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Introduction

Abstract

Objective: To investigate whether the burden of white matter hyperintensities
(WMHs) is associated with the risk of developing levodopa-induced dyskinesia
(LID) in Parkinson’s disease (PD). Methods: According to the Clinical Research
Center for Dementia of South Korea WMH visual rating scale, 336 patients
with drug-naive early stage PD (follow-up >3 years) were divided into two
groups of PD with minimal WMHs (PD-WMH—; n = 227) and moderate-to-
severe WMHs (PD-WMH+; n = 109). The Cox regression model was used to
estimate the hazard ratio for the development of LID in the PD-WMH + group
compared with the PD-WMH- group, while adjusting for age at PD onset, sex,
striatal dopamine depletion, and PD medication dose. Additionally, we assessed
the effects of WMH burden rated by the Scheltens scale and regional WMH
distribution on the development of LID. Results: Patients in the PD-
WMH + group were older and had more severe parkinsonian motor signs
despite comparable striatal dopamine transporter availability than those in the
PD-WMH- group. Patients in the PD-WMH + group had a higher risk of
developing LID (hazard ratio, 2.66; P < 0.001) than those in the PD-WMH-
group after adjustment for other confounding factors. A greater WMH burden
was associated with earlier occurrence of LID (hazard ratio, 1.04; P = 0.001),
although the effects of WMHs on LID development did not exhibit region-
specific patterns. Interpretation: The present study demonstrates that the bur-
den of WMHs is associated with occurrence of LID in patients with PD, sug-
gesting comorbid WMHs as a risk factor for LID.

networks (i.e., striato-cortical, cortico-cortical, and cere-
bello-cortical connections),* which is also associated with

Levodopa-induced dyskinesia (LID) occurs within several
years in most patients with Parkinson’s disease (PD) who
have undergone chronic dopamine replacement therapy,'
although the timing of the development of LID varies
among patients. The pathogenesis underlying LID consists
of two major events>: loss of nigral dopaminergic neu-
rons with an impaired capacity for striatal dopamine stor-
age and plastic alterations of the basal ganglia structures
in response to pulsatile stimulations with exogenous
dopamine. Additionally, it has been widely gaining accep-
tance that both presynaptic and postsynaptic mechanisms
are likely to result in aberrant plasticity in motor

the early development of LID.””

White matter hyperintensities (WMHs) are commonly
observed in approximately 30-50% of patients with PD,*’
and several studies have demonstrated that a greater
WMH burden is associated with severe motor impair-
ments, especially axial motor symptoms, in PD.'%"'?
However, these previous studies were essentially cross-sec-
tional, and the effects of WMHs on long-term motor out-
comes, including the development of LID, have not yet
been reported. Given that WM alterations may disconnect
the motor cortex from the basal ganglia and cerebellum'’
and even exert actions outside the visible lesions by
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remote effects,'*'> we hypothesized that an increased

WMH burden would be associated with a higher risk of
LID in patients with PD. To test this, we investigated the
occurrence of LID in 336 patients with de novo PD
according to the severity of WMHs during a follow-up
period of approximately 5.5 years. In addition, we evalu-
ated whether the impact of WMHs on the development
of LID would depend on regional WMH distribution.

Methods

Subjects

We retrospectively reviewed the medical records of 484
consecutive patients with drug-naive early stage PD who
visited the movement disorders outpatient clinic at Sever-
ance Hospital between April 2009 and September 2015.
Of these, 148 patients were lost to follow-up within
3 years and were excluded from the study. A total of 336
patients were treated with PD medications for at least
3 years, with doses adjusted for effective symptom control
according to the patient’s response. PD was diagnosed
according to the clinical diagnostic criteria of the United
Kingdom Parkinson’s disease Society Brain Bank. All sub-
jects underwent brain magnetic resonance imaging (MRI)
scans at initial assessment, including fluid-attenuated
inversion recovery (FLAIR) sequence images, and '*F-N-
(3-fluoropropyl)-2f-carbon ethoxy-3[3-(4-iodophenyl)
nortropane ('®F-FP-CIT) positron emission tomography
(PET). Parkinsonian motor symptoms were assessed using
the Unified Parkinson’s Disease Rating Scale Part III
(UPDRS-IIT). PD medication doses were calculated as
levodopa-equivalent doses (LEDs).'® This study was
approved by the Yonsei University Severance Hospital
institutional review board, and the need for informed
consent was waived because of the retrospective nature of
the study.

Rating of the WMH burden in patients with
PD

Acquisition of FLAIR sequence images

Of the 336 patients with PD, 277 (82.4%) patients under-
went brain MRI scans at Severance Hospital using a 3.0 T
scanner (Achieva; Philips Medical System, Best, The
Netherlands). The FLAIR sequence images were acquired
with the following parameters: matrix, 512 x 512; slice
number, 22; pixel spacing, 0.449 x 0.449 mm?; slice
thickness, 5 mm; gap, 2 mm; field of view, 230 mm; rep-
etition time, 11,000 msec; echo time, 125 msec; inversion
time, 2,800 msec; flip angle, 90°. The other 59 (17.6%)
patients underwent brain MRI scans including FLAIR
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sequence images at other hospitals before being referred
to our hospital.

