor neurons during REM sleep [62—65].
For a number of patients with PD, the symptoms of RBD
precede motor manifestations and a formal diagnosis of PD
by a median time of 10 years, providing an opportunity for
early diagnosis and neuroprotective interventions [66—69].
Investigation into treatment of RBD has been somewhat
limited, as prospective evaluations of medications or supple-
ments are lacking. Unfortunately, most studies do not specif-
ically evaluate PD populations, so data is extrapolated from
“isolated RBD” or iRBD populations. First-line intervention
should include evaluation of environmental safety. Bed rails
can be recommended to reduce the risk of falling from bed, as
well as removal of dangerous weapons in or near the patient’s
bedroom [70, 71]. The potential for injury to the patient and/or
bed partner, however, should quickly prompt initiation of
therapy to reduce this risk [70, 71]. Serotonergic medications
commonly used for other symptoms in PD, such as depression
and anxiety, can notoriously precipitate or worsen symptoms

Insomnia
(PD). Motor symptoms from PD
such as tremor, dystonia, and
rigidity can contribute to
insomnia. The treatment of
nocturnal symptoms typically
employs long-acting forms of
antiparkinsonian medication to
last through a night of sleep. R
Nocturia is a symptom of PD that Nocturnal Motor Nocturia Anxiety
can significantly disrupt sleep and Symptoms Depression
may be treated with behavioral
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with low side effect profiles. l l
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be treated with a combination of / \ 4 \ / \
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of RBD [52]. These include selective serotonin reuptake in-
hibitors, serotonin-norepinephrine reuptake inhibitors, and tri-
cyclic antidepressants [52, 72]. Other agents that can worsen
RBD include antipsychotics, barbiturates, alcohol, and caf-
feine [72]. Reduction or discontinuation of these agents are
recommended to reduce their impact on RBD. Finally,
“Pseudo-RBD” can be seen in the presence of untreated
OSA, which can lead to agitated arousals following obstruc-
tive events [73]. Diagnosis and subsequent treatment of OSA
with CPAP in a patient with comorbid RBD is paramount to
help reduce nocturnal behaviors [74].

The most widely used pharmacologic treatments for RBD
are clonazepam and melatonin. Clonazepam has been the
most studied treatment for RBD, with the bulk of evidence
for its use based on retrospective case series in the iRBD
population [71]. More recently, clonazepam has been evalu-
ated in a prospective fashion. Fifteen patients with iRBD were
studied on clonazepam and compared via PSG and RBD se-
verity scales to 42 patients with untreated iRBD [75]. While
clonazepam increased total sleep times and decreased wake-
fulness after sleep onset compared to controls, the percentage
of REM atonia was not significantly different between the two
groups [75]. RBD severity scores on clonazepam did not sig-
nificantly change from baseline to a mean follow-up of
2.6 years [75]. Another open-label study following 39 patients
on clonazepam for more than 2 years found that 67% had
complete elimination of sleep-related injuries and potentially
injurious behaviors to self and/or bed partners [76]. However,
the only RCT using clonazepam in patients with RBD and PD
failed to show superiority over placebo. This 4-week trial in
40 patients with probable RBD treated with fixed 0.5-mg dose
of clonazepam or placebo showed no difference between
groups based on the Clinical Global Impressions-
Improvement (CGI-I) scores [77]. This could be due to meth-
odological issues as suggested by a high responder rate in the
placebo group. In addition, doses of clonazepam higher than
0.5 mg may be more effective based on observational studies
and anecdotal evidence.

Similar to clonazepam, early evidence for use of melatonin
was based on case series. One such series evaluated 14 RBD
patients with various neurodegenerative disorders and their
response to melatonin [78]. Melatonin doses from 3 to
12 mg appeared to be effective as monotherapy or adjunctive
therapy with clonazepam for controlling RBD or markedly
improving it per patient and caregiver report [78]. The first
and only RCT supporting melatonin was a double-crossover
placebo-controlled trial in 8 patients with iRBD over 4 weeks
[79]. Interestingly, significant improvement of REM atonia
was seen on PSG in the melatonin group (p=0.012) [79],
which was sustained for several weeks. Notable restoration
of atonia during REM on PSG was also demonstrated in a
similar study [80]. However, two subsequent RCTs using 2—
4 mg of extended release melatonin were unable to show
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superiority over placebo [81, 82]. Other studies have since
evaluated the melatonin receptor agonist ramelteon, though
results are mixed [83, 84].

