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Abstract
Background: Visual disturbances are increasingly recognized as common non- motor 
symptoms in Parkinson's disease (PD). In PD patients, intermittent diplopia has been 
found to be associated with the presence of visual hallucinations and the Parkinson's 
psychosis spectrum. Here, we investigated whether diplopia in PD is associated with 
other non- motor traits and cognitive impairment.
Methods: We investigated 50 non- demented PD patients with and without intermit-
tent diplopia and 24 healthy controls for visual disturbances, as well as motor and 
non- motor symptoms. All participants underwent a neuropsychological test battery; 
visuospatial abilities were further evaluated with subtests of the Visual Object and 
Space Perception Battery (VOSP). The two PD patient groups did not differ signifi-
cantly in age, symptom duration, motor symptom severity, frequency of visual hal-
lucinations, or visual sensory efficiency.
Results: PD patients with diplopia reported more frequent non- motor symptoms 
including more subjective cognitive problems and apathy without changes in global 
cognition measures compared to those without diplopia. PD patients with diplopia 
had greater impairment in several tests of visuospatial function (pentagon copy-
ing p = .002; number location p = .001; cube analysis p < .02) and object perception 
(p < .001) compared to PD patients without diplopia and healthy controls. By contrast, 
no consistent group differences were observed in executive function, memory, or 
language.
Conclusions: PD patients with diplopia have a greater non- motor symptom burden 
and deficits in visuospatial function compared to PD patients without diplopia. PD 
patients with diplopia might be prone to a cortical phenotype with cognitive decline 
and apathy associated with worse prognosis.
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1  |  INTRODUC TION

Increasing focus on the non- motor aspects of Parkinson's disease 
(PD) has provided valuable insights into the diversity of clinical, 
pathological, and neurochemical features of the disorder.1 Motor 
symptoms constitute the basis for clinical diagnosis of PD and are 
typically progressing over time. The temporal aspect of non- motor 
features is more complex given that some of them, including REM 
sleep behavior disorder, hyposmia, depression, and visual dysfunc-
tion, can already develop in the prodromal phase, several years 
before the onset of motor symptoms.2,3 Due to the heterogeneity 
of these symptoms, non- motor subtypes of the disease have been 
proposed: a brainstem phenotype with sleep and autonomic dys-
function, a limbic phenotype with prominent depression and fatigue 
symptoms, and a cortical phenotype with cognitive decline and ap-
athy.4 The cortical subtype is considered to be more malignant with 
worse prognosis due to the development of PDD and psychosis. 
Visual hallucinations and mild cognitive impairment (MCI) have been 
found to predict the later occurrence of dementia in PD (PDD).5 
Visual hallucinations in PD encompass a wide spectrum, including 
minor illusions, formed hallucinations, delusions without insight, and 
severe psychosis; these different forms of visual hallucination form 
the “PD psychosis spectrum” through which a patient may progress 
over the course of the disease.5 The presence of visual hallucinations 
in PD has been identified as a significant predictor of dementia6 and 
has been found to be associated with a more rapid cognitive decline 
over time.7 Visual hallucinations are associated with different risk 
factors, such as visual disturbances, longer disease duration, and do-
paminergic therapy.5,8 Selective or isolated diplopia— the duplication 
of single objects— is considered to be part of this spectrum and may 
precede progression to formed hallucinations.5,9 In a previous study, 
we found that the presence of intermittent diplopia was a predic-
tive factor for visual hallucinations in PD patients.10 This suggests 
that some forms of diplopia may precede visual hallucinations, which 
should be confirmed in longitudinal studies.

Diplopia is a potentially debilitating form of visual disturbance 
that affects 10– 40% of all PD patients.10– 13 In PD, diplopia is usually 
binocular and associated with peripheral (muscle- related) or cen-
tral causes.14 It can be either complete, affecting all objects in an 
environment, or selective, with only individual objects or persons 
appearing duplicated. Diplopia in PD patients has been found to be 
associated with subtle oculomotoric abnormalities, changes in dopa-
minergic treatment, and visual hallucinations.9,10,15

To date, it is not known whether diplopia is associated with a 
particular subtype of PD. We hypothesized that diplopia is associ-
ated with a cortical phenotype of PD with cognitive decline, which is 
considered to be more malignant. This is the first study investigating 
PD patients with diplopia using motor and non- motor assessments, 
including detailed neuropsychological testing. We investigated 
non- demented PD patients with and without diplopia, which were 
matched for motor severity, disease duration, visual hallucinations, 
and a healthy control group. We were particularly interested in 
whether these groups differ in their overall cognitive function and 

whether they exhibit impairment in specific domains related to vi-
suoperceptive and visuospatial function.

2  |  METHODS

2.1  |  Study design and sample

PD patients were recruited prospectively in our outpatient unit spe-
cialized in movement disorders in the Neurology Department of the 
Charité Universitätsmedizin Berlin.

Inclusion criteria were as follows: (A) diagnosis of PD by a move-
ment disorder expert according to the UK PD Society Brain Bank 
criteria, (B) absence of severe cognitive impairment (Mini- Mental 
State Examination MMSE ≤24) or a diagnosis of dementia based on 
neuropsychological evaluation, and 3) absence of severe or unstable 
depression assessed by the Beck's Depression Inventory.16 PD pa-
tients with binocular diplopia were included in this cross- sectional 
study. A group of PD patients without diplopia matched for age, 
level of education, impairment of motor functions, and visual hal-
lucinations was recruited in parallel. Additionally, a healthy control 
(HC) group free of neurologic and psychiatric illnesses was recruited 
via publicly posted flyers and relatives of PD patients. All partici-
pants were native German speakers and had had regular ophthalmo-
logic checkups, except for two participants, where this information 
was missing. All participants gave written informed consent to the 
study protocol, approved by the ethics committee of the Charité. All 
healthy controls were assessed with the MDS- Unified Parkinson's 
Disease Rating Scale (MDS- UPDRS) Part I and Part III in order to 
detect symptoms that could reveal a movement disorder.17

2.2  |  Clinical assessments in the PD cohorts

Motor and non- motor symptoms were evaluated with the MDS- 
UPDRS I and MDS- UPDRS III while the patients were on their do-
paminergic medication. Non- motor symptoms were assessed with 
the Non- Motor Symptoms Questionnaire (NMSQuest),18 the Fatigue 
Severity Scale (FSS),19 and the Epworth Sleepiness Scale (ESS).20 The 
levodopa equivalent daily dose (LEDD)21 was calculated for each 
patient.