Classification of patients with PD according to the
severity of WMHSs

The WMH burden of all 336 patients with de novo PD was
rated on FLAIR images using the Clinical Research Center
for Dementia of South Korea (CREDOS) WMH visual rat-
ing scale, which correlated well with the automatically mea-
sured WMH volume in a previous work.'”'® First, the
modified Fazekas scale was used to describe the extent of
periventricular and deep WMHs."” Hyperintensities evident
in the axial slice just above the top of the lateral ventricles
were considered to be periventricular WMH, whereas hyper-
intensities evident in the second or more axial slices above
the top of the lateral ventricles were considered to be deep
WMH."” Periventricular WMHs were classified as P1 (cap
and band <5 mm), P2 (between P1 and P3), or P3 (10 mm
<cap or band) based on the size of cap and band, which
were perpendicular and horizontal to the ventricle, respec-
tively. Deep WMH were classified as D1 (maximum diame-
ter of deep white matter lesion <10 mm), D2 (10 mm
<lesion <25 mm), or D3 (lesion >25 mm) based on the
longest diameter of the white matter lesions (see Fig. 1).
Then, we divided the patients into two groups according to
the CREDOS ischemia classification system: a PD group
with minimal WMHs (D1P1 and DI1P2; PD-WMH-;
n =227) and a PD group with moderate-to-severe WMHs
(D1P3, D2P1, D2P2, D2P3, D3P1, D3P2, and D3P3; PD-
WMH+, n = 109). WMH ratings were performed by two
neurologists (LYH and YHS) blinded to the clinical infor-
mation. The inter-rater reliability for ratings of periventricu-
lar WMH and deep WMH was excellent (x = 0.887 and
0.899, respectively), and the raters reached a consensus in
cases of discrepancy.

A semi-quantitative rating of WMHs using the
Scheltens scale

Additionally, two neurologists (LYH and YHS) assessed
the WMH burden of each patient using the Scheltens
scale in which periventricular and lobar (frontal, parietal,
temporal, and occipital) WMHs, as well as basal ganglia
and infratentorial signal hyperintensities were rated sepa-
rately in a semi-quantitative manner.”® A final consensus
rating between the two raters was used for the analysis.

Quantitative analyses of the "®F-FP-CIT PET
images

We used the same methodology to obtain and analyze the
"E-FP-CIT PET data to calculate the dopamine
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Figure 1. Examples of cases rated as P1, P2, P3, and D1, D2, D3.

transporter (DAT) availability in the posterior putamen
as previously described (see Data S1).*'

Assessment of the development of LID in
the PD groups

After the diagnosis of PD, patients visited our outpatient
clinic at 3- to 4-month intervals, and two movement dis-
order specialists (SYH and LPH) assessed the presence of
LID at every visit (average number of visits, 20.20 £ 6.37
times). The time from treatment initiation to the onset of
LID was assessed with Kaplan—Meier estimates in the 109
patients with moderate-to-severe WMHs and the 227
patients with minimal WMHs. A log-rank test was used
to compare the Kaplan—Meier plots between the PD
groups. To assess the effect of WMHs on the develop-
ment of LID, the Cox regression model was used to esti-
mate hazard ratios (HR) and 95% confidence intervals
(CI) while adjusting for age at PD onset, sex, DAT avail-
ability in the posterior putamen, and LED per body
weight at LID onset in patients with dyskinesia or at the
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last visit to the outpatient clinic in those without
dyskinesia.

Additionally, to reduce the effects of potential con-
founding factors and provide the covariate balance,
propensity scores were used to match the PD-
WMH + group with a subset of the PD-WMH-
group. The propensity score for the predicted proba-
bility of the severity of WMHs in each patient was
estimated using a logistic regression model including
the patient’s age at parkinsonian symptom onset, sex,
PD duration, UPDRS-III scores, and DAT availability
in the posterior putamen as variables. Then, we cre-
ated a propensity score-matched cohort by matching
each subject with moderate-to-severe WMHs to one
subject with minimal WMHs (a 1:1 match). The
propensity score matching was performed with the R
software package, version 3.4.0 (http://www.r-project.
org). Sensitivity analyses were then performed in
these matched samples (i.e., the 109 patients in the
PD-WMH + group and the matched 109 patients in
the PD-WMH- group; see Data SI).
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Assessment of the development of LID
according to the regional WMH burden

Cox regression analysis was performed to assess the effect
of the regional WMH burden rated by the Scheltens
scale®® on the development of LID, while adjusting for
age at PD onset, sex, DAT availability in the posterior
putamen, and LED per body weight. In addition, to
demonstrate which regional WMHs (i.e., periventricular,
lobar [frontal, parietal, temporal, and occipital], basal
ganglia, and infratentorial WMHs) is more explanatory
and informative in predicting the development of LID,
the following parameters were calculated for each Cox
regression model: the Akaike information criterion (AIC),
the discriminatory ability assessed by the linear trend chi-
squared test, the concordance index (Harrell’s C-index),
and a global concordance probability (integrated area
under the curve [iAUC]). A smaller AIC and larger dis-
criminatory ability, Harrell’s C-index, and iAUC indicate
the preferred model with better predictive accuracy. We
also compared the iAUC between the Cox regression
models using a bootstrapping method with resampling
1000 times.

