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Background and purpose: Apathy is an important neuropsychiatric feature of

Parkinson’s disease (PD), which often emerges before the onset of motor

symptoms. Patients with rapid eye movement sleep behaviour disorder (RBD)

have a high probability of developing PD in future. Neuropsychiatric prob-

lems are common in RBD, but apathy has not previously been detailed in this

key prodromal population.

Methods: Eighty-eight patients with polysomnographically proven RBD, 65

patients with PD and 33 controls were assessed for apathy using the Lille

Apathy Rating Scale. Cognition and depression were also quantified. The sen-

sitivity of the Unified Parkinson’s Disease Rating Scale screening questions for

apathy and depression was calculated.

Results: A total of 46% of patients with RBD were apathetic, compared with

31% of patients with PD in our sample. Most patients with RBD with depres-

sion were apathetic but more than half of apathetic patients were not

depressed. The sensitivity of the single Unified Parkinson’s Disease Rating

Scale screening question was only 33% for mild apathy and 50% for severe

apathy.

Conclusions: Apathy is common in RBD and is underestimated by a single

self-report question. Recognition of apathy as a distinct neuropsychiatric fea-

ture in RBD could aid targeted treatment interventions and might contribute

to the understanding of prodromal PD.

Introduction

Apathy is a common and debilitating feature of

Parkinson’s disease (PD) and dementia with Lewy

bodies (DLB), which impacts on the quality of life of

both patients and carers [1–3]. Characterized by

pathological lack of motivation, it manifests as a

reduction in goal-directed thoughts and behaviours,

with or without emotional blunting [4]. Although it

frequently coexists with other neuropsychiatric

conditions, such as depression and cognitive impair-

ment, apathy is increasingly recognized as a distinct

syndrome with different aspects that are not always

present [5,6]. It is not equivalent to anhedonia, as

patients with apathy are still able to enjoy activities if

they are prompted to act.

As with many non-motor features of PD and DLB,

apathy is often reported retrospectively to occur

before the onset of motor symptoms [7]. Despite this,

the syndrome has never been formally assessed in the

prodromal period. As well as furthering understanding

of prodromal PD/DLB, recognizing apathy if it occurs

early might lead to interventions with specific psycho-

logical and pharmacological therapies to improve

quality of life in this phase of disease.
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Patients with rapid eye movement sleep behaviour

disorder (RBD) have a long-term risk exceeding 80%

of developing an alphasynuclein-related neurodegener-

ative disorder, with the majority converting to either

PD or DLB [8]. Patients with RBD therefore present

a valuable opportunity to study the prodromal phase

of these disorders. Although apathy is recognized in

RBD, most studies rely on single-question self-report

measures [9,10], which may fail to capture the full

spectrum of the condition. It is now recognized that

there might be many components of apathy, including

deficits in self-awareness and emotional responses as

well as action initiation and intellectual curiosity [11].

One recent study of RBD demonstrated that

depression, anxiety and cognitive impairment are

particularly common, suggesting that RBD might

represent the prodromal phase of a subtype of alpha-

synucleinopathy with a more severe neuropsychiatric

phenotype [9]. Such parkinsonian non-motor features

may have a role in risk-stratification models to predict

conversion to PD/DLB [12]; accurately establishing

the presence and severity of apathy in RBD is there-

fore an important objective.

Apathy might be of particular relevance in prodro-

mal PD/DLB because of the role of dopamine in neu-

ral pathways underlying reward and effort sensitivity

that appear to be key to motivation [13]. Dopaminer-

gic neurodegeneration proceeds for many years prior

to the onset of motor parkinsonism, with more than

50% of substantia nigra neurons having been lost by

the time that motor symptoms emerge [14]. The

mesolimbic pathway is also vulnerable to degeneration

in PD [15], and may have a more specific role in the

development of neuropsychiatric manifestations [16].

Although neurodegeneration in the mesolimbic system

has not been clearly established in prodromal disease,

it is plausible that deficits caused by early involvement

of this pathway in the disease process may be detect-

able in patients with RBD.

The aim of this study was to investigate the fre-

quency and severity of apathy in a large cohort of

patients with RBD and to compare the results with

patients with PD and healthy controls. We used the

Lille Apathy Rating Scale (LARS) to assess apathy as

it provides the most detailed and structured evaluation

of any rating system, including subdomains of apathy

as well as an overall measure of apathy severity [11].

Unlike some other apathy ratings, it does not rely on

subjective reports of caregivers and therefore has high

inter-rater consistency and excellent accuracy com-

pared with clinical judgement [17]. It can effectively

distinguish apathy from depression and has been vali-

dated in established PD with and without dementia

[11]. In addition, we sought to explore the overlap

between apathy, cognition and depression, and also to

assess the value of a commonly used apathy screening

question from the Unified Parkinson’s Disease Rating

Scale (UPDRS) I.