A structured interview on visual disturbances and history of oph-
thalmologic comorbidities was performed with all participants10 [see 
Suppl. Material in Schindlbeck et al, PARD 2017 to access the full inter-
view]. In brief, this interview investigates the symptoms of diplopia and 
visual hallucinations, including frequency, severity, form, and accom-
panying factors.10 Diplopia was evaluated including frequency (rare, 
frequent, often, very often) and severity (mild, moderate, severe, very 
severe) according to the metric properties of the NMSQuest and Scale 
for Parkinson's disease. Furthermore, the duration (intermittent versus 
permanent), character (selective/isolated versus complete), impair-
ment in everyday life, and trigger factors were assessed via interview. 
Visual hallucinations were assessed with regard to duration (transient, 
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permanent, history of visual hallucinations), severity, and frequency 
according to the Non- Motor Symptoms Scale for Parkinson's disease. 
Other visual problems including spatial perception, problems with con-
trast sensitivity, presence of blurred vision, and history of ophthalmo-
logical comorbidities (cataract, maculopathy, retinal detachment, loss 
of visual acuity, glaucoma, history of surgery, or tumor) were assessed 
via interview.

2.3  |  Neuropsychological testing

Global cognitive function was assessed with the Mini- Mental State 
Examination (MMSE) and the total score of the Consortium to Establish 
a Registry for Alzheimer's Disease Plus test (CERAD+),22 a neuropsy-
chological test battery used in different neurodegenerative diseases.23 
The CERAD + battery included the Boston Naming Test (BNT); word 
list learning, recall, and recognition; figure copying and delayed recall 
of figures; reciting S- words and animals; the Trail Making Tests A and 
B, and the MMSE. The clock- drawing test was rated with a grading sys-
tem from 1 (perfect) to 6 (no reasonable representation of a clock).24

Visuospatial abilities were further evaluated with the Visual 
Object and Space Perception Battery (VOSP).25 Before assessing the 
VOSP test, a preliminary test of visual sensory efficiency (shape de-
tection) is performed to determine whether the patient has sufficient 
visual and sensorial capacity to complete the VOSP subtests. Object 
perception was assessed with the “object decision” test, in which 
subjects had to identify the silhouette of a real object out of four 
silhouettes, with three being silhouettes of fictional, nonexistent 
objects. Three further tests of spatial perception were performed: 
“dot counting,” “number location” (determining which number's lo-
cation within a square corresponds to the location of a dot in an-
other square), and “cube analysis” (counting the number of cubes 
in a complex formation). Another visuospatial test, the subitem of 
the MMSE “pentagon copying,” was separately graded 0 to 3 points 

(correct representation of two pentagons, overlapping, and overlap-
ping part being a rectangle). Neuropsychological test scores were 
transformed into z- scores; the healthy control subjects with normal 
cognition served as the reference group in calculating z- scores.

In addition to the evaluation of each cognitive test separately, we 
grouped subtests of the CERAD + into five major cognitive domains 
(executive function: phonematic fluency, TMT- B, memory: word list 
learning, figure delayed recall, attention: TMT- A, language: BNT, and 
visuospatial function: figure copying, pentagon copying). A domain 
was considered impaired if one domain- specific test result was 1.5 
standard deviations (SDs) below the norm value.

2.4  |  Statistical analysis

The Statistical Package for Social Sciences (SPSS Version 26) was 
used for data management and processing. The Kolmogorov– 
Smirnov test was used to examine the distribution of the data. Since 
most parameters assessing sociodemographic and cognitive char-
acteristics were not normally distributed, nonparametric methods 
were used. The demographic characteristics and clinical symptoms 
were compared between PD patients with diplopia, PD patients 
without diplopia, and healthy controls using the Kruskal– Wallis test 
or Mann– Whitney U test. The chi- squared test was used to compare 
nominal parameters between the different groups; p- values were 
adjusted using Bonferroni's correction according to the number 
of comparisons. The results were considered significant at p < .05 
(2- tailed).

3  |  RESULTS

We enrolled 24 PD patients with binocular diplopia (PD diplopia), 
26 PD patients without diplopia (PD controls), and 24 HC subjects. 

Healthy controls
(n = 24)

PD controls
(n = 26)

PD diplopia
(n = 24)

p- 
value

Age (years) 69.7 ± 9.1 70.4 ± 8.8 74.3 ± 8.0 .138a 

Sex (male: female) 7:17 14:12 18:6 .006b 

Education (years) 13.0 ± 3.6 12.2 ± 3.1 11.8 ± 3.4 .354a 

Disease duration (years) 7.4 ± 6.5 8.5 ± 6.2 .572c 

MDS- UPDRS III 31.1 ± 10.2 35.8 ± 11.8 .268c 

LEDD (mg) 658 ± 550 793 ± 523 .214c 

Note: Means and standard deviations (SD) are shown if not otherwise indicated. There was a higher 
ratio of men to women in the PD diplopia group compared with HC (p = .003), while there were 
no significant other group differences (HC vs. PD controls: p = .093; PD controls vs. PD diplopia: 
p = .149).
[p- value:
aKruskal– Wallis test.
bchi- squared test (Bonferroni- corrected p- value p < .016).
cMann– Whitney U test; Movement Disorder Society- Sponsored Revision of the Unified Parkinson’s 
Disease Rating Scale Part III (MDS- UPDRS III, max. 72 points), levodopa equivalent daily dose 
(LEDD)].

TA B L E  1  Sociodemographic and 
clinical characteristics
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    |  443NAUMANN et Al.