Table 1. Baseline demographic characteristics in patients with PD.

S. J. Chung et al.

Statistical analyses

The baseline demographic characteristics, WMHs rated by
the Scheltens scale, and the striatal DAT availability of the
PD groups were compared with Student’s t-tests and
Pearson’s chi-squared tests. The effect of WMHs on the
development of LID was assessed with a log-rank test and
the Cox regression model as described above. Pearson’s
correlation coefficients were calculated to assess the corre-
lation between the WMH rating scores in each brain
region. The statistical analyses were performed with SPSS
(version 23.0; IBM Corporation, Armonk, NY, USA), and
results with a two-tailed p-value <0.05 were considered
statistically significant.

Results

Baseline clinical characteristics of the
patients with PD

Baseline demographic characteristic and clinical features
are listed in Table 1. The patients in the PD-
WMH + group (n =109) were older and had higher

Overall series

Propensity score-matched pairs'

PD-WMH- (n = 227) PD-WMH+ (n = 109) P-value PD-WMH- (n = 109) PD-WMH+ (n = 109) P-value

Demographic characteristics

Age (years) 63.92 + 9.59 70.14 + 7.82 <0.001 69.49 + 8.39 70.14 £ 7.82 0.553

Female, No. (%) 113 (49.5%) 56 (51.4%) 0.784 51 (46.8%) 56 (51.4%) 0.498

Onset of age (years) 62.45 + 9.74 68.68 + 7.85 <0.001 68.08 + 8.46 68.68 + 7.85 0.590

PD duration (months) 17.43 + 14.71 17.60 £+ 16.23 0.926 16.88 £ 14.18 17.60 + 16.23 0.729

UPDRS-IlI 21.45 £ 9.06 26.30 £ 10.12 <0.001 2417 £ 8.73 26.30 £ 10.12 0.098
Vascular risk factors

Hypertension 74 (32.6%) 58 (53.2%) <0.001 45 (41.3%) 58 (53.2%) 0.078

Diabetes mellitus 28 (12.3%) 26 (23.9%) 0.007 17 (15.6%) 26 (23.9%) 0.126

Dyslipidemia 32 (14.1%) 22 (20.2%) 0.155 17 (15.6%) 22 (20.2%) 0.377

Body mass index 23.52 £ 2.99 23.17 £ 3.25 0.334 23.52 + 3.04 23.17 £ 3.25 0.410

LID occurrence, No. (%) 58 (25.6%) 43 (39.4%) 0.009 24 (22.0%) 43 (39.4%) 0.005
WMH burden?

Periventricular WMHs 1.77 £ 1.12 427 +£1.27 <0.001 2.08 + 1.19 4.27 £ 1.27 <0.001

Lobar WMHSs 3.89 + 3.01 12.13 £ 3.78 <0.001 4.45 + 3.24 12.13 £ 3.78 <0.001

Basal ganglia WMHSs 0.48 £ 0.98 2.84 +£2.94 <0.001 0.61 £ 1.11 2.84 £ 294 <0.001

Infratentorial WMHs 0.36 + 0.83 0.95 + 1.33 <0.001 0.43 + 0.97 0.95 + 1.33 <0.001
Total WMHSs 6.40 + 4.16 20.06 £+ 6.79 <0.001 7.50 + 4.45 20.06 + 6.79 <0.001
DAT availability

Posterior putamen 1.35 +£ 0.42 1.31 + 0.45 0.181 1.27 + 0.38 1.31 £ 0.45 0.536

Values are expressed as mean =+ standard deviation or number (percentage). Abbreviations: PD, Parkinson's disease; PD-WMH-, PD group with
minimal white matter hyperintensities (WMHs); PD-WMH-+, PD group with moderate-to-severe WMHs; UPDRS-III, the Unified Parkinson’s Disease
Rating Scale Part Ill; LID, levodopa-induced dyskinesia; DAT, dopamine transporter.

"Propensity score matching using a logistic regression model including the age at onset, sex, PD duration, UPDRS-IIl scores, and DAT availability in
the posterior putamen as predictors.