Methods

Participants

Patients with RBD were recruited from an established

UK research cohort described elsewhere [18]. They

were recruited to the study from sleep centres at the

John Radcliffe Hospital, Oxford and Papworth Hospi-

tal, Cambridge, UK. Patients with PD were recruited

separately from neurology clinics in the Oxfordshire

area. Control participants were recruited from a vol-

unteer database and screened to exclude those with

neurological conditions. All RBD diagnoses were

made by polysomnography according to International

Classification of Sleep Disorders criteria [19]. Patients

with RBD were examined by a neurologist to exclude

the presence of PD and other neurological disorders.

Patients with dementia, identified using a combination

of cognitive testing {Montreal Cognitive Assessment

(MOCA) [20]}, informant ratings (using the Infor-

mant Questionnaire on Cognitive Decline in the

Elderly [21]) and clinical judgement, were not

included. We also excluded patients with RBD with

concomitant moderate or severe obstructive sleep

apnoea (apnoea hypopnea index ≥ 15). The study was

approved by the Oxfordshire Research Ethics Com-

mittee and all participants provided informed, written

consent.

Assessments

Apathy was assessed using the LARS [11]. The scale

includes 33 items, divided into nine domains. The glo-

bal score ranges from �36 to +36, with a higher score

representing a greater degree of apathy. We used the

following cut-off values for categorical classification

as indicated in the validation of the scale: no apathy,

≤�22; mild apathy, �21 to �17; moderate to severe

apathy, ≥�16. Depression was assessed using the Beck

Depression Inventory (BDI) [22], with a score >13
indicative of depression. Cognitive impairment was

assessed using the MOCA [20]. A threshold for cogni-

tive impairment of <24 on the MOCA was used, as

this value optimizes the specificity and positive predic-

tive value for mild cognitive impairment [23]. The

Epworth Sleepiness Scale[24] was used to assess day-

time sleepiness in subjects with RBD, with the stan-

dard threshold of >10 indicating excessive daytime

sleepiness. Participants with PD and RBD also

© 2017 The Authors. European Journal of Neurology published by John Wiley & Sons Ltd on behalf of European Academy of Neurology.
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completed the Movement Disorders Society UPDRS

[25], including the motor assessment (part III) and the

screening questions for apathy (part I, question 1.5)

and depression (part I, question 1.3). Data from

polysomnography were taken from the diagnostic

studies and were therefore not collected at the same

time as clinical assessments.

Statistical analysis

Between-groups comparisons for continuous variables

were made using linear regression and for dichoto-

mous variables using logistic regression, with gender

(as a categorical variable), age, BDI and MOCA

scores (as continuous variables) included as covariates

where indicated to control for any between-group dif-

ferences that may also impact on apathy ratings.

Comparisons of LARS scores within patient groups

where other variables were not adjusted for were

made using the Mann–Whitney U-test or Kruskal–
Wallis test as appropriate, and the chi-square test was

used for categorical outcomes. Pearson correlation

coefficients were used to assess relationships between

two continuous variables. Sensitivity, specificity and

positive predictive value of the UPDRS part I screen-

ing questions were calculated using standard formulae,

with a UPDRS I response >0 considered as a positive

screening result. Only cases of RBS and PD, but not

controls, had a UPDRS assessment. Subgroups for

the sensitivity analyses were generated using a fre-

quency-matching process.

Results

Assessments were completed in 88 patients with RBD,

65 age-matched patients with PD and 33 healthy con-

trols. Patients with RBD had a mean duration of 8.5

(SD 6.7) years since symptom onset and 3.0 (SD 2.5)

years since polysomnographic diagnosis. Patients with

PD had mean disease duration since diagnosis of 4.4

(SD 4.0) years and mean total UPDRS score of 41.8

(SD 17.5). A total of 10 patients with PD were drug

naive, 47 were receiving treatment with L-DOPA, 26

with a dopaminergic agonist and 30 were taking other

PD medications (monoamine oxidase inhibitors, cate-

chol-O-methyl transferase inhibitors or amantadine).

The results of clinical assessments are shown in

Table 1. Comparisons between groups for all assess-

ment scores were adjusted for age and gender. In

keeping with previous reports, measures of cognition

and depression were significantly worse in patients

with RBD compared with controls. Apathy classed as

mild or worse was present in 45.5% [95% confidence

interval (CI), 34.8–56.4%] of subjects with RBD,

compared with 30.8% (95% CI, 19.9–43.4%) of

patients with PD and only 3.2% (95% CI, 0.1–16.7%)

of control participants. Moderate to severe apathy

was present in 15.9% (95% CI, 9.0–25.2%) of patients

with RBD, 18.5% (95% CI, 9.9–30.0%) of patients

with PD and 3.2% (95% CI, 0.1–16.7%) of control

subjects. Mean total LARS scores in patients with

RBD were significantly worse than in controls, and

similar to those in patients with PD. Breakdown of

the LARS scores revealed that patients with RBD

were impaired across all subdomains compared with

controls except the one that seeks to measure emo-

tional apathy where their worse score was consistent

with chance variability. Compared with patients with

PD, action initiation and self-awareness LARS scores

were actually worse in cases of RBD.