The three groups did not differ significantly in age or education, 
and the two PD groups were matched for symptom duration, motor 
symptom ratings, and visual hallucinations (Table 1). There was also 
no significant difference in motor subtypes of PD across the two 
groups (p = .71, chi- square test). Performance on the visual sen-
sory efficiency test (shape detection, VOSP) did not differ across 
the three groups, assuring that the patients have sufficient visual 
and sensorial capacity to complete the other subtests (mean ± SD of 
HC: 19.9 ± 0.34; PD controls: 19.6 ± 0.71; PD diplopia: 19.55 ± 0.67; 
p = 0.183).

3.1  |  Clinical group characteristics

In the PD diplopia group, intermittent binocular diplopia was re-
ported to occur several times a week (33.3%) or daily (58.3%) with 
mostly moderate intensity affecting near and/or far vision. The av-
erage duration of diplopia was 15.4 ± 12.3 months. All patients had 
intermittent diplopia. Of those, 60% of patients described complete 
diplopia and 40% selective diplopia (duplication of single objects). 
Visual hallucinations (p < .001), blurred vision (p < .001), and contrast 

sensitivity (p < .01) were more frequently reported among PD pa-
tients compared with HC, but did not differ between PD patients 
with and without diplopia (p > .05), except blurred vision, which was 
more frequent among PD with diplopia (p = .04). There were no sig-
nificant differences regarding spatial perception, color vision, and 
ophthalmologic comorbidities across the three groups.

3.2  |  Non- motor symptoms

Overall, non- motor symptoms were more frequently reported by PD 
patients with diplopia compared to those without diplopia (p = .02; 
NMSQuest; see Table 2). PD patients with diplopia reported signifi-
cantly more cognitive problems than PD patients without diplopia 
and HC in the MDS- UPDRS Part I interview (p < .001) (Figure 1). 
With respect to the MDS- UPDRS categories, they mostly reported 
slight cognitive deficits, whereas the majority of HC and PD patients 
without diplopia had no cognitive deficits. PD patients with diplopia 
reported more frequently about attention and memory problems 
(p < .001), apathy (p < .05), perceptual problems (p < .001), and gas-
trointestinal symptoms (p < .05). No differences were noticed with 

TA B L E  2  Group characteristics of non- motor symptoms

Healthy controls (n = 24)
PD controls 
(n = 26)

PD diplopia 
(n = 24) p- value Post hoc tests

MDS- UPDRS Part I

Cognitive impairment 0.46 ± 0.59 0.35 ± 0.56 1.29 ± 0.86 <.001 HC– PDc p = 1.0

HC– PDdip p = .002

PDc– PDdip p < .001

Hallucinations and psychosis 0 ± 0.0 0.46 ± 0.71 0.71 ± 0.75 <.001 HC– PDc p = .025

HC– PDdip p < .001

PDc– PDdip p = .436

Apathy 0.08 ± 0.28 0.15 ± 0.46 0.63 ± 0.97 .014 HC– PDc p = 1.00

HC– PDdip p = .023

PDc– PDdip p < .05

NMSQuest Dimensions

Sum score 42.8 ± 20.9 64.2 ± 31.9 0.021

Perceptual problems 0.6 ± 1.4 9.6 ± 7.5 <0.001

Attention/memory 1.2 ± 2.3 4.6 ± 4.3 0.001

Gastrointestinal 6.4 ± 8.0 10.0 ± 7.1 0.036

Cardiovascular 2.0 ± 2.7 3.2 ± 3.7 0.247

Sleep/fatigue 9.2 ± 8.1 10.9 ± 10.7 0.704

Mood/cognition 2.5 ± 4.9 3.1 ± 4.0 0.256

Urinary 9.9 ± 6.0 10.3 ± 8.4 0.961

Sexual function 2.2 ± 4.0 3.0 ± 4.6 0.529

Miscellany 8.9 ± 6.5 9.5 ± 7.9 0.945

Note: Non- motor symptoms in healthy controls (HCs) and PD patients without (PD controls) and with diplopia (PD diplopia) are shown as means and 
standard deviations. The Kruskal– Wallis test was used for group comparisons in MDS- UPDRS Part I, post hoc tests are shown for significant group 
differences only, and Mann– Whitney U test was used for NMS dimensions.
Abbreviations: MDS- UPDRS Part I, I.1 cognitive impairment, I.2 hallucination and psychosis, I.3 depressed mood, reported symptoms by patients 
with a maximum of 4 points each.
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regard to cardiovascular, mood, sleep- related, urinary- related, and 
sexual- related symptoms (Table 2).

Hallucinations (p < .03), symptoms of fatigue (p < .005), daytime 
sleepiness (p < .03), and depression (BDI, p < 0.01) are more fre-
quently reported among PD patients compared with HC subjects, 
but did not differ among the PD patients with and without diplo-
pia (Table S1). No group differences were seen in the occurrence of 
symptoms of depression (p >0.45), anxiety (p > .24), and dopamine 
dysregulation (p > .41) assessed by the MDS- UPDRS Part I (Table S1).

3.3  |  Cognitive function

There were no differences in the global cognitive function measured 
with the MMSE (p = .55) and the CERAD total score (p = .11) across 
the three groups. All cognitive test results across the three groups 
are presented in Table 3. PD patients with diplopia had lower scores 
on the TMT- A (measuring attention) compared with HC participants 
(p = .002), but not compared to their counterparts without diplopia 
(p > .12). No group differences were found in language and memory 
function. With regard to executive function, PD patients with diplo-
pia performed significantly worse on the TMT- B and phonematic flu-
ency test compared to PD patients without diplopia (p < .05). Other 
measures of executive function, including semantic fluency (p = .33) 
and the clock- drawing test (p = .30), did not differ across the three 
groups. Visuospatial function was assessed using several independ-
ent tests (Figure 2): PD patients with diplopia had significantly lower 
scores on the pentagon copying test (p < .02), the object decision 
test (p < .02), the number location test (p < .04), and the cube analy-
sis test (p < .02) compared to PD patients without diplopia. A trend 
was observed in the figure copying test (p = .07) (Table 3).