Other medications have been evaluated for treatment of
RBD with limited success or applicability of results due to
small study sizes. The rationale for acetylcholinesterase inhib-
itors is based on empiric evidence that the presence of RBD in
PD is associated with cholinergic denervation [85]. Two
crossover placebo-controlled trial evaluated rivastigmine in
patients with RBD. The first trial evaluated patients with PD
and PSG-confirmed RBD who failed clonazepam or melato-
nin and showed that use of a 4.6-mg patch for 3 weeks signif-
icantly reduced the mean frequency of RBD episodes from 4
to 2 episodes per month, whereas no change was observed in
the placebo condition [86]. The second trial in patients with
MCI and refractory RBD yielded similar results, with an effect
size of about 50% in the rivastigmine group [87]. A few case
reports showed inconsistent response to donepezil in patients
with Lewy body dementia (LBD) [88, 89]. An RCT of 42
patients evaluated memantine 20 mg or placebo in patients
with PD or DLB [90]. Results suggested a reduction in noc-
turnal movement and/or vocalizations per caregivers after
24 weeks compared to baseline; however, no formal clinical
evaluation of RBD was performed in this study. In addition,
only about half of the participants exhibited motor/vocal ac-
tivity at baseline in the memantine group and even less in the
placebo group. Pramipexole was studied in 15 patients with
iRBD where a 50% reduction of nighttime behaviors was seen
in 80% of subjects, while PSG demonstrated lower REM den-
sity after treatment [91]. This is in contrast with earlier studies
that did not show improvement on PSG [92]. There is a case
series suggesting use of gabapentin as adjunctive therapy for
iRBD when added to clonazepam and/or melatonin [93].
Finally, sodium oxybate has been used when other therapies
failed, with some success in four case reports of patients with
and without PD [94-96]. A trial to investigate use of this
medication in patients with RBD is currently underway
(NCT04006925).

Current evidence suggests that clonazepam and melatonin
should continue to be used as first-line agents to treat RBD in
PD (Fig. 2). Melatonin is favored due to its favorable side
effect profile, while addition of clonazepam can be considered
in refractory cases. Second-line treatments could include
rivastigmine, donepezil, dopaminergic agents, or sodium
oxybate in more severe cases (Fig. 2).

Restless Legs Syndrome

Restless leg syndrome (RLS) is a common sleep disorder
found in patients with PD with a prevalence estimated to range
from 8 to 24% [9, 97-99]. The diagnosis of RLS requires four
criteria: (1) the urge to move one’s extremities due to severe
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REM Sleep Behavior
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l

[ Bedroom Safety Assessment }
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Melatonin*
Clonazepam*

Rivastigmine
Donepezil
Memantine
Pramipexole
Gabapentin
Sodium Oxybate

Fig. 2 Treatment flow chart for rapid eye movement behavior disorder
(RBD) in Parkinson’s disease (PD). First-line therapies for RBD include
an assessment of bedroom safety, followed by melatonin and clonaze-
pam. Melatonin is preferred given a lower side effect profile. Second-line
and experimental therapies include cholinesterase inhibitor medications,
memantine, gabapentin, pramipexole, and sodium oxybate, though evi-
dence is limited for all of these agents. *Suggested first-line therapies

discomfort or pain (a subset of patients may also experience
symptoms in their arms or back); (2) the urge starts or worsens
during periods of rest; (3) the urge can occur throughout the
day but is worse during the evening or night; (4) the urge is
decreased or relieved by movement [97]. Recently, a fifth
criteria was added to state that the above features should not
be solely accounted for by another medical or behavioral con-
dition, such as myalgias or leg cramps [97]. This is particular-
ly important in PD as patients may experience nocturnal
symptoms of restlessness or tremor that may mimic RLS.
These symptoms are not typically relieved by movement,
which can help to differentiate between nocturnal motor
symptoms of PD and RLS [97].

The underlying pathophysiology of RLS is poorly under-
stood, but recent investigation suggests that central nervous
system (CNS) iron levels are reduced in patients with RLS
[100, 101]. Medications used for treatment of motor and
nonmotor symptoms in PD can also worsen RLS. These in-
clude antidepressants with serotonergic activity and antihista-
mines [102, 103]. Although some studies suggest that RLS
may be an early neurological symptom in PD, others have
found that RLS incidence is not increased before initiation
of PD treatment [104—107]. In the latter studies, RLS appears

to increase over time and correlate with the duration of PD
[106, 107].