Using a LARS score ≥�21 as indicative of apathy,

the sensitivity of the UPDRS I apathy screening ques-

tion in patients with RBD was only 33% (95% CI,

19–49%), specificity was 85% (95% CI, 72–94%),

positive predictive value was 65% (95% CI, 41–85%),

negative predictive value was 60% (95% CI,

48–72%), positive likelihood ratio was 2.2 and nega-

tive likelihood ratio was 0.79. The sensitivity for mod-

erate to severe apathy (LARS score ≥�16) was

slightly improved at 50% (95% CI, 23–77%) but with

wide CIs due to relatively small numbers. However,

the sensitivity of the UPDRS screening question for

depression in RBD (defined as BDI score > 13) was

80% (95% CI, 63–98%).

The extent of apathy in patients with RBD was not

explained by excessive daytime sleepiness. There was

no significant correlation between LARS scores and

Epworth Sleepiness Scale scores in patients with RBD

as a whole (r = 0.10, P = 0.34) or in apathetic patients

with RBD (r = 0.14, P = 0.40). Furthermore, there

was no evidence for apathy occurring as a result of

disturbed sleep itself, as LARS scores did not corre-

late with polysomnographic measures of sleep quality

(total sleep time: r = �0.04, P = 0.76; sleep efficiency:

r = 0.16, P = 0.19; percentage slow-wave sleep:

r = 0.13, P = 0.27).

Forty patients with RBD (45%) were taking clon-

azepam at the time of testing as treatment for RBD

symptoms. Sedation commonly occurs as a side-effect

of clonazepam and may conceivably contribute to

symptoms of apathy. Although patients with RBD

taking clonazepam had higher total LARS scores

(mean �19.8) than those not taking clonazepam

(mean �22.0), this was consistent with chance

(P = 0.07). Furthermore, patients with RBD not tak-

ing clonazepam were still significantly more apathetic

than healthy controls (P < 0.001), and showed similar

levels of apathy to patients with PD (P = 0.12),

© 2017 The Authors. European Journal of Neurology published by John Wiley & Sons Ltd on behalf of European Academy of Neurology.
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meaning that apathy in RBD cannot be fully

explained as a side-effect of clonazepam.

The overlap between apathy, depression and cogni-

tive impairment in patients with RBD and PD is

shown in Fig. 1. Although these features frequently

coexisted, there was clear dissociation between them.

A total of 33% of patients with RBD had one condi-

tion alone and, crucially, two-thirds of those with apa-

thy were not depressed. Patients with PD in this

sample actually had less cognitive impairment, but the

dissociation between apathy and depression was simi-

lar to that seen in RBD.

To explore the relationship between depression and

apathy further, we examined the correlation between

LARS and BDI scores in the three patient groups. In

control participants there was no correlation (r = 0.0,

P = 0.99), whereas moderate correlations were present

in patients with RBD (r = 0.29, P = 0.007) and PD

(r = 0.46, P < 0.001). Amongst apathetic patients with

RBD, however, there was no significant correlation

between the severity of depression and apathy

(r = 0.10, P = 0.53). Moreover, patients with RBD

with depression were not significantly more apathetic

than non-depressed patients with RBD (mean LARS

score �19.1 vs. �21.6, P = 0.12). When individuals

with depression (BDI score > 13) were excluded in a

sensitivity analysis, patients with RBD remained sig-

nificantly more apathetic than controls (Table S1).

In the PD group, patients with depression were sig-

nificantly more apathetic than those without depres-

sion (mean LARS score �19.9 vs. �25.0, P = 0.01).

When excluding all patients with depression, patients

with RBD were significantly more apathetic than

patients with PD (Table S1). These data suggest that,

although there is an association between apathy and

depression, particularly in PD, apathy in patients with

Table 1 Demographic and neuropsychiatric characteristics

Control

(n = 33)

RBD

(n = 88)

PD

(n = 65)

P value

RBD vs. control

P value

RBD vs. PD

Age (years) 68.4 (8.94) 66.9 (7.62) 66.4 (5.65) 0.31 0.70

Male (%) 45.5 94.3 72.3 <0.001 0.001

UPDRS score n/a 5.25 (4.02) 41.8 (17.5) n/a <0.001

MOCA score 28.3 (1.44) 24.9 (3.08) 27.6 (2.30) <0.001 <0.001

BDI score 4.91 (4.91) 9.40 (7.68) 10.2 (7.01) 0.01 0.48

Total LARS score �29.1 (4.33) �21.0 (6.00) �23.3 (6.85) <0.001 0.10

LARS intellectual curiosity score �3.30 (0.63) �2.37 (0.96) �2.29 (1.07) <0.001 0.41

LARS emotion score �2.62 (1.03) �1.98 (1.13) �2.32 (1.25) 0.10 0.19

LARS action initiation score �3.76 (0.47) �2.77 (1.00) �3.25 (0.89) <0.001 0.005

LARS self-awareness score �3.12 (1.32) �2.03 (1.52) �2.97 (1.32) 0.002 <0.001

Mild apathy (%; LARS score ≥�21) 3.0 45.5 30.8 0.008 0.23

Moderate to severe apathy (%; LARS score ≥�16) 3.0 15.9 18.5 0.22 0.40

BDI, Beck Depression Inventory; LARS, Lille Apathy Rating Scale; MOCA, Montreal Cognitive Assessment; n/a, not applicable; PD, Parkin-

son’s disease; RBD, rapid eye movement sleep behaviour disorder; UPDRS, Unified Parkinson’s Disease Rating Scale. Values are mean (SD)

for continuous variables (age, MOCA, BDI, LARS total and subdomain scores) and percentages for dichotomous variables (gender, mild and

severe apathy categories); P values in bold indicate statistically significant group differences at the <0.05 level.