We further combined subtests of the CERAD + to evaluate the 
impairment across the five major cognitive domains (executive func-
tion, memory, attention, language, and visuospatial function) in each 
group (Figure 2). PD patients with diplopia had significantly higher 
visuospatial impairment compared to both PD patients without dip-
lopia (p = .009) and HC subjects (p < .001). They were also more 
impaired in the attention domain compared with HC (p < .03), but 
not compared with the PD control group.

4  |  DISCUSSION

Intermittent diplopia is a common but often under- recognized, 
treatable non- motor symptom in PD patients.12,26 We investigated 
non- demented PD patients with and without diplopia that were 
matched for motor severity, disease duration, and the presence of 
visual hallucinations, along with a group of healthy controls. Overall, 
PD patients with diplopia experienced more non- motor symptoms 
including cognitive problems, perceptual problems, and apathy com-
pared to those without diplopia. PD patients with diplopia reported 
more subjective cognitive problems in an interview compared to 
those without, but the two groups did not differ in measures of global 
cognition. More detailed neuropsychological testing uncovered that 
PD patients with diplopia had more visuospatial and visuopercep-
tive impairment. They performed significantly worse on four out of 
six visuocognitive tests, and the figure copying test showed a trend 
(p = 0.07) toward worse performance. Only one test (dot counting) 
revealed worse results in the diplopia group compared with HC, but 
did not differ across PD patients with and without diplopia, poten-
tially because it was not sensitive enough. The combined analysis of 
the five major cognitive domains further confirmed that visuospatial 

F I G U R E  1  Non- motor symptoms across groups. Non- motor symptoms assessed by the MDS- UPDRS Part I in healthy controls (HC), and 
PD patients without (PD controls) and with diplopia (PD diplopia) are shown as means and standard errors. PD patients with diplopia had 
significantly more cognitive problems and apathy compared to PD patients without diplopia. The Kruskal– Wallis test was used for group 
comparisons in MDS- UPDRS Part I, and post hoc tests are shown for significant group differences only
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    |  445NAUMANN et Al.

TA B L E  3  Group characteristics of cognitive impairment

Cognitive domain Test HC (n = 24)
PD control 
(n = 26)

PD diplopia 
(n = 24) p- value Post hoc tests

GCF CERAD 0.0 ± 1.0 −0.21 ± 1.03 −0.67 ± 1.24 0.105

MMSE 0.0 ± 1.0 −0.31 ± 1.06 −0.38 ± 1.37 0.554

Attention TMT- A 0.0 ± 1.0 – 0.35 ± 1.27 −1.96 ± 3.50 0.002 HC– PDc p = .408

HC– PDdip p = .002

PDc– PDdip p = .125

Language BNT 0.0 ± 1.0 – 0.28 ± 1.27 −0.59 ± 1.24 0.152

Memory— 
verbal/
visual

Word list
learning

0.0 ± 1.0 – 0.01 ± 1.03 −0.26 ± 1.00 0.609

Word list recall 00.0 ± 1. – 0.29 ± 1.03 −0.39 ± 1.03 0.371

Word list recognition 0.0 ± 1.0 −0.52 ± 3.42 −1.00 ± 3.32 0.684

Figure delayed
recall

0.0 ± 1.0 – 0.44 ± 1.21 −0.81 ± 1.45 0.094

Executive
function

Semantic
fluency

0.0 ± 1.0 – 0.01 ± 0.99 −0.32 ± 1.30 0.331

Phonemic fluency 0.0 ± 1.0 0.29 ± 1.18 −0.58 ± 1.03 0.032 HC– PDc p = 1.0

HC– PDdip p = .237

PDc– PDdip p = .030

TMT- B 0.0 ± 1.0 0.77 ± 2.11 −2.33 ± 3.16 <0.001 HC– PDc p = .430

HC– PDdip p < .001

PDc– PDdip p = .044

Clock- drawing test 0.0 ± 1.0 – 0.92 ± 1.96 −1.50 ± 1.48 0.007 HC– PDc p = .318

HC– PDdip p = .005

PDc– PDdip p = .297

Visuospatial function Figure copying 0.0 ± 1.0 −1.17 ± 2.81 −2.63 ± 3.12 0.002 HC– PDc p = .562

HC– PDdip p = .001

PDc– PDdip p = .074

Pentagon Copying 0.0 ± 1.0 – 0.52 ± 2.08 −2.36 ± 3.34 0.002 HC– PDc p = 1.0

PDc– PDdip p = .002

HC– PDdip p = .016

Object decision VOSP 
3

0.0 ± 1.0 – 0.80 ± 1.67 −2.49 ± 1.99 <0.001 HC– PDc p = .237

HC– PDdip p < .001

HC– PDdip p = .015

Dot counting VOSP 5 0.0 ± 1.0 – 0.79 ± 2.82 −2.19 ± 4.62 0.040 HC– PDc p = 1.0

PDc– PDdip p = .039

PDc– PDdip p = .267

Number location 
VOSP 7

0.0 ± 1.0 – 0.41 ± 1.14 −2.43 ± 2.99 0.001 HC– PDc p = .778

HC– PDdip p = .001

PDc– PDdip p = .035

Cube analysis VOSP 8 0.0 ± 1.0 0.46 ± 0.57 −0.94 ± 2.06 0.020 HC– PDc p = .485

HC– PDdip p = .500

PDc– PDdip p = .015

Note: performance across the different cognitive categories is shown as means and standard deviations of the z- scores (see Methods) in healthy 
controls (HC), and PD patients without (PD controls) and with diplopia (PD diplopia). The Kruskal– Wallis test was used for group comparisons, and 
post hoc tests are shown for significant group differences.
Abbreviations: Mini- Mental State Examination (MMSE), Consortium to Establish a Registry for Alzheimer's Disease (CERAD), Boston Naming Test 
(BNT), Trail Making Test (TMT), Visual Object and Space Perception Battery (VOSP)].
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function was the only domain that was impaired in PD patients with 
diplopia compared to those without diplopia and healthy controls. 
Mixed test results were found regarding executive dysfunction. 
Overall, PD patients with diplopia performed worse in two out of 
four tests compared to their counterparts without diplopia. PD 
patients with diplopia performed worse on the clock- drawing test 
compared with HC but not with the PD control group. Overall, this 
might indicate early and subtle changes in this cognitive domain in 

PD patients with diplopia that could result in significant impairment 
over time. No consistent differences in PD patients with and without 
diplopia were found across other cognitive domains including atten-
tion, memory, or language.