Based on the Scheltens scale (Journal of the Neurological Sciences 1993;114:7-12).
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Proportion of PD patients without LID
Proportion of PD patients without LID

0.0 0.0
0 2 i 6 8 10 3 ] T z 3 o

No. at risk Time (years) No. at risk Time (years)
PD-WMH- 227 222 178 83 22 0 PD-WMH- 109 107 88 32 8 0
PD-WMH+ 109 103 73 17 3 0 PD-WMH+ 109 103 73 17 3 0
No. of event No. of event
PD-WMH- 0 5 20 41 56 58 PD-WMH- 0 2 7 19 23 24
PD-WMH+ 0 6 23 39 43 43 PD-WMH+ 0 6 23 39 43 43

Figure 2. Curves of Kaplan-Meier estimates of the onset of levodopa-induced dyskinesia (LID) after treatment initiation in patients with
moderate-to-severe  WMHs and matched patients with minimal WMHs. (A) Overall series. (B) Propensity score-matched pairs. The PD-
WMH + group had a higher risk of early development of LID than the PD-WMH- group (Pog-rank < 0.001). The crosses in the graphs indicate
censored data. Abbreviations: PD-WMH-, PD group with minimal white matter hyperintensities; PD-WMH+, PD group with moderate-to-severe
white matter hyperintensities.

UPDRS-III scores and a higher prevalence of hypertension
and diabetes mellitus than those in the PD-WMH- group
(n =227). There were no significant differences in sex,
PD duration, and motor subtypes between the PD groups.
The PD-WMH + group showed a greater WMH burden,

putamen was comparable between the PD-WMH + group

(1.31 £ 0.45) and PD-WMH- group (1.35 £ 0.42;
P =0.181).
Propensity score subsamples (109 in the PD-

WMH + group and 109 matched samples in the PD-

as rated by the Scheltens scale’, in the periventricular, WMH- group) revealed no significant differences in base-
line demographic characteristics and striatal DAT avail-

ability between the PD groups, although the PD-

lobar, basal ganglia, and infratentorial regions than the
PD-WMH- group. DAT availability in the posterior

Table 2. Cox regression analysis for the development of levodopa-induced dyskinesia in Parkinson’s disease groups according to white matter
hyperintensities.

Overall series Propensity score-matched pairs’

Factors Hazard ratio (95% Cl) P-value Hazard ratio (95% Cl) P-value
Group (PD-WMH + vs. PD-WMH-) 2.660 (1.742—4.062) <0.001 2.429 (1.459-4.042) 0.001
Age at PD onset 0.973 (0.953-0.994) 0.014 0.979 (0.951-1.008) 0.149
Sex (Female vs. Male) 1.718 (1.143-2.581) 0.009 1.886 (1.144-3.109) 0.013
DAT availability in posterior putamen 0.592 (0.373-0.941) 0.027 0.583 (0.328-1.036) 0.066
LED per body weight 1.005 (0.982-1.028) 0.670 1.017 (0.963-1.074) 0.547

Abbreviations: PD, Parkinson’s disease; PD-WMH+, PD group with moderate-to-severe white matter hyperintensities; PD-WMH-, PD group with
minimal white matter hyperintensities; DAT, dopamine transporter; LED, levodopa-equivalent; Cl, confidence interval.

"Propensity score matching using a logistic regression model including the age at onset, sex, PD duration, UPDRS-IIl scores, and DAT availability in
the posterior putamen as predictors.
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WMH + group tended to have higher UPDRS-III scores
(P =10.098) and a higher prevalence of hypertension
(P =0.078) than the matched PD-WMH- group. The
PD-WMH + group exhibited a greater WMH burden
based on the Scheltens scale’” than the matched PD-
WMH- group (Table 1).

Development of LID in the PD groups
according to WMH severity

During the follow-up period, LID developed in 43 (39.4%)
of the 109 patients in the PD-WMH + group (follow-up
duration, 543 + 1.66 years) and in 58 (25.6%) of the 227
patients in the PD-WMH- group (follow-up duration,
5.99 £ 1.87 years). The Kaplan—Meier analyses revealed that
the PD-WMH + group had a higher risk of developing LID
than the PD-WMH- group (Piog.rank <0.001; Fig. 2A). The
HR for developing LID after starting PD medication in the
PD-WMH + group compared with the PD-WMH- group
was 2.660 (95% CI [1.742 — 4.062]; p < 0.001), indicating
that the PD-WMH + group had a higher risk of developing
LID than the PD-WMH- group when the model was
adjusted for age at PD onset, sex, baseline striatal dopamine
depletion, and LED per body weight. In addition, older age
at onset, male sex, and mildly decreased DAT availability in
the posterior putamen were associated with a lower risk of
developing LID (Table 2).

We also obtained consistent results in propensity score
subsamples: The PD-WMH + group had a higher risk of
developing LID than the matched PD-WMH- group
(Piogrank  <0.001, Fig. 2B; HR 2429, 95% CI
[1.459 — 4.042], P = 0.001, Table 2).

Development of LID according to the
regional WMH burden

The Cox regression model demonstrated that a greater
total WMH burden based on the Scheltens scale was

S. J. Chung et al.

associated with a higher risk of developing LID in either
overall samples (HR, 1.044; 95% CI, [1.018 — 1.071];
P =0.001) or propensity score subsamples (HR, 1.040;
95% CI, [1.012 — 1.069]; P = 0.005). Younger age at
onset, female sex, and severely decreased DAT availability
in the posterior putamen were also associated with a
higher risk of developing LID (Table 3).