Treatment of RLS in PD is both behavioral and pharmaco-
logical. Conservative measures such as avoidance of alcohol
or caffeine, as well as mild to moderate exercise, may be used
as an initial approach to treatment [102]. Reduction or cessa-
tion of offending medications such as serotonergic antidepres-
sants should be approached cautiously given the high rates of
comorbid depression and anxiety, but can also help reduce
symptoms [102, 103]. If ferritin levels are < 75 ng/ml and/or
transferrin saturation index < 20%, oral ferrous sulfate 325 mg
with vitamin C has been recommended [108, 109]. In cases
where oral supplementation is not tolerated or a rapid response
is needed, infusions of 1 g of iron dextran or ferrous
carboxymaltose in two separate doses 1 week apart can be
beneficial. Clinical improvement can be expected in 50—
60% of patients and, interestingly, is often delayed by 3—
5 weeks [108]. However, iron therapy has not been studied
in the PD population and it remains to be seen if oral or
intravenous supplementation is beneficial [110].

If the above measures have not provided sufficient relief,
pharmacologic management is recommended. The majority of
studies evaluating pharmacologic treatment of RLS are in
non-PD populations. As a result, recommendations for treat-
ment in the PD population are extrapolated from this data.
These studies use the International Restless Legs Syndrome
Study Group rating scale (IRLS) to assess severity of symp-
toms, where 0—10 is mild, 11-20 is moderate, 21-30 is severe,
and 31-40 is very severe. Dopamine agents such as ropinirole,
pramipexole, and rotigotine have the most evidence for use in
RLS based on multiple RCTs [102, 110, 111]. Ropinirole was
compared to placebo in patients with at least severe RLS (40-
point International restless legs scale score > 24; IRLS).
Although both groups experienced improvements in total
IRLS scores, the ropinirole group had a lower IRLS score of
2.1 points than placebo at 26 weeks, demonstrating its effec-
tiveness for RLS (p <0.05) [112]. Similarly, a recent double-
blind RCT demonstrated superiority of pramipexole over pla-
cebo in reducing RLS severity [113]. At 12 weeks,
pramipexole significantly reduced the mean IRLS score com-
pared to placebo by a difference of 3.8 points (» < 0.01) [113].
This corroborated an earlier study which demonstrated the
same difference in IRLS scores after 12 weeks of treatment
with pramipexole compared to placebo [114]. Rotigotine ap-
pears to improve RLS symptoms similar to other dopamine
agonists. A double-blind RCT found that IRLS scores were
significantly lower on a 2-mg or 3-mg rotigotine patch com-
pared to placebo after 6 months of treatment (p < 0.001) [115].
Similar results have been produced in another RCT [116].
Levodopa has also been used for treatment of RLS with good
results, though much of evidence supporting its use is based
on early case series and randomized controlled trials that do
not employ the IRLS scale [117, 118]. A meta-analysis of
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levodopa use in RLS demonstrated a significant improvement
of RLS severity compared to placebo using CGI-I
(p <0.0001), confirming its efficacy in the short term [118].
Interestingly, there was clinically significant improvement of
RLS symptoms with placebo in many of the above trials
which highlights the suggestibility of this disorder.
Howeyver, these same studies have demonstrated effectiveness
of dopamine agents compared to placebo and established them
as first-line agents [109, 111].

Though effective for RLS treatment, there are multiple is-
sues with chronic use of dopamine agonists. First, they often
result in “augmentation” of RLS. This is when symptoms no
longer respond and are paradoxically worsened by treatment,
occur earlier in the day, and/or spread to previously unaffected
body parts [111, 119, 120]. This often leads to an increase in
dopaminergic medications, triggering further augmentation.
As RLS is considered a “hyperdopaminergic state,” dopami-
nergic drugs that target the inhibitory dopamine D3 receptor
are initially effective [121]. However, long-term use of dopa-
minergic agonists results in upregulation of the excitatory D1
receptor, also seen with aging, which is suspected to lead to
augmentation [121]. Levodopa may cause augmentation in
over 80% of patients based on early case series, while
pramipexole and ropinirole may lead to this at a rate up to
10% per year [111, 122, 123]. This data on augmentation
has only been studied in non-PD RLS populations, however,
limiting applicability to the PD population with RLS.
Nevertheless, we recommend caution when using dopaminer-
gic treatment for RLS in PD populations. These agents are
often used for treatment of motor symptoms in PD at higher
doses than those typically used for RLS and may increase risk
of augmentation.