A screening test (see methods) ensuring that the participants’ 
visual and sensory capacity during the tests was not diminished 
by diplopia did not reveal group differences. Furthermore, a po-
tential bias by the reduced visual capacity in the PD group with 

F I G U R E  2  Cognitive function across groups. (A) Parkinson's disease (PD) patients with diplopia performed worse on tests for object 
decision (p < .001), dot counting (p = .04), and number location (p = .001) relative to HC. They also performed worse in object decision 
(p < .02), number location (p < .04), and cube analysis (p < .02) relative to PD patients without diplopia. (B) PD patients with diplopia 
performed worse on the pentagon copying test relative to HC subjects (p = .002) and PD patients without diplopia (p < .02). (C) Impairment 
in the five cognitive subcategories is shown in percent for healthy control (HC) subjects, PD patients without diplopia (PD controls), and PD 
patients with diplopia (PD diplopia). The groups differed significantly in visuospatial function impairment (p < .001): PD patients with diplopia 
had greater impairment in visuospatial function compared with HC (p < .001) as well as compared to PD patients without diplopia (p = .009). 
PD patients with diplopia had significantly more impairment in attention compared with HC (p < .03). [Bar graphs show means and standard 
errors; the Kruskal– Wallis test was used for group comparisons, and post hoc tests are shown for significant group differences only]
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diplopia would have resulted in worse test performance across all 
cognitive tests that involve a visual component (ie clock- drawing 
test, TMT- A, visual memory test). However, we cannot exclude the 
possibility that diplopia might have influenced visual cognition re-
sulting in worse visuospatial function in the group with diplopia. 
We compared groups of PD patients that did not differ in visual 
hallucinations to avoid a bias regarding cognitive dysfunction in 
favor of the group with higher frequency of visual hallucinations. 
While the PD groups were matched for age, education, and motor 
disease severity, there were significantly more men in the PD group 
with diplopia compared to the healthy control group, resulting in 
a potential bias when assessing cognitive tests including language 
or visuospatial tasks, that are known to be influenced by sex.27 
However, men do typically perform better in visuospatial tests than 
women.28 Despite the greater percentage of male participants in 
the PD diplopia group, we found greater visuospatial impairment 
in the PD diplopia group compared with the HC group and the PD 
group without diplopia.

Visuospatial deficits can typically result in difficulties in the ev-
eryday lives of patients, including feeling unsafe when driving, having 
trouble navigating new routes, and forgetting where they parked their 
car or placed their keys.11,29 PD patients are especially dependent on 
their visual environment, as they often compensate for their motor 
deficits by guiding their movements visually.10,26 For example, visual 
cues including lines on the floor and width of doorways can help to 
overcome freezing. Thus, impairments in visuospatial function such as 
estimating distances are associated with increased freezing of gait and 
difficulties in car driving.11,30,31 Overall, visuospatial and visuopercep-
tive deficits are associated with impairments in activities of daily life 
and reduced quality of life.12 The visuospatial deficits experienced by 
the PD patients with diplopia in this study may have contributed to 
more frequently self- reported cognitive problems. Even in the absence 
of any evidence of cognitive impairment on cognitive testing, PD pa-
tients with subjective cognitive decline are more likely to be diagnosed 
with cognitive impairment at follow- up.32

Intermittent diplopia in PD is related to heterogeneous mech-
anisms including ophthalmic and oculomotor pathology, motor 
fluctuations, and mechanisms associated with intermediate-  and 
higher- level processing of the visual system. Most forms are treatable 
with ophthalmological interventions, optimization of dopaminergic 
therapy, or anticholinergic therapy. Early and correct diagnosis and 
treatment of this symptom may also prevent more severe symptoms. 
Selective diplopia is considered to be part of a continuum of symp-
toms including visual illusions, hallucinations, and delusions that are 
related to the PD psychosis spectrum, which can progress over the 
course of the disease.5 Although diplopia and visual hallucinations 
are phenomenologically different, the cognitive correlates of those 
symptoms seem to overlap and particularly involve visual- related 
cognition. Formed visual hallucinations in PD patients are typically 
associated with deficits in visuospatial function, object perception, 
and executive dysfunction.5 Recent studies of PD patients with 
minor visual hallucinations, however, did not find differences in cog-
nitive function compared to patients without minor hallucinations,33 

though they do exhibit gray matter volume loss in the dorsal visual 
stream area compared with healthy controls.34

Our findings are clinically relevant since visual hallucinations 
represent the main modifiable predictor for the development of de-
mentia in PD.35 Indeed, appropriate and timely treatment of visual 
hallucinations has been shown to delay further exacerbation of hal-
lucinations in PD.36 Dementia, psychosis, and apathy are associated 
with reduced functionality, more frequent nursing home placement, 
higher mortality, and therapeutic complications.35,37 Therefore, the 
early detection of dementia and psychosis symptoms is critical in 
the clinical management of PD. Intermittent diplopia can occur early 
in the course of the disease and has been found to be a predictive 
factor for visual hallucinations in PD patients.10 The cross- sectional 
nature of our dataset and the relatively small sample size represent 
a limitation regarding the generalizability of our findings. Therefore, 
the predictive value of intermittent diplopia for psychosis and de-
mentia should be investigated in longitudinal studies.