Moreover, we investigated whether the impact of
WMHs on the development of LID would depend on the
regional WMH distribution. The Cox regression models
demonstrated that periventricular (HR, 1.139; 95% CI
[0.998 — 1.300]; P = 0.053), lobar (HR, 1.067; 95% CI
[1.025 — 1.110]; P = 0.002), basal ganglia (HR, 1.132;
95% CI [1.034 — 1.239]; P = 0.007), and infratentorial
(HR, 1.216; 95% CI [1.022 — 1.445]; P = 0.027) WMHs
were significantly associated with LID occurrence
(Table S1). In addition, WMH burden in the frontal
(HR, 1.196; 95% CI [1.047 — 1.366]; P = 0.008), parietal
(HR, 1.214; 95% CI [1.073 — 1.373]; P = 0.002), tempo-
ral (HR, 1.187; 95% CI [1.026 — 1.372]; P = 0.021), and
occipital (HR, 1.261; 95% CI [1.081 — 1.470]; P = 0.003)
lobes significantly affected the occurrence of LID
(Table S2). The predictive ability of each Cox regression
model was comparable in terms of the AIC, discrimina-
tory ability, and Harrell’'s C-index (Table 4). In particular,
there were no significant differences in the iAUC between
the Cox regression models, which were calculated using a
bootstrapping method with resampling 1000 times. In
correlation analyses, there was a strong correlation
between WMH rating scores in each brain region with a
sufficiently large effect size (correlation coefficients >0.5;
Table S3).

Discussion

This study investigated the effects of baseline WMH bur-
den on the development of LID in patients with drug-
naive early stage PD. The major findings were as follows:

Table 3. Cox regression analysis for the development of levodopa-induced dyskinesia according to white matter hyperintensities assessed by the

Scheltens scale.

Overall series

Propensity score-matched pairs'

Factors Hazard ratio (95% Cl) P-value Hazard ratio (95% Cl) P-value
Total WMHSs 1.044 (1.018-1.071) 0.001 1.040 (1.012-1.069) 0.005
Age at PD onset 0.971 (0.949-0.994) 0.013 0.968 (0.940-0.998) 0.037
Sex (Female vs. Male) 1.594 (1.060-2.396) 0.025 1.718 (1.042-2.830) 0.034
DAT availability in posterior putamen 0.545 (0.336-0.882) 0.014 0.548 (0.300-1.001) 0.050
LED per body weight 1.006 (0.985-1.028) 0.566 1.030 (0.977-1.087) 0.273

Abbreviations: WMHs, white matter hyperintensities; PD, Parkinson’s disease; DAT, dopamine transporter; LED, levodopa-equivalent; Cl, confi-

dence interval.

"Propensity score matching using a logistic regression model including the age at onset, sex, PD duration, UPDRS-IIl scores, and DAT availability in

the posterior putamen as predictors.
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Table 4. The predictive accuracy of the Cox regression models
according to white matter hyperintensities of each brain region.

AIC Linear trend 7 2 Harrell's C  iAUC
Total WMH 1021.305 23.85 0.655 0.636
Periventricular 1027.626 17.59 0.647 0.617
WMH
Lobar WMH 1021.858 23.35 0.655 0.634
Frontal WMH 1024.405 20.98 0.645 0.601
Parietal WMH 1022.108 22.69 0.656 0.635
Temporal WMH  1026.333  18.91 0.633 0.620
Occipital WMH 1023.419 21.40 0.643 0.628
Basal ganglia 1025.168 19.94 0.637 0.622
WMH
Infratentorial 1027.006 18.25 0.631 0.617
WMH

The Akaike information criterion (AIC) was calculated for each Cox
regression model to demonstrate which regional WMHs is more
explanatory and informative in predicting the development of LID (a
smaller AIC indicates the preferred model). Additionally, discriminatory
ability (linear trend »? test), the concordance index (Harrell’s C-index),
and a global concordance probability (integrated area under the curve
[IAUC]) were also calculated for each Cox regression model to assess
the predictive accuracy (larger discriminatory ability, Harrell's C-index,
and iAUC indicate better predictive ability). There were no significant
differences in IAUC between the Cox regression models, which were
calculated using a bootstrapping method with resampling 1000 times,
suggesting that the predictive accuracy of each Cox regression model
was comparable.

(1) patients with PD with moderate-to-severe WMHs
were older and had higher UPDRS-III scores than those
with minimal WMHs. (2) Patients in the PD group with
moderate-to-severe WMHs had a higher risk of develop-
ing LID than those in the PD group with minimal
WDMHs, after adjustment for confounding factors such as
age at onset, sex, striatal DAT availability, and doses of
PD medications. (3) A greater WMH burden was associ-
ated with an earlier occurrence of LID, although the
effects of WMHs on the development of LID were not
regionally dependent. These findings suggest that baseline
WMHs can act as a predictive marker or therapeutic tar-
get for the development of LID in patients with early
stage PD.