Figure 1 Overlap between apathy,

depression and mild cognitive impair-

ment (MCI) in patients with (a) rapid

eye movement sleep behaviour disorder

(n = 88) and (b) Parkinson’s disease

(n = 65). Apathy is defined as Lille Apa-

thy Rating Scale score ≥�21, cognitive

impairment as Montreal Cognitive

Assessment score <24 and depression as

Beck Depression Inventory score >13.

© 2017 The Authors. European Journal of Neurology published by John Wiley & Sons Ltd on behalf of European Academy of Neurology.
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RBD cannot be explained simply by the presence of

depression.

There were weak correlations between LARS and

MOCA scores in all of the groups (control: r = 0.20,

P = 0.27; RBD: r = �0.17, P = 0.11; PD: r = �0.17,

P = 0.17), which were consistent with chance. There

was a trend towards more severe apathy in patients

with RBD with cognitive impairment (MOCA

score < 24) than in those without, but this was consis-

tent with random variability (mean LARS score

�19.5 vs. �21.8, P = 0.08).

Despite this evidence of dissociation between apa-

thy, depression and cognitive impairment, there

remains some degree of overlap in their clinical fea-

tures. In order to control for this, we repeated the

comparisons between RBD versus PD and RBD ver-

sus controls using a linear regression model that

included BDI and MOCA scores as covariates in

addition to age and gender. The results of this are

shown in Table 2. The same-group differences in

LARS total scores and subdomains were observed

using this analysis. To further control for group differ-

ences, we undertook additional sensitivity analyses

using two subgroups of patients, the first with subjects

matched for age and MOCA scores, and the second

with subjects matched for gender. These are shown in

the Supporting Information (Tables S2 and S3). The

same-group differences in apathy scores remained,

with patients with RBD always significantly more

apathetic than controls and of similar apathy severity

to patients with PD.

One potential confounding variable in the PD

group is the use of dopaminergic medication. Dopa-

mine receptor agonists (DAs), in particular, have been

shown to reduce apathy and may therefore contribute

to lower apathy ratings in the participants with PD

[26]. Table 3 shows the same variables as Table 1,

with patients with PD divided into three groups

according to treatment: drug naive, those taking DAs

(with or without L-DOPA) and those taking L-DOPA

without agonists. Patients with PD taking DAs were

less apathetic than drug-naive patients and those tak-

ing L-DOPA, although there was no significant effect

of treatment type (Kruskal–Wallis test across patients

with PD by treatment type, P = 0.21). However,

patients with PD taking DAs were significantly less

apathetic than patients with RBD (mean LARS score

�24.4 vs. �21.0, P = 0.003).

To remove any effect of DAs on overall group apa-

thy ratings, we performed a comparison between

patients with RBD and PD excluding those taking DAs

(Table 3). There remained no significant difference in

overall LARS scores. With respect to the whole-group

comparison, the difference in action initiation subscores

was no longer significant, but patients with RBD

remained significantly worse in the self-awareness sub-

score. We conclude that some of the apparent differ-

ences between RBD and PD may reflect dopaminergic

therapy (making the PD group appear less apathetic)

but, even without the effect of DAs, patients with RBD

are at least as apathetic as patients with PD.

Within the PD group, there was evidence of an

association between apathy and disease severity;

UPDRS motor scores (part III) were positively corre-

lated with LARS scores (r = 0.29, P = 0.02) and this

effect remained after adjusting for age (P = 0.02).

There was no such relationship in patients with RBD

(r = 0.03, P = 0.75) but, as these patients do not have

significant motor parkinsonism, UPDRS III score is

not a sensitive measure of prodromal disease stage.

To determine whether apathy in RBD is associated

with increased risk of developing PD will require

long-term follow-up.

Discussion

In the first study to quantify the extent and severity

of apathy in RBD, we have shown that the condition

Table 2 Apathy scores with group comparisons adjusted for age, gender, Beck Depression Inventory (BDI) and Montreal Cognitive

Assessment (MOCA) scores

Control

(n = 33)

RBD

(n = 88)

PD

(n = 65)

P value

RBD vs. control

P value

RBD vs. PD

Total LARS score �29.1 (4.33) �21.0 (6.00) �23.3 (6.85) 0.002 0.35

LARS intellectual curiosity score �3.30 (0.63) �2.37 (0.96) �2.29 (1.07) 0.01 0.45