Secondly, dopaminergic treatments lead to impulse control
disorders (ICDs) in about 10-15% patients with PD [124].
This can manifest as pathologic gambling, impulsive shop-
ping, sexual behaviors, and eating. In addition, those who
experience augmentation appear to have a six-times-higher
risk of developing ICDs [124]. This elevated risk is likely
related to use of dopaminergic treatment but may also repre-
sent an underlying tendency of RLS patients to develop ICDs
[124]. Although patients with PD were not included in this
study, risk of developing ICDs is elevated in PD for similar
reasons and should prompt caution when using dopamine
agents in this group [125]. Strategies to minimize the risk of
augmentation and/or ICDs include utilizing long-acting dopa-
mine agonists or shifting to other first-line agents for RLS
[109, 111, 119, 120].

Alpha-2-delta ligand agents (pregabalin, gabapentin, and
gabapentin enacarbil) are now considered first-line therapy
and are effective in reducing RLS symptoms [102, 109, 111,
119, 120]. Gabapentin acts via binding at the alpha-2-delta
subunit of the voltage-gated calcium channel, which reduces
release of excitatory neurotransmitters, including glutamate
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[119, 120, 126]. However, use of gabapentin in RLS is based
on early case series with limited number of patients [119, 120,
126]. Gabapentin enacarbil, a prodrug and controlled-release
form of gabapentin, has since been shown to be superior to
placebo for reduction of RLS symptoms in multiple double-
blind RCTs [111]. A study that evaluated three of these trials
found gabapentin enacarbil 600 mg to be significantly effec-
tive in reducing RLS severity after 12 weeks of treatment
compared to placebo [127]. All other doses up to 2400 mg
were also effective at reducing RLS severity (p <0.01).
Pregabalin is the third drug available in this class. In a large
placebo-controlled trial, pregabalin was compared to two
doses of pramipexole (0.25 mg and 0.5 mg) over 12 weeks
and found to be effective at reducing RLS severity compared
to baseline [128]. No significant differences in efficacy were
found between pregabalin and the higher dose of pramipexole,
while less augmentation was seen with pregabalin in this study
at 52 weeks (pregabalin 1.7%; pramipexole 0.25 mg 6.6%;
pramipexole 0.5 mg 9.0%). These agents do not have a sig-
nificant risk of augmentation and should be considered for
initial RLS therapy in patients with PD as a result [128].

Opiates have also been shown to be effective for reducing
RLS severity, but are generally reserved for those who have
failed other agents or augmentation that has been reticent to
other therapies [111, 119, 126, 129]. As this has not been
studied in PD populations, use of opiates should be considered
with extreme caution, if not avoided altogether due to risk of
sedation and respiratory depression. Finally, benzodiazepines
were previously used for treatment of RLS, but have fallen out
of favor given insufficient evidence, as well as a side effect
profile similar to opiates [109, 111].

The impact of DBS on RLS in patients with PD has also
been evaluated. One prospective study evaluated 31 PD pa-
tients with STN DBS who did not have RLS at baseline [130].
Six patients developed RLS symptoms at 6 months after DBS
[130]. Post-operatively, these patients were on a higher mean
dopamine equivalent dose than those without RLS, suggesting
DBS either unmasked RLS symptoms or that the development
of RLS represented augmentation [130]. More recently, a pro-
spective trial of 22 PD patients with STN DBS demonstrated
that RLS scores significantly improved after 2 years of DBS,
despite a mean reduction in dopaminergic medications [131].
No correlation was found between RLS severity and reduction
in PD medications, suggesting that STN DBS may have me-
diated this improvement [131]. It is unclear if reduction in
medication improved pre-existing augmentation. Though re-
search in this area is conflicting, the most recent evidence
suggests that STN DBS in PD may help with RLS symptoms
in the long term.