The underlying mechanisms of LID have traditionally
been described at the presynaptic and postsynaptic
levels.”® Presynaptic mechanisms refer to an impaired
regulation of the striatal synaptic dopamine level as a
consequence of the loss of nigral dopaminergic neurons
and hyperinnervation of serotonergic fibers.”> Postsynap-
tically, intermittent dopamine receptor activation results
in plastic alterations in gene expression and neuropeptide
formation within the striatal pathways,”> which subse-
quently lead to aberrant firing patterns of basal ganglia
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output neurons. Taking the pathogenesis of LID into con-
sideration, age at PD onset, disease severity, and regimen
of chronic dopamine replacement therapy are obvious
risk factors for developing LID.** Importantly, there is
increasing evidence that patients with PD with LID exhi-
bit an impaired plasticity within the larger motor net-
work® (i.e., absent or poor plastic response in the primary
motor cortex [M1],” erroneous cortico-striatal representa-
tions, > impaired cerebello-cortical connections,”® and
abnormal inhibitory regulation in the cortico-cortical
connections™’). Polymorphism of the brain-derived neu-
rotrophic factor gene, which regulates the synaptic plastic-
ity and efficacy in the cortex and striatum, has been also
reported to influence the time to develop LID.® Several
studies have shown that neuromodulation of the aberrant
motor maps has potential therapeutic implications for
LID. 2627

Ample evidence has suggested that comorbid WMHs
could negatively influence the motor features®'® and poor
levodopa response'*® in PD. Likewise, patients in the
PD-WMH + group in this study showed more severe
motor deficits than those in the PD-WMH- group
despite the comparable striatal DAT availability between
the groups at an initial assessment. As a possible explana-
tion for the clinical impact of WMHs in PD, WM alter-
ations may interrupt the subcortical motor circuits,"
leading to more severe parkinsonian motor deficits.”> Fur-
thermore, WM lesions outside the frontal regions, where
major tracts linked to higher-order motor control are
located, also appear to disconnect the motor cortex from
the basal ganglia and cerebellum by either perilesional or
remote effects.'*'>  Additionally, pathologies
related to WMHs, including vascular pathology,” low-
grade inflammation,’! Wallerian degeneration,32 and axo-

various

nal transport disruption,” may facilitate the neurodegen-
erative process in patients with PD with a greater extra-
nigral pathological burden.*® In the present study, we
provide evidence for the first time that a severe WMH
burden was associated with the early development of LID,
even after adjusting for confounding factors such as LED
and nigrostriatal dopamine depletion. Accordingly, based
on previous and current studies, the WMH burden seems
to be an important clinical parameter, acting as a predic-
tor of parkinsonian motor outcome, as well as LID devel-
opment in patients with PD.

In this study, the risk of developing LID did not differ
according to the regional WMH distribution. Indeed, sev-
eral previous studies have emphasized the frontal area,
which is structurally and functionally interconnected to
the striatum, as the core neural correlates of LID. In neu-
roimaging studies, Cerasa and colleagues have consistently
reported that the right inferior frontal cortex would play
a key role in the pathophysiology of LID, with an increase
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35,36
and an abnormal

27,37

in gray matter volume or thickness
pattern of functional connectivity in this region.
Recently, we found an association between the develop-
ment of LID and frontal lobe-based cognitive decline,®
suggesting that abnormal striatal and cortical plasticity in
the frontal area might result in both aberrant motor and
cognitive loops. In this study, the lack of regional pre-
dominance in the impact of WMHs on LID development
might be due to a strong correlation between the WMH
rating scores in each brain region. In particular, WMH
rating scores of the frontal lobe were well correlated with
those of the other lobes (parietal lobe, y = 0.754; tempo-
ral lobe, y = 0.654; occipital lobe, y = 0.577) with a suffi-
ciently large effect size. The total WMH severity was also
well correlated with the subregional WMH severity
(periventricular, y = 0.836; lobar, y = 0.717), suggesting
that the pathological burden related to WMHs would
affect the entire brain without region-specific predomi-
nant patterns. Additionally, the remote effects of WM
lesions'*'”> might make it possible to interrupt the sub-
cortical motor circuits even if the frontal area was not
involved. Further studies using diffusion tensor imaging,
which can detect microstructural WM alterations (e.g.,
structural WM connectivity) early,”” would provide more
answers with respect to the conclusions of this study.

Our study has some limitations. First, the age at PD
onset and baseline motor severity, which are important
risk factors for developing LID,?* differed between the PD
groups. However, consistent results were obtained from
the sensitivity analyses using the propensity score-
matched samples. Furthermore, the PD-WMH + group
had a higher risk of developing LID despite their older
age at PD onset. Individual variability in the regimens of
dopamine replacement therapy may also affect the devel-
opment of LID,* although the LED per body weight at
LID onset or last visit was included as a covariate in the
Cox regression model. Second, the severity of WMHs was
not quantified as the WMH volume but rather visually
assessed based on the CREDOS ischemia classification
system'” and the Scheltens scale.”” However, these visual
rating scales are known to correlate well with the auto-
matically measured WMH volume.'” Third, the burden of
vascular risk factors, which might affect the progression
of WMHs, could have variably changed during follow-up;
however, this confounding effect is difficult to assess in a
retrospective study design. Finally, minimal to mild LID
may not be detected owing to our determination of the
presence of LID via medical records. In addition, there is
a lack of detailed information on the adverse effects of
LID development on quality of life.