LARS emotion score �2.62 (1.03) �1.98 (1.13) �2.32 (1.25) 0.44 0.57

LARS action initiation score �3.76 (0.47) �2.77 (1.00) �3.25 (0.89) 0.02 0.05

LARS self-awareness score �3.12 (1.32) �2.03 (1.52) �2.97 (1.32) 0.02 0.02

Mild apathy (%; LARS score ≥�21) 3.0 45.5 30.8 0.05 0.41

Moderate to severe apathy (%; LARS score ≥�16) 3.0 15.9 18.5 0.76 0.17

LARS, Lille Apathy Rating Scale; PD, Parkinson’s disease; RBD, rapid eye movement sleep behaviour disorder. Values are mean (SD) for

continuous variables (age, MOCA, BDI, LARS total and subdomain scores) and percentages for dichotomous variables (gender, mild and

severe apathy categories); P values in bold indicate statistically significant group differences at the <0.05 level.
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is both common and under-recognized. Approximately

half of all patients with RBD in this cohort were

affected by apathy, a prevalence similar to that seen

in established PD in our sample. The presence of apa-

thy in RBD was not explained by excessive daytime

sleepiness, poor sleep quality or sedative medication.

Amongst subdomains of apathy, all were impaired in

RBD except emotional responses, suggesting that

problems with motivation for action, intellectual

curiosity and self-awareness, rather than affect, pre-

dominate in patients with RBD.

Our data suggest that the single screening question

for apathy in the UPDRS assessment has modest sen-

sitivity, capturing only one-third of all apathetic

patients with RBD and just half of those with moder-

ate to severe apathy, and a relatively weak positive

likelihood ratio. This is in contrast to the UPDRS

screening question for depression, which was 80%

sensitive in this study. There are a number of possible

explanations for this. First, the UPDRS question asks

only about ‘indifference to doing activities or being

with people’ and therefore may not capture other sub-

domains of apathy. Secondly, apathy might be associ-

ated with reduced insight compared with depression

as a result of impaired self-awareness, which would

limit the sensitivity of self-report measures. Finally, it

may be accounted for in part by the high rate of cog-

nitive impairment in RBD, as studies of apathy in

other populations have shown discordance between

self-report and clinician-rated measures of apathy in

cognitively impaired individuals [27].

Although there is significant overlap between apa-

thy, depression and cognitive impairment, these are

clearly dissociable; only 33% of apathetic patients

with RBD were depressed and less than half had cog-

nitive impairment. Furthermore, differences in the

degree of apathy between patient groups could not be

explained by differences in cognition and depression.

This evidence of apathy as a distinct neuropsychiatric

syndrome highlights the importance of actively look-

ing for apathy even when other neuropsychiatric fea-

tures are absent. It also raises the possibility that,

where apathy coexists with depression and/or cogni-

tive impairment, these are distinct manifestations of a

common underlying neurodegenerative process rather

than a single neuropsychiatric condition.

The association between apathy and severity of

motor disease in patients with PD suggests that apa-

thy may be related to disease progression. The fact

that patients with RBD were as apathetic as those

with PD, in our sample, is not inconsistent with this,

despite them being at an earlier neurodegenerative

stage. Accumulating evidence suggests that patients

with PD who develop RBD first might represent a dis-

tinct subtype of disease with a more severe non-motor

phenotype, and that many of these non-motor fea-

tures emerge prior to the onset of motor parkinsonism

[28,29]. In keeping with this hypothesis, we recently

Table 3 Distribution of apathy scores in patients with Parkinson’s disease (PD) according to treatment type

Control

(n = 33)

RBD

(n = 88)

PD

drug naive

(n = 10)

PD

agonist �L-DOPA

(n = 26)

PD

L-DOPA

without DA

(n = 26)

P value

across

three PD

groups

P value

patients

with RBD vs.

PD not taking DA

Age (years) 68.4 (8.94) 66.9 (7.62) 64.8 (7.19) 65.8 (5.70) 67.3 (5.10) 0.37 0.98

Male (%) 45.5 94.3 50 69 81 0.18 0.003

MOCA score 28.3 (1.44) 24.9 (3.08) 25.9 (3.14) 28.3 (1.93) 27.7 (2.09) 0.04 <0.001

BDI score 4.91 (4.91) 9.40 (7.68) 11.1 (7.79) 9.0 (7.07) 11.0 (6.59) 0.44 0.29

Total LARS score �29.1 (4.33) �21.0 (6.00) �23.2 (7.61) �24.4 (6.84) �21.8 (6.50) 0.21 0.39

LARS intellectual

curiosity score

�3.30 (0.63) �2.37 (0.96) �2.53 (1.24) �2.37 (0.94) �2.12 (1.12) 0.42 0.63

LARS emotion score �2.62 (1.03) �1.98 (1.13) �1.85 (1.55) �2.56 (1.40) �2.17 (0.94) 0.10 0.79

LARS action

initiation score

�3.76 (0.47) �2.77 (1.00) �3.25 (0.95) �3.48 (0.66) �3.00 (1.07) 0.28 0.23

LARS self-awareness

score

�3.12 (1.32) �2.03 (1.52) �2.90 (1.29) �2.88 (1.48) �2.96 (1.25) 0.97 0.006

Mild apathy

(%; LARS score ≥�21)

3.0 45.5 30 19 42 0.20 0.74

Severe apathy

(%; LARS score ≥�16)

3.0 15.9 20 12 27 0.37 0.16

BDI, Beck Depression Inventory; DA, dopamine receptor agonist; LARS, Lille Apathy Rating Scale; MOCA, Montreal Cognitive Assessment;