5  |  CONCLUSIONS

In clinical practice, neurologists should be vigilant about diplopia in 
PD patients, since it can be successfully treated with ophthalmo-
logical interventions or through optimization of dopaminergic ther-
apy.15,26 They should actively inquire about diplopia as it can be easily 
overlooked because many patients do not recognize this symptom as 
part of their PD diagnosis. The presence of diplopia in PD patients 
should raise the physician's level of awareness regarding other visual 
deficits including visual hallucinations, cognitive problems, and apa-
thy. Our findings indicate that PD patients with intermittent diplopia 
might belong to a cortical phenotype with prominent cognitive de-
cline and apathy and thus associated with a worse prognosis and the 
need for closer clinical supervision. According to the dual syndrome 
hypothesis,38 early deficits in visuospatial function are indicative of 
posterior cortical and temporal lobe dysfunction, a subtype prone to 
rapid decline to dementia in which cholinergic treatment may offer 
some clinical benefit. Whether timely and successful treatment of 
diplopia in PD patients could potentially prevent the development of 
more severe visual deficits over the course of the disease needs to 
be investigated in future studies.

FUNDING INFORMATION
This research did not receive any specific grant from funding agen-
cies in the public, commercial, or not- for- profit sectors.

ACKNOWLEDG MENTS
We thank David J. Friedrich for assistance in data management.

CONFLIC TS OF INTERE S T
The authors have no conflict of interest to report. FK received hono-
raria for advisory activities and/or lecturing from UCB, Ipsen, Abbott, 
and Bial and holds grants from the German Research Foundation 
(Kl 1276/4 and KI 1276/5). KAS is supported by the Leopoldina 

 16000404, 2021, 4, D
ow

nloaded from
 https://onlinelibrary.w

iley.com
/doi/10.1111/ane.13479 by C

harité - U
niversitaetsm

edizin, W
iley O

nline L
ibrary on [05/12/2022]. See the T

erm
s and C

onditions (https://onlinelibrary.w
iley.com

/term
s-and-conditions) on W

iley O
nline L

ibrary for rules of use; O
A

 articles are governed by the applicable C
reative C

om
m

ons L
icense



448  |    NAUMANN et Al.

Fellowship Program of the German National Academy of Sciences 
Leopoldina (LDS 2016– 08) and the Postdoctoral Fellowship Grant 
No. PF- FBS- 1929 from the Parkinson's Foundation. All remaining 
authors report no financial disclosures.

AUTHORS’  CONTRIBUTIONS
K.A.S., W.N., F.K. and F.M. contributed to the conception and design 
of the study. K.A.S., W.N., S.S., and F.M. acquired the clinical data; 
K.A.S., J.G. and W.N. performed the data and statistical analysis; 
K.A.S., W.N., and F.M. prepared the figures; K.A.S. and W.N. drafted 
the article. All authors revised the article.

E THIC S APPROVAL
All participants gave written informed consent to the study protocol, 
approved by the ethics committee of the Charité.

DATA AVAIL ABILIT Y S TATEMENT
Deidentified data will be made available to interested investigators 
for the purpose of replicating results.

ORCID
Katharina A. Schindlbeck  https://orcid.
org/0000-0002-5643-556X 

R E FE R E N C E S
 1. Schapira AHV, Chaudhuri KR, Jenner P. Non- motor features of 

Parkinson disease. Nat Rev Neurosci. 2017;18(7):435- 450. https://
doi.org/10.1038/nrn.2017.62

 2. Postuma RB, Berg D. Advances in markers of prodromal Parkinson 
disease. Nat Rev Neurol. 2016;12(11):622- 634. https://doi.
org/10.1038/nrneu rol.2016.152

 3. Han G, Han J, Han K, Youn J, Chung T, Lim DH. Visual acuity and de-
velopment of Parkinson's disease: a nationwide cohort study. Mov 
Disord. 2020;35(9):1532- 1541. https://doi.org/10.1002/mds.28184

 4. Sauerbier A, Jenner P, Todorova A, Chaudhuri KR. Non motor sub-
types and Parkinson’s disease. Park Relat Disord. 2016;22:S41- S46. 
https://doi.org/10.1016/j.parkr eldis.2015.09.027

 5. Ffytche DH, Creese B, Politis M, et al. The psychosis spectrum in 
Parkinson disease. Nat Rev Neurol. 2017;13(2):81- 95. https://doi.
org/10.1038/nrneu rol.2016.200

 6. Aarsland D, Andersen K, Larsen JP, Lolk A, Kragh- Sørensen P. 
Prevalence and characteristics of dementia in Parkinson disease: an 
8- year prospective study. Arch Neurol. 2003;60(3):387- 392. https://
doi.org/10.1001/archn eur.60.3.387

 7. Aarsland D, Andersen K, Larsen JP, et al. The rate of cognitive de-
cline in Parkinson disease. Arch Neurol. 2004;61(12):1906- 1911. 
https://doi.org/10.1001/archn eur.61.12.1906

 8. Gibson G, Mottram PG, Burn DJ, et al. Frequency, prevalence, in-
cidence and risk factors associated with visual hallucinations in a 
sample of patients with Parkinson’s disease: a longitudinal 4- year 
study. Int J Geriatr Psychiatry. 2013;28(6):626- 631. https://doi.
org/10.1002/gps.3869

 9. Nebe A, Ebersbach G. Selective diplopia in Parkinson’s dis-
ease: a special subtype of visual hallucination? Mov Disord. 
2007;22(8):1175- 1178. https://doi.org/10.1002/mds.21298

 10. Schindlbeck KA, Schönfeld S, Naumann W, et al. Characterization 
of diplopia in non- demented patients with Parkinson’s disease. 
Parkinsonism Relat Disord. 2017;45:1- 6. https://doi.org/10.1016/J.
PARKR ELDIS.2017.09.024

 11. Davidsdottir S, Cronin- Golomb A, Lee A. Visual and spatial symp-
toms in Parkinson’s disease. Vision Res. 2005;45:1285- 1296. https://
doi.org/10.1016/j.visres.2004.11.006