Treatment of RLS in PD should begin with
nonpharmacologic measures, but often requires use of medi-
cation due to severity of symptoms (Fig. 3). The choice of
therapy for RLS in PD should be tailored to the individual
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Restless Legs
Syndrome

Mild to moderate exercise
Iron supplementation
{ Alcohol/caffeine
{ Serotonergic medication

l

/ Gabapentin* \

Gabapentin Enacarbil*
Pregabalin*
Pramipexole

Ropinirole
Rotigotine

Levodopa j

Fig. 3 Treatment flow chart for restless legs syndrome (RLS) in
Parkinson’s disease (PD). Although behavioral modifications are recom-
mended as primary interventions, these measures are often inadequate for
reduction in severity of RLS symptoms. First-line therapies for RLS
include alpha-2-delta ligand agents such as pregabalin, gabapentin
enacarbil, and gabapentin. Second-line agents include dopaminergic
medications commonly used for treatment of PD, but should be used with
caution. These are associated with higher rates of augmentation, a para-
doxical worsening of RLS symptoms directly related to their use.
*Suggested first-line therapies

patient with an understanding that problematic side effects
from long-term dopamine agonist use can occur. Although
we suggest alpha-2-delta ligand agents as first-line therapy
for treatment of RLS in PD as monotherapy or in combination
with other agents, dopaminergic medications are also effective
for treatment of both RLS and motor symptoms of PD. While
the latter may be used in an attempt to limit polypharmacy and
treat multiple symptoms at once, we recommend these with
caution as they may create augmentation and increase the risk
of ICDs. Opiates should generally be avoided in the PD
population.

Excessive Daytime Sleepiness in PD

Excessive daytime sleepiness (EDS) is a common symp-
tom in PD and can occur anywhere from 15 to 21% early
in the disease course and up to 46% as the disease pro-
gresses [132—135]. A study of early and untreated PD
showed that EDS may be related to disease progression
and is independent of other sleep disorders, while others
have shown that dopaminergic medication appears to in-
crease EDS in a dose-dependent fashion [132-134, 136].

Some studies have also suggested an association of EDS
in PD with depression [133, 137, 138]. Interestingly, pa-
tients with PD and EDS appeared to have reduced uptake
in the basal ganglia on dopaminergic terminal imaging
compared to those without EDS [133, 139]. The PD and
EDS groups also have worse scores on motor, nonmotor,
autonomic, and cognitive testing [133, 139]. This suggests
that more severe disease could be a contributing factor to
development of EDS, in addition to dopamine medication
levels [133, 135].

The presence of EDS negatively impacts quality of life in
PD. One study evaluated 198 patients with PD using the
Parkinson’s Disease Questionnaire 39 (PDQ-39), a measure
of quality of life [132]. This study demonstrated that those
with PD and EDS had a significantly lower overall score on
the PDQ-39 than those without EDS (p <0.001), as well as
individual emotional, social, and physical domains measured
by this survey (p <0.01). EDS in PD also represents an addi-
tional risk of falling. One study evaluated 120 patients with
PD and found that every point increase on the Epworth
Sleepiness Scale (ESS) was associated with a 20% higher risk
of falling (p <0.01) [140].

Because of the negative impact that EDS has on quality
of life in PD, identification and treatment is important.
The Epworth Sleepiness Scale (ESS) is a 24-point scale
used to identify individuals with sleepiness, with a score
of greater than 10 indicating excessive daytime sleepiness.
Many studies have used this as primary endpoint to eval-
uate changes in daytime sleepiness. One such trial evalu-
ated 31 patients with PD and EDS (defined by an ESS
greater than 12) using bright light as an intervention
[141]. After 2 weeks, bright light therapy administered
from 9 to 11 a.m. and 5-7 p.m. demonstrated significant
improvements in the ESS compared to the control group.
Interestingly, the ESS remained with a nearly 4-point im-
provement after intervention and 2-week washout period
in the PD group, as well as a 2-point improvement
sustained in the control group, suggesting a prolonged
effect of bright light therapy. Another trial (n=61) eval-
uated the use of caffeine in patients with EDS in PD
[142]. Patients were titrated on caffeine up to 200 mg
twice daily over 6 weeks, with a lower ESS of 1.7 point
at endpoint compared to the control group. The caffeine
group, however, began with a higher ESS score (15.4) at
baseline compared to the controls (14.6), which may have
led to a larger decrease in ESS.

Multiple RCTs have evaluated the use of the stimulant
modafinil for EDS in PD with mixed results. One cross-
over study demonstrated a significant reduction in ESS
with modafinil up to 200 mg daily compared to placebo
in 12 patients with PD and an ESS greater than 10 [143].
This was corroborated by a similar study which showed
that modafinil 200 mg significantly improved ESS
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compared to placebo [144]. However, a larger follow-up
study (n=40) did not find that modafinil up to 400 mg
significantly reduced ESS, though a mean reduction in
ESS of 2.7 was seen after 4 weeks of treatment [145].
Sodium oxybate, FDA approved for treatment of narco-
lepsy, has been investigated for EDS in PD. Twelve pa-
tients titrated from 3 to 9 mg demonstrated significant
improvements in ESS (mean reduction 4.2) and improve-
ments in sleep latency and slow-wave sleep duration
(p<0.01) [146].