RBD, rapid eye movement sleep behaviour disorder; UPDRS, Unified Parkinson’s Disease Rating Scale. Values are mean (SD) for continuous

variables (age, MOCA, BDI, LARS total and subdomain scores) and percentages for dichotomous variables (gender, mild and severe apathy

categories); P values in bold indicate statistically significant group differences at the <0.05 level.
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demonstrated that a wide range of non-motor features

are as severe in RBD as they are in newly diagnosed

PD, and that depression and anxiety are worse in

RBD [9]. In a separate study of patients with estab-

lished PD, we found that apathy was significantly

more common in patients with PD with concomitant

RBD than in those without [30]. The co-occurrence of

RBD and other non-motor features might be a conse-

quence of more widespread Lewy body pathology in

these patients, affecting brain regions involved in the

regulation of sleep, cognition and mood in addition to

motor control [31].

A potential underlying mechanism for apathy in

RBD is the degeneration of dopaminergic neurons

involved in motivation and reward/effort-based deci-

sion-making pathways. In established PD there is con-

siderable evidence for the importance of dopamine

dysfunction in apathy. Functional imaging studies

have demonstrated greater dopaminergic deficits in

apathetic patients with PD than in patients with PD

without apathy [32,33], and dopaminergic agonists

have been proven to partially alleviate symptoms of

apathy in PD [26]. The ventral striatum and dorsal

anterior cingulate cortex appear to be key regions

involved in generating motivated behaviour [34], and

dysfunction in striatofrontal functional connectivity

has been shown to associate with apathy in patients

with PD [35]. Although the dopaminergic motor sys-

tem displays considerable capacity for compensation

in the prodromal phase of PD, it is possible that defi-

cits in these motivational pathways emerge at an ear-

lier stage of dopamine depletion. Future work with

functional neuroimaging in patients with RBD will be

important to shed light on the relationship between

apathy and dysfunction in these brain regions.

Recognition of apathy as a distinct neuropsychiatric

condition is important as it may guide the choice of

both psychological and pharmacological interventions.

Although few interventional trials have been con-

ducted on apathy, there is evidence that, in depressed

patients with motivational problems, behavioural acti-

vation techniques may be superior to standard cogni-

tive behavioural therapy, and medications with

dopaminergic effects may have greater efficacy than

selective serotonin reuptake inhibitors [36]. This might

be particularly relevant in patients with RBD when a

dopaminergic deficit is revealed, e.g. using nuclear

imaging. Further studies are needed to identify the

most effective treatments for apathy.

An important finding to be established from future

follow-up of our cohort will be the extent to which

apathy predicts conversion to neurodegenerative dis-

orders. Depression (with or without anxiety) and

excessive daytime somnolence have been shown to

increase risk of conversion in patients with RBD, and

these features are included in the Movement Disorders

Society Research Criteria for prodromal PD [12].

Longitudinal study of conversion from RBD to PD in

our participants will be important in establishing

whether apathy may form an equally important part

of such risk-stratification models.

A limitation of our study should be noted. Accu-

rately matching across all three groups for age, gen-

der, depression and cognition was not feasible given

the way that these variables are differentially dis-

tributed amongst the populations studied. RBD is

diagnosed predominantly in males [28], and it is

expected that measures of cognition and depression

will be worse in RBD than controls [37,38]. The fact

that our RBD group had lower MOCA scores than

the PD group is perhaps more surprising, but it

should be noted that patients with RBD are as likely

to develop DLB as PD, and the extent of cognitive

impairment in patients with RBD may reflect this [39].

We have controlled as much as possible for the group

differences by including all variables in our regression

model where appropriate, and by performing sensitiv-

ity analyses, but it is still possible that some of the

variation in apathy is accounted for by differences in

these other characteristics.

In summary, we have shown that apathy is a com-

mon and under-recognized feature of RBD and

should be actively sought as part of the clinical phe-

notype of this disorder. Longitudinal follow-up will

establish the extent to which apathy may herald con-

version to PD or a related neurodegenerative disorder.

Acknowledgements

The authors would like to thank all of the partici-

pants who have taken part in this study. We would

also like to thank Jane Rumbold, Amandine Louvel

and Hannah Munday for their administrative work

with the OPDC Discovery cohort. This study was

funded by the Monument Trust Discovery Award

from Parkinson’s UK and supported by the National

Institute for Health Research (NIHR) Oxford

Biomedical Research Centre based at Oxford Univer-

sity Hospitals NHS Trust and University of Oxford,

and the Dementias and Neurodegenerative Diseases

Research Network (DeNDRoN). The views expressed

are those of the authors and not necessarily those of

the NHS, NIHR or Department of Health. The fund-

ing agency had no role in the design and conduct of

the study; collection, management, analysis or inter-

pretation of the data; preparation, review or approval

of the manuscript; or decision to submit the manu-

script for publication. This research was also

© 2017 The Authors. European Journal of Neurology published by John Wiley & Sons Ltd on behalf of European Academy of Neurology.