 12. Urwyler P, Nef T, Killen A, et al. Visual complaints and visual hallu-
cinations in Parkinson’s disease. Park Relat Disord. 2014;20(3):318- 
322. https://doi.org/10.1016/j.parkr eldis.2013.12.009

 13. Savitt J, Aouchiche R. Management of visual dysfunction in patients 
with Parkinson’s disease. J Parkinsons Dis. 2020;10(s1):S49- S56. 
https://doi.org/10.3233/JPD- 202103

 14. Alves M, Miranda A, Narciso MR, Mieiro L, Fonseca T. Diplopia: a 
diagnostic challenge with common and rare etiologies. Am J Case 
Rep. 2015;16:220. https://doi.org/10.12659/ AJCR.893134

 15. Visser F, Vlaar AMM, Borm CDJM, et al. Diplopia in Parkinson’s disease: 
visual illusion or oculomotor impairment? J Neurol. 2019;266(10):2457- 
2464. https://doi.org/10.1007/s0041 5- 019- 09430 - w

 16. Beck AT, Ward CH, Mendelson M, Mock J, Erbaugh J. An inventory 
for measuring depression. Arch Gen Psychiatry. 1961;4:561- 571. 
https://doi.org/10.1001/archp syc.1961.01710 12003 1004

 17. Goetz CG, Fahn S, Martinez- Martin P, et al. Movement disorder 
society- sponsored revision of the unified Parkinson’s disease rating 
scale (MDS- UPDRS): process, format, and clinimetric testing plan. 
Mov Disord. 2007;22(1):41- 47. https://doi.org/10.1002/mds.21198

 18. Chaudhuri KR, Martinez- Martin P, Brown RG, et al. The metric 
properties of a novel non- motor symptoms scale for Parkinson’s 
disease: Results from an international pilot study. Mov Disord. 
2007;22(13):1901- 1911. https://doi.org/10.1002/mds.21596

 19. Herlofson K, Larsen JP. Measuring fatigue in patients with Parkinson’s 
disease- the fatigue sevritey scale. Eur J Neurol. 2002;9(6):595- 600. 
https://doi.org/10.1046/j.1468- 1331.2002.00444.x

 20. Johns MW. A new method for measuring daytime sleepiness: the 
Epworth sleepiness scale. Sleep. 1991;14(6):540- 545. https://doi.
org/10.1016/j.sleep.2007.08.004

 21. Tomlinson CL, Stowe R, Patel S, Rick C, Gray R, Clarke CE. 
Systematic review of levodopa dose equivalency reporting in 
Parkinson’s disease. Mov Disord. 2010;25(15):2649- 2653. https://
doi.org/10.1002/mds.23429

 22. Chandler MJ, Lacritz LH, Hynan LS, et al. A total score for the 
CERAD neuropsychological battery. Neurology. 2005;65(1):102- 
106. https://doi.org/10.1212/01.wnl.00001 67607.63000.38

 23. Welsh KA, Butters N, Mohs RC, et al. The consortium to establish a 
registry for Alzheimer’s disease (CERAD). part V. a normative study 
of the neuropsychological battery. Neurology. 1994;44(4):609- 614. 
https://doi.org/10.1212/WNL.44.4.609

 24. Shulman KI, Gold DP, Cohen CA, Zucchero CA. Clock- drawing and de-
mentia in the community: a longitudinal study. Int J Geriatr Psychiatry. 
1993;8:487- 496. https://doi.org/10.1002/gps.93008 0606

 25. Warrington EK, James M. The Visual Object and Space Perception 
Battery. Bury St. Edmunds: Thames Valley Test Company; 1991.

 26. Ekker MS, Janssen S, Seppi K, et al. Ocular and visual disor-
ders in Parkinson’s disease: common but frequently overlooked. 
Parkinsonism Relat Disord. 2017;40:1- 10. https://doi.org/10.1016/J.
PARKR ELDIS.2017.02.014

 27. Picillo M, Nicoletti A, Fetoni V, Garavaglia B, Barone P, Pellecchia 
MT. The relevance of gender in Parkinson’s disease: a review. J 
Neurol. 2017;264(8):1583- 1607. https://doi.org/10.1007/s0041 
5- 016- 8384- 9

 28. Guerrieri GM, Wakim PG, Keenan PA, et al. Sex differences 
in visuospatial abilities persist during induced hypogonadism. 
Neuropsychologia. 2016;81:219- 229. https://doi.org/10.1016/j.
neuro psych ologia.2015.12.021

 29. Weil RS, Schrag AE, Warren JD, Crutch SJ, Lees AJ, Morris HR. 
Visual dysfunction in Parkinson’s disease. Brain. 2016;139(11):2827- 
2843. https://doi.org/10.1093/brain/ aww175

 30. Amick MM, Grace J, Ott BR. Visual and cognitive predictors of driv-
ing safety in Parkinson’s disease patients. Arch Clin Neuropsychol. 
2007;22(8):957- 967. https://doi.org/10.1016/j.acn.2007.07.004