One study evaluated the effect of istradefylline, a selective
adenosine A2A receptor antagonist, in 21 patients with EDS
in PD [147]. ESS scores were significantly reduced after
3 months of use in patients on up to 40 mg of istradefylline
daily (p < 0.0001) [147]. Other medications such as bupropion
and dextroamphetamine have been suggested as possible
treatments; however, there are no published data evaluating
these agents [148].

Although treatments for EDS are limited, bright light
therapy and caffeine have low side effect profiles and are
easy to implement, supporting their use as initial steps for
treatment (Fig. 4). Other treatment options are considered
experimental at this time. Patients with EDS from a
suspected underlying sleep disorder should undergo addi-
tional evaluation and treatment, as outlined in other parts
of this article.

Hypersomnia

Bright Light*
Caffeine*
Modafinil*

Sodium Oxybate
Istradefylline

Fig. 4 Treatment flow chart for hypersomnia in Parkinson’s disease
(PD). First-line therapies for hypersomnia include the use of bright light
and caffeine, as well as the stimulant modafinil. Other medications such
as sodium oxybate and istradefylline are considered experimental at this
time. Other sleep disorders that may contribute to hypersomnia should
also be ruled out and treated.*Suggested first-line therapies
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Obstructive Sleep Apnea

Obstructive sleep apnea (OSA) is a common condition that
results in repeated reduction of the airflow during the night
due to anatomical obstruction of the airway [149]. Presence of
this disorder may result in daytime sleepiness, fatigue, and
cognitive impairment, all of which are issues encountered in
PD due to the disease itself or medications used to treat it [ 149,
150]. Although some studies have suggested an increased
prevalence of OSA in PD due to stiffness and difficulty with
turning in bed, a recent meta-analysis demonstrated that there
may be a lower risk of OSA in PD [149-151]. Patients with
PD and RBD may also experience lower rates of OSA, pos-
sibly due to a protective effect of enhanced muscle tone during
REM sleep [152]. However, a more recent case-control study
(n=3194) evaluated 194 patients with PD with PSG and
found significantly higher rates of OSA compared to controls
(p <0.05) [149]. Elevated body mass index was not associated
with the severity of OSA in PD in this study, unlike the gen-
eral population. It did suggest that alteration of the
laryngopharyngeal motor control may be a distinct mecha-
nism contributing to OSA in PD.

Obstructive sleep apnea can lead to various cardiovascular
and neurologic consequences with negative impact on the
quality of life in patients with PD [149, 153]. Specifically,
repeated hypoxemic events from OSA may contribute to
CNS inflammation and oxidative injury, both of which can
contribute to cognitive dysfunction [153]. While one study
(n=92) found that patients with PD and OSA did not appear
to have worsening of motor or nonmotor features of PD, other
studies have demonstrated poorer cognition in PD with OSA
than PD without OSA based on Mini Mental Status
Examination (27.45 v. 28.41; p<0.05) and Montreal
Cognitive Assessment testing (24.00 v. 25.29; p <0.05)
[154-156]. In addition, RBD appears to increase the risk of
cognitive impairment in PD and OSA, furthering the notion
that RBD represents a more malignant phenotype of PD [152].

Despite the negative impact of OSA on cognition in PD,
studies evaluating treatment have yielded mixed results. One
study evaluating the impact of controlled-release levodopa/
carbidopa on the severity of OSA in PD patients showed a
trend toward reduction of the apnea-hypopnea index (AHI) in
the treatment group, though the difference was not statistically
significant [155]. Gold standard treatment of OSA is continu-
ous positive airway pressure (CPAP). Use of CPAP for OSA
in PD has been shown to significantly improve objective mea-
sures such as the AHI and nocturnal oxygenation [157]. In
addition, daytime sleepiness also appears to significantly im-
prove in this population [157]. Unfortunately, CPAP has yet
to demonstrate significant benefit for cognitive difficulties in
those with PD and OSA [155, 158]. A comparison of thera-
peutic versus placebo CPAP in PD patients with OSA signif-
icantly improved AHI after 3 weeks of treatment (p =0.01).
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However, there were no significant differences in either the
composite or 13 individual neuropsychological tests in both
groups [158]. A limitation of this study is the length of follow-
up, as it may take longer treatment with CPAP to produce
improvement in cognition. However, long-term use of
CPAP may be difficult in this group due to motor and cogni-
tive issues, with socio-economic status a possible influence on
adherence rates [158]. Nevertheless, adherence to CPAP in
patients with PD and OSA should be addressed and may help
with daytime sleepiness, as well as reduce the risk of other
medical comorbidities. On a case-by-case basis, other treat-
ment options include positional therapy to promote sleep in a
non-supine position, custom-made mandibular advancement
devices, optimization of nasal breathing, etc.