APATHY IN REM SLEEP BEHAVIOUR DISORDER 7



supported by a Wellcome Trust Clinical Research

Training Fellowship to K.M. and a Wellcome Trust

Principal Research Fellowship to M.H.

Disclosure of conflicts of interest

The authors declare no financial or other conflicts of

interest.

Supporting Information

Additional Supporting Information may be found in

the online version of this article:

Table S1. Subjects with depression excluded (group

comparisons adjusted for age and gender)

Table S2. Groups matched for Montreal Cognitive

Assessment scores (group comparisons adjusted for

age and gender)

Table S3. Groups matched for gender (group compar-

isons adjusted for age)

References

1. Muhammed K, Husain M. Clinical significance of
apathy in Parkinson’s disease. EMJ Neurol 2016; 4:

56–63.
2. Bjoerke-Bertheussen J, Ehrt U, Rongve A, Ballard C,

Aarsland D. Neuropsychiatric symptoms in mild demen-
tia with Lewy bodies and Alzheimer’s disease. Dement
Geriatr Cogn Disord 2012; 34: 1–6.

3. Ricci M, Guidoni SV, Sepe-Monti M, et al. Clinical
findings, functional abilities and caregiver distress in the
early stage of dementia with Lewy bodies (DLB) and
Alzheimer’s disease (AD). Arch Gerontol Geriatr 2009;
49: e101–e104.

4. Mulin E, Leone E, Dujardin K, et al. Diagnostic criteria
for apathy in clinical practice. Int J Geriatr Psychiatry
2011; 26: 158–165.

5. den Brok MG, van Dalen JW, van Gool WA, Moll van
Charante EP, de Bie RM. Apathy in Parkinson’s dis-
ease: a systematic review and meta-analysis. Mov Disord
2015; 30: 759–769.

6. Dujardin K, Langlois C, Plomhause L, et al. Apathy in
untreated early-stage Parkinson disease: relationship
with other non-motor symptoms. Mov Disord 2014; 29:
1796–1801.

7. Pont-Sunyer C, Hotter A, Gaig C, et al. The onset of
nonmotor symptoms in Parkinson’s disease (the ONSET
PD study). Mov Disord 2015; 30: 229–237.

8. Iranzo A, Tolosa E, Gelpi E, et al. Neurodegenerative
disease status and post-mortem pathology in idiopathic
rapid-eye-movement sleep behaviour disorder: an obser-
vational cohort study. Lancet Neurol 2013; 12: 443–453.

9. Barber TR, Lawton M, Rolinski M, et al. Prodromal
Parkinsonism and neurodegenerative risk stratification
in REM sleep behaviour disorder. Sleep 2017; 40.
https://doi.org/10.1093/sleep/zsx071.

10. Mahlknecht P, Seppi K, Frauscher B, et al. Probable
RBD and association with neurodegenerative disease

markers: a population-based study. Mov Disord 2015;
30: 1417–1421.

11. Sockeel P, Dujardin K, Devos D, Den�eve C, Dest�ee A,
Defebvre L. The Lille apathy rating scale (LARS), a
new instrument for detecting and quantifying apathy:
validation in Parkinson’s disease. J Neurol Neurosurg
Psychiatry 2006; 77: 579–584.

12. Berg D, Postuma RB, Adler CH, et al. MDS research
criteria for prodromal Parkinson’s disease. Mov Disord
2015; 30: 1600–1611.

13. Salamone JD, Yohn SE, L�opez-Cruz L, San Miguel N,
Correa M. Activational and effort-related aspects of
motivation: neural mechanisms and implications for psy-
chopathology. Brain 2016; 139: 1325–1347.

14. Fearnley JM, Lees AJ. Ageing and Parkinson’s disease:
substantia nigra regional selectivity. Brain 1991; 114:

2283–2301.
15. Alberico SL, Cassell MD, Narayanan NS. The vulnera-

ble ventral tegmental area in Parkinson’s disease. Basal
Ganglia 2015; 5: 51–55.

16. Remy P, Doder M, Lees A, Turjanski N, Brooks D.
Depression in Parkinson’s disease: loss of dopamine and
noradrenaline innervation in the limbic system. Brain
2005; 128: 1314–1322.

17. Leentjens AF, Dujardin K, Marsh L, et al. Apathy and
anhedonia rating scales in Parkinson’s disease: critique
and recommendations. Mov Disord 2008; 23: 2004–2014.

18. Szewczyk-Krolikowski K, Tomlinson P, Nithi K, et al.
The influence of age and gender on motor and non-
motor features of early Parkinson’s disease: initial find-
ings from the Oxford Parkinson Disease Center (OPDC)
discovery cohort. Parkinsonism Relat Disord 2014; 20:

99–105.
19. International Classification of Sleep Disorders, 3rd edn.

American Academy of Sleep Medicine; 2014.
20. Nasreddine ZS, Phillips NA, Bedirian V, et al. The

Montreal Cognitive Assessment, MoCA: a brief screen-
ing tool for mild cognitive impairment. J Am Geriatr
Soc 2005; 53: 695–699.