In conclusion, this study demonstrates that the burden
of WMHs is associated with the occurrence of LID in
patients with PD. These findings suggest that comorbid

S. J. Chung et al.

WMHs may affect the subcortical motor pathways, lead-
ing to an increased risk of developing LID.

Acknowledgments

This research was supported by Basic Science Research
Program through the National Research Foundation of
Korea (NRF) funded by the Ministry of Education (NRF-
2018R1D1A1B07048959) and the Ministry of Science, ICT
and Future Planning (NRF-2019R1A2C2085462).

Conflict of Interest

The authors report that they do not have any conflicts of
interest.

Author Contributions

S.J.C. and P.H.L conceptualized and designed the study.
SJ.C., HSY, Y.HL, J.HJ., KWB.,, BS.Y., Y.H.S,, and
P.H.L acquired and analyzed the data. S.J.C., Y.H.S., and
P.H.L drafted the significant portion of the manuscript or
figures.

References

1. Jenner P. Preventing and controlling dyskinesia in
Parkinson’s disease—a view of current knowledge and
future opportunities. Mov Disord 2008;23(Suppl 3):5585—
§598.

2. Bezard E, Brotchie JM, Gross CE. Pathophysiology of
levodopa-induced dyskinesia: potential for new therapies.
Nat Rev Neurosci 2001;2:577—-588.

3. Cenci MA, Lundblad M. Post-versus presynaptic plasticity
in L-DOPA-induced dyskinesia. ] Neurochem
2006;99:381-392.

4. Rajan R, Popa T, Quartarone A, et al. Cortical plasticity
and levodopa-induced dyskinesias in Parkinson’s disease:
connecting the dots in a multicomponent network. Clin
Neurophysiol 2017;128:992-999.

5. Morgante F, Espay AJ, Gunraj C, et al. Motor cortex
plasticity in Parkinson’s disease and levodopa-induced
dyskinesias. Brain 2006;129:1059—1069.

6. Foltynie T, Cheeran B, Williams-Gray CH, et al. BDNF
val66met influences time to onset of levodopa induced
dyskinesia in Parkinson’s disease. ] Neurol Neurosurg
Psychiatry 2009;80:141-144.

7. Herz DM, Haagensen BN, Christensen MS, et al.
Abnormal dopaminergic modulation of striato-cortical
networks underlies levodopa-induced dyskinesias in
humans. Brain 2015;138:1658—1666.

8. Piccini P, Pavese N, Canapicchi R, et al. White matter
hyperintensities in Parkinson’s disease. Clinical
correlations. Arch Neurol 1995;52:191-194.

236 © 2020 The Authors. Annals of Clinical and Translational Neurology published by Wiley Periodicals, Inc on behalf of American Neurological Association.



S. J. Chung et al.

9.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

© 2020 The Authors. Annals of Clinical and Translational Neurology published by Wiley Periodicals, Inc on behalf of American Neurological Association.

Jellinger KA. Prevalence of cerebrovascular lesions in
Parkinson’s disease. A postmortem study. Acta
Neuropathol 2003;105:415—419.

Bohnen NI, Muller ML, Zarzhevsky N, et al. Leucoaraiosis,
nigrostriatal denervation and motor symptoms in
Parkinson’s disease. Brain 2011;134:2358-2365.

Sohn YH, Kim JS. The influence of white matter
hyperintensities on the clinical features of Parkinson’s
disease. Yonsei Med J 1998;39:50-55.

Kotagal V, Albin RL, Muller ML, et al. Modifiable
cardiovascular risk factors and axial motor impairments in
Parkinson disease. Neurology 2014;82:1514-1520.
Thompson PD, Marsden CD. Gait disorder of subcortical
arteriosclerotic encephalopathy: Binswanger’s disease. Mov
Disord 1987;2:1-8.

Tullberg M, Fletcher E, DeCarli C, et al. White matter
lesions impair frontal lobe function regardless of their
location. Neurology 2004;63:246—-253.

Ter Telgte A, van Leijsen EMC, Wiegertjes K, et al.
Cerebral small vessel disease: from a focal to a global
perspective. Nat Rev Neurol 2018;14:387—-398.

Tomlinson CL, Stowe R, Patel S, et al. Systematic review
of levodopa dose equivalency reporting in Parkinson’s
disease. Mov Disord 2010;25:2649-2653.

Noh Y, Lee Y, Seo SW, et al. A new classification system
for ischemia using a combination of deep and
periventricular white matter hyperintensities. J Stroke
Cerebrovasc Dis 2014;23:636—642.

Seo SW, Lee JM, Im K, et al. Cortical thinning related to
periventricular and deep white matter hyperintensities.
Neurobiol Aging 2012;33:1156-1167.