 16000404, 2021, 4, D
ow

nloaded from
 https://onlinelibrary.w

iley.com
/doi/10.1111/ane.13479 by C

harité - U
niversitaetsm

edizin, W
iley O

nline L
ibrary on [05/12/2022]. See the T

erm
s and C

onditions (https://onlinelibrary.w
iley.com

/term
s-and-conditions) on W

iley O
nline L

ibrary for rules of use; O
A

 articles are governed by the applicable C
reative C

om
m

ons L
icense

https://orcid.org/0000-0002-5643-556X
https://orcid.org/0000-0002-5643-556X
https://orcid.org/0000-0002-5643-556X
https://doi.org/10.1038/nrn.2017.62
https://doi.org/10.1038/nrn.2017.62
https://doi.org/10.1038/nrneurol.2016.152
https://doi.org/10.1038/nrneurol.2016.152
https://doi.org/10.1002/mds.28184
https://doi.org/10.1016/j.parkreldis.2015.09.027
https://doi.org/10.1038/nrneurol.2016.200
https://doi.org/10.1038/nrneurol.2016.200
https://doi.org/10.1001/archneur.60.3.387
https://doi.org/10.1001/archneur.60.3.387
https://doi.org/10.1001/archneur.61.12.1906
https://doi.org/10.1002/gps.3869
https://doi.org/10.1002/gps.3869
https://doi.org/10.1002/mds.21298
https://doi.org/10.1016/J.PARKRELDIS.2017.09.024
https://doi.org/10.1016/J.PARKRELDIS.2017.09.024
https://doi.org/10.1016/j.visres.2004.11.006
https://doi.org/10.1016/j.visres.2004.11.006
https://doi.org/10.1016/j.parkreldis.2013.12.009
https://doi.org/10.3233/JPD-202103
https://doi.org/10.12659/AJCR.893134
https://doi.org/10.1007/s00415-019-09430-w
https://doi.org/10.1001/archpsyc.1961.01710120031004
https://doi.org/10.1002/mds.21198
https://doi.org/10.1002/mds.21596
https://doi.org/10.1046/j.1468-1331.2002.00444.x
https://doi.org/10.1016/j.sleep.2007.08.004
https://doi.org/10.1016/j.sleep.2007.08.004
https://doi.org/10.1002/mds.23429
https://doi.org/10.1002/mds.23429
https://doi.org/10.1212/01.wnl.0000167607.63000.38
https://doi.org/10.1212/WNL.44.4.609
https://doi.org/10.1002/gps.930080606
https://doi.org/10.1016/J.PARKRELDIS.2017.02.014
https://doi.org/10.1016/J.PARKRELDIS.2017.02.014
https://doi.org/10.1007/s00415-016-8384-9
https://doi.org/10.1007/s00415-016-8384-9
https://doi.org/10.1016/j.neuropsychologia.2015.12.021
https://doi.org/10.1016/j.neuropsychologia.2015.12.021
https://doi.org/10.1093/brain/aww175
https://doi.org/10.1016/j.acn.2007.07.004


    |  449NAUMANN et Al.

 31. Nantel J, McDonald JC, Tan S, Bronte- Stewart H. Deficits in visu-
ospatial processing contribute to quantitative measures of freez-
ing of gait in Parkinson’s disease. Neuroscience. 2012;221:151- 156. 
https://doi.org/10.1016/j.neuro scien ce.2012.07.007

 32. Purri R, Brennan L, Rick J, et al. Subjective cgnitive complaint in 
Parkinson’s disease patients with normal cognition: canoary in 
the coal mine? Mov Disord. 2020;35(9):1618– 1625. https://doi.
org/10.1002/mds.28115

 33. Llebaria G, Pagonabarraga J, Martínez- Corral M, et al. 
Neuropsychological correlates of mild to severe hallucinations in 
Parkinson’s disease. Mov Disord. 2010;25(16):2785- 2791. https://
doi.org/10.1002/mds.23411

 34. Pagonabarraga J, Soriano- Mas C, Llebaria G, López- Solà M, 
Pujol J, Kulisevsky J. Neural correlates of minor hallucinations 
in non- demented patients with Parkinson’s disease. Park Relat 
Disord. 2014;20(3):290- 296. https://doi.org/10.1016/j.parkr 
eldis.2013.11.017

 35. Guo Y, Xu W, Liu F, et al. Modifiable risk factors for cognitive impair-
ment in Parkinson's disease: a systematic review and meta- analysis 
of prospective cohort studies. Mov Disord. 2019;34(6):876– 883. 
https://doi.org/10.1002/mds.27665

 36. Goetz CG, Fan W, Leurgans S. Antipsychotic medication treatment 
for mild hallucinations in Parkinson’s disease: positive impact on 
long- term worsening. Mov Disord. 2008;23(11):1541- 1545. https://
doi.org/10.1002/mds.22132

 37. Aarsland D, Larsen JP, Tandberg E, Laake K. Predictors of nurs-
ing home placement in Parkinson’s disease: a population- based. 
Prospective Study. J Am Geriatr Soc. 2000;48(8):938- 942. https://
doi.org/10.1111/j.1532- 5415.2000.tb068 91.x

 38. Kehagia AA, Barker RA, Robbins TW. Cognitive impairment in 
Parkinson’s disease: the dual syndrome hypothesis. Neurodegener 
Dis. 2012;11(2):79- 92. https://doi.org/10.1159/00034 1998

SUPPORTING INFORMATION
Additional supporting information may be found online in the 
Supporting Information section.

How to cite this article: Naumann W, Gogarten J, Schönfeld 
S, Klostermann F, Marzinzik F, Schindlbeck KA. Diplopia in 
Parkinson's disease: Indication of a cortical phenotype with 
cognitive dysfunction?. Acta Neurol Scand. 2021;144:440– 
449. https://doi.org/10.1111/ane.13479

 16000404, 2021, 4, D
ow

nloaded from
 https://onlinelibrary.w

iley.com
/doi/10.1111/ane.13479 by C

harité - U
niversitaetsm

edizin, W
iley O

nline L
ibrary on [05/12/2022]. See the T

erm
s and C

onditions (https://onlinelibrary.w
iley.com

/term
s-and-conditions) on W

iley O
nline L

ibrary for rules of use; O
A

 articles are governed by the applicable C
reative C

om
m

ons L
icense

https://doi.org/10.1016/j.neuroscience.2012.07.007
https://doi.org/10.1002/mds.28115
https://doi.org/10.1002/mds.28115
https://doi.org/10.1002/mds.23411
https://doi.org/10.1002/mds.23411
https://doi.org/10.1016/j.parkreldis.2013.11.017
https://doi.org/10.1016/j.parkreldis.2013.11.017
https://doi.org/10.1002/mds.27665
https://doi.org/10.1002/mds.22132
https://doi.org/10.1002/mds.22132
https://doi.org/10.1111/j.1532-5415.2000.tb06891.x
https://doi.org/10.1111/j.1532-5415.2000.tb06891.x
https://doi.org/10.1159/000341998
https://doi.org/10.1111/ane.13479