21. Harrison JK, Fearon P, Noel-Storr AH. Informant
Questionnaire on Cognitive Decline in the Elderly
(IQCODE) for the diagnosis of dementia within a sec-
ondary care setting. Cochrane Database Syst Rev 2015;
CD010772.

22. Beck AT, Steer RA, Ball R, Ranieri W. Comparison of
Beck Depression Inventories -IA and -II in psychiatric
outpatients. J Pers Assess 1996; 67: 588–597.

23. Dalrymple-Alford JC, MacAskill MR, Nakas CT, et al.
The MoCA: well-suited screen for cognitive impairment
in Parkinson disease. Neurology 2010; 75: 1717–1725.

24. Johns MW. A new method for measuring daytime
sleepiness: the Epworth sleepiness scale. Sleep 1991; 14:
540–545.

25. Goetz CG, Tilley BC, Shaftman SR, et al. Movement
Disorder Society-sponsored revision of the Unified
Parkinson’s Disease Rating Scale (MDS-UPDRS): scale
presentation and clinimetric testing results. Mov Disord
2008; 23: 2129–2170.

26. Thobois S, Lhomm�ee E, Klinger H, et al. Parkinsonian
apathy responds to dopaminergic stimulation of D2/D3
receptors with piribedil. Brain 2013; 136(Pt 5): 1568–
1577.

27. Guercio BJ, Donovan NJ, Munro CE, et al. The Apa-
thy Evaluation Scale: a comparison of subject,

© 2017 The Authors. European Journal of Neurology published by John Wiley & Sons Ltd on behalf of European Academy of Neurology.

8 T. R. BARBER ET AL.

https://doi.org/10.1093/sleep/zsx071


informant, and clinician report in cognitively normal
elderly and mild cognitive impairment. J Alzheimers Dis
2015; 47: 421–432.

28. Iranzo A, Santamaria J, Tolosa E. Idiopathic rapid eye
movement sleep behaviour disorder: diagnosis, manage-
ment, and the need for neuroprotective interventions.
Lancet Neurol 2016; 15: 405–419.

29. Neikrug AB, Avanzino JA, Liu L, et al. Parkinson’s dis-
ease and REM sleep behavior disorder result in
increased non-motor symptoms. Sleep Med 2014; 15:

959–966.
30. Rolinski M, Szewczyk-Krolikowski K, Tomlinson PR,

et al. REM sleep behaviour disorder is associated with
worse quality of life and other non-motor features in
early Parkinson’s disease. J Neurol Neurosurg Psychiatry
2014; 85: 560–566.

31. Jozwiak N, Postuma RB, Montplaisir J, et al. REM
sleep behavior disorder and cognitive impairment in
Parkinson’s disease. Sleep 2017; 40. https://doi.org/10.
1093/sleep/zsx101.

32. Roselli F, Pisciotta NM, Perneczky R, et al. Severity of
neuropsychiatric symptoms and dopamine transporter
levels in dementia with Lewy bodies: a 123I-FP-CIT
SPECT study. Mov Disord 2009; 24: 2097–2103.

33. David R, Koulibaly M, Benoit M, et al. Striatal dopa-
mine transporter levels correlate with apathy in neurode-
generative diseases. A SPECT study with partial volume

effect correction. Clin Neurol Neurosurg 2008; 110: 19–
24.

34. Le Heron C, Apps MAJ, Husain M. The anatomy of
apathy: a neurocognitive framework for amotivated
behaviour. Neuropsychologia 2017. https://doi.org/10.
1016/j.neuropsychologia.2017.07.003. [Epub ahead of
print].

35. Baggio HC, Segura B, Garrido-Millan JL. Resting-state
frontostriatal functional connectivity in Parkinson’s dis-
ease-related apathy. Mov Disord 2015; 30: 671–679.

36. Treadway MT, Zald DH. Reconsidering anhedonia in
depression: lessons from translational neuroscience. Neu-
rosci Biobehav Rev 2011; 35: 537–555.

37. Gagnon JF, Vendette M, Postuma RB, et al. Mild cog-
nitive impairment in rapid eye movement sleep behavior
disorder and Parkinson’s disease. Ann Neurol 2009; 66:
39–47.

38. Postuma RB, Gagnon JF, Bertrand JA, G�enier Marc-
hand D, Montplaisir JY. Parkinson risk in idiopathic
REM sleep behavior disorder: preparing for neuropro-
tective trials. Neurology 2015; 84: 1104–1113.

39. G�enier Marchand D, Montplaisir J, Postuma RB,
Rahayel S, Gagnon JF. Detecting the cognitive pro-
drome of dementia with Lewy bodies: a prospective
study of REM sleep behavior disorder. Sleep 2017; 40.
https://doi.org/10.1093/sleep/zsw014.

© 2017 The Authors. European Journal of Neurology published by John Wiley & Sons Ltd on behalf of European Academy of Neurology.

APATHY IN REM SLEEP BEHAVIOUR DISORDER 9

https://doi.org/10.1093/sleep/zsx101
https://doi.org/10.1093/sleep/zsx101
https://doi.org/10.1016/j.neuropsychologia.2017.07.003
https://doi.org/10.1016/j.neuropsychologia.2017.07.003
https://doi.org/10.1093/sleep/zsw014