Fazekas F, Chawluk JB, Alavi A, et al. MR signal
abnormalities at 1.5 T in Alzheimer’s dementia and
normal aging. Am J Roentgenol 1987;149:351-356.
Scheltens P, Barkhof F, Leys D, et al. A semiquantative
rating scale for the assessment of signal hyperintensities on
magnetic resonance imaging. J Neurol Sci 1993;114:

7-12.

Chung SJ, Yoo HS, Oh JS, et al. Effect of striatal
dopamine depletion on cognition in de novo Parkinson’s
disease. Parkinsonism Relat Disord 2018;51:43—48.

Maeda T, Nagata K, Yoshida Y, Kannari K. Serotonergic
hyperinnervation into the dopaminergic denervated
striatum compensates for dopamine conversion from
exogenously administered 1-DOPA. Brain Res
2005;1046:230-233.

Graybiel AM, Canales JJ, Capper-Loup C. Levodopa-
induced dyskinesias and dopamine-dependent stereotypies:
a new hypothesis. Trends Neurosci 2000;23:571-S77.
Sharma JC, Bachmann CG, Linazasoro G. Classifying risk
factors for dyskinesia in Parkinson’s disease. Parkinsonism
Relat Disord 2010;16:490—497.

Zhang Y, Meredith GE, Mendoza-Elias N, et al. Aberrant
restoration of spines and their synapses in L-DOPA-

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

WMH and LID in PD

induced dyskinesia: involvement of corticostriatal but not
thalamostriatal synapses. ] Neurosci 2013;33:11655-11667.
Koch G, Brusa L, Carrillo F, et al. Cerebellar magnetic
stimulation decreases levodopa-induced dyskinesias in
Parkinson disease. Neurology 2009;73:113—119.

Cerasa A, Koch G, Donzuso G, et al. A network centred
on the inferior frontal cortex is critically involved in
levodopa-induced dyskinesias. Brain 2015;138:414-427.
Arena JE, Cerquetti D, Rossi M, et al. Influence of white
matter MRI hyper-intensities on acute 1-dopa response in
patients with Parkinson’s disease. Parkinsonism Relat
Disord 2016;24:126-128.

Sibon I, Fenelon G, Quinn NP, Tison F. Vascular
parkinsonism. J Neurol 2004;251:513-524.

Malek N, Lawton MA, Swallow DM, et al. Vascular
disease and vascular risk factors in relation to motor
features and cognition in early Parkinson’s disease. Mov
Disord 2016;31:1518-1526.

Wersching H, Duning T, Lohmann H, et al. Serum C-
reactive protein is linked to cerebral microstructural
integrity and cognitive function. Neurology 2010;74:1022—
1029.

Leys D, Pruvo JP, Parent M, et al. Could Wallerian
degeneration contribute to "leuko-araiosis" in subjects free
of any vascular disorder? J Neurol Neurosurg Psychiatry
1991;54:46-50.

Chu Y, Morfini GA, Langhamer LB, et al. Alterations in
axonal transport motor proteins in sporadic and
experimental Parkinson’s disease. Brain 2012;135:2058—
2073.

Vesely B, Antonini A, Rektor I. The contribution of white
matter lesions to Parkinson’s disease motor and gait
symptoms: a critical review of the literature. ] Neural
Transm 2016;123:241-250.

Cerasa A, Messina D, Pugliese P, et al. Increased
prefrontal volume in PD with levodopa-induced
dyskinesias: a voxel-based morphometry study. Mov
Disord 2011;26:807—-812.

Cerasa A, Morelli M, Augimeri A, et al. Prefrontal
thickening in PD with levodopa-induced dyskinesias: new
evidence from cortical thickness measurement.
Parkinsonism Relat Disord 2013;19:123—125.

Cerasa A, Pugliese P, Messina D, et al. Prefrontal
alterations in Parkinson’s disease with levodopa-induced
dyskinesia during fMRI motor task. Mov Disord
2012;27:364-371.

Yoo HS, Chung SJ, Lee YH, et al. Levodopa-induced
dyskinesia is closely linked to progression of frontal
dysfunction in PD. Neurology 2019;92:¢1468—1478.

Tae WS, Ham BJ, Pyun SB, et al. Current clinical
applications of diffusion-tensor imaging in neurological
disorders. ] Clin Neurol 2018;14:129-140.

Lee JJ. Pharmacological treatment in Parkinson’s disease. J
Korean Neurol Assoc 2019;37:335-344.

237



WMH and LID in PD

Supporting Information

Additional supporting information may be found online
in the Supporting Information section at the end of the
article.

Data S1. Supplementary Methods.

Table S1. Cox regression analysis for the development of
levodopa-induced dyskinesia according to regional white
matter hyperintensities assessed by the Scheltens scale.

S. J. Chung et al.

Table S2. Cox regression analysis for the development of
levodopa-induced dyskinesia according to lobar white
matter hyperintensities.

Table S3. Correlation coefficients between the white mat-
ter hyperintensities of each brain region.

238 © 2020 The Authors. Annals of Clinical and Translational Neurology published by Wiley Periodicals, Inc on behalf of American Neurological Association.