Circadian Rhythm Disorders

Alteration of the circadian rhythm is common in PD. The
circadian rhythm is a roughly 24-h cycle that regulates phys-
iologic and behavioral processes [6, 10]. In healthy individ-
uals, this rthythm allows for the alternance of sleep and wake
as continuous, prolonged, and well-demarcated phases that
align with an individual’s social and/or professional demands,
as well as preference [6, 10]. This alignment is coordinated by
the suprachiasmatic nucleus (SCN) and can be entrained by a
number of zeitgebers (timegivers) such as melatonin, food
intake, physical exercise, and light. Circadian rhythm disor-
ders arise when these endogenous (biological) and exogenous
(social, professional) rhythms are misaligned. This can lead to
significant changes in sleep and wake times, often creating
off-setting sleep schedules between patients and caretakers
[6]. In PD, disruption of the circadian rhythm can be due to
a number of factors [6, 10]. Pathologic changes in both the
SCN and its afferents originating in the photosensitive retinal
ganglion cells in PD patients have been noted in histologic
studies [159, 160]. Additionally, reduced mobility in PD con-
tributes to reduced exposure to outdoor light, an important
influence on the circadian rhythm [161]. Dopaminergic med-
ications may also negatively impact the circadian rhythm by
reducing melatonin secretion, which rises during the early
evening hours preceding sleep in healthy subjects [6, 10,
162]. Blunting of this peak in secretion has been demonstrated
in small groups of patients with PD on dopamine medications,
while dopamine-naive patients did not have this same re-
sponse [162, 163].

Although the evidence specifically evaluating the treatment
of circadian rhythm disorders in PD is limited, interventions
that have shown to be effective in other clinical situations can
be helpful in this patient population. A recent RCT showed
that 10,000-lux bright light therapy in the morning and early
evening can reduce excessive daytime sleepiness, sleep frag-
mentation, and insomnia and improve mood in patients with

PD [141]. Light therapy has also shown to improve motor
function [164]. Other chronotherapies including physical ex-
ercise and melatonin may be beneficial but have not been
systematically evaluated in patients with PD.

Conclusion

Sleep in PD appears to be disrupted through a number of
mechanisms. Difficulty with sleep onset and maintenance in
PD may result from motor features such as tremor and dysto-
nia, as well as nonmotor features including nocturia. Other
sleep disorders such as RLS or RBD can also occur and neg-
atively impact quality of life for both the patient and caretaker.
Careful questioning can lead to early identification of these
sleep disturbances, many of which do not require a PSG for
diagnosis.

Treatment of these sleep disturbances often requires a mul-
tifaceted approach which depends on the specific issue. Motor
and nonmotor features that lead to insomnia often require
pharmacologic adjustment for treatment, though CBT can be
effective in mood disorders that lead to insomnia. Treatment
of RLS may first start with behavioral adjustments such as
avoidance of caffeine and alcohol, while alpha-2-delta ligands
and dopaminergic agents have been shown to be effective in
multiple RCTs. Development of augmentation and ICDs in
the latter group of medications should be assessed for fre-
quently. REM sleep behavior disorder requires adjustment of
the bedroom environment for safety reasons as well as initia-
tion of melatonin as a first-line agent. Other than clonazepam,
little evidence exists for use of other medications to treat RBD.
Obstructive sleep apnea requires a PSG for diagnosis, while
treatment with CPAP can improve daytime sleepiness.
Circadian rhythm disorders may be more common in PD than
previously thought, leading to late sleep times and increasing
the risk of daytime sleepiness. Investigation of treatment in
PD specifically is limited, but light therapy in the morning and
early evening appears to be a promising first-line intervention.
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