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The corticolimbic structural 
covariance network as an early 
predictive biosignature 
for cognitive impairment 
in Parkinson’s disease
Yueh‑Sheng Chen1, Hsiu‑Ling Chen1, Cheng‑Hsien Lu2, Chih‑Ying Lee1, Kun‑Hsien Chou3,4, 
Meng‑Hsiang Chen1, Chiun‑Chieh Yu1, Yun‑Ru Lai2, Pi‑Ling Chiang1 & Wei‑Che Lin1*

Structural covariance assesses similarities in gray matter between brain regions and can be applied 
to study networks of the brain. In this study, we explored correlations between structural covariance 
networks (SCNs) and cognitive impairment in Parkinson’s disease patients. 101 PD patients 
and 58 age- and sex-matched healthy controls were enrolled in the study. For each participant, 
comprehensive neuropsychological testing using the Wechsler Adult Intelligence Scale-III and 
Cognitive Ability Screening Instrument were conducted. Structural brain MR images were acquired 
using a 3.0T whole body GE Signa MRI system. T1 structural images were preprocessed and analyzed 
using Statistical Parametric Mapping software (SPM12) running on Matlab R2016a for voxel-based 
morphometric analysis and SCN analysis. PD patients with normal cognition received follow-up 
neuropsychological testing at 1-year interval. Cognitive impairment in PD is associated with 
degeneration of the amygdala/hippocampus SCN. PD patients with dementia exhibited increased 
covariance over the prefrontal cortex compared to PD patients with normal cognition (PDN). PDN 
patients who had developed cognitive impairment at follow-up exhibited decreased gray matter 
volume of the amygdala/hippocampus SCN in the initial MRI. Our results support a neural network-
based mechanism for cognitive impairment in PD patients. SCN analysis may reveal vulnerable 
networks that can be used to early predict cognitive decline in PD patients.

Cognitive impairments in Parkinson’s disease (PD) range from mild cognitive impairment (PDMCI) to dementia 
(PDD)1. It is one of the most common and significant non-motor symptoms impacting PD patients’ progno-
sis, quality of life, while contributing significant costs and burdens to health care systems globally2. Although 
dementia eventually develops in the majority of PD patients, the timing of onset and pace of progression vary 
greatly among PD patients3. Therefore, the ability to identify and predict future cognitive decline is critical for 
patient management.

Many factors contribute to the progression of cognitive decline in PD patients, such as age, sex, disease dura-
tion, and PD motor symptom severity2. Recently, molecular biomarkers such as CSF amyloid beta level, and 
genetic factors have been investigated for their ability to predict cognitive decline in PD patients3. In addition 
to clinical symptoms and molecular biomarkers, neuroimaging provides a noninvasive way to explore the brain 
of patients with neurodegenerative diseases, both structurally and functionally.

Structural changes of the brain, such as atrophy of the hippocampus, have been shown to be associated with 
cognitive impairment in PD patients4. Furthermore, altered functional connectivity of specific brain regions and 
networks have been associated with cognitive impairment in PD patients5,6. Several studies have indeed explored 
the potential role of neuroimaging in predicting the progression of cognitive decline in PD patients, with variable 
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results4,7,8. According to network-degeneration hypotheses, in neurodegenerative diseases such as PD, disease 
spread begins at an epicenter most vulnerable to the disease itself and progresses in a network fashion9,10. Mul-
tiple neural networks are involved in the cognitive impairments observed in PD patients, which are modulated 
by both dopaminergic and non-dopaminergic systems11. Therefore, analyzing the brain on a network basis may 
provide valuable insights into the development of cognitive impairments in PD patients.

Studies have reported that networks derived from different MRI modalities, such as gray matter (GM) struc-
tural covariance and resting-state functional MRI, exhibit similar patterns of disruption in neurodegenerative 
diseases10,12. Structural covariance analyzes similarities in GM between brain regions and can be used to study 
networks of the brain by assessing differences in covariation among different brain regions across the popula-
tion. Of note, the biological meaning underlying structural covariance is not completely understood and may 
be influenced by developmental, genetic, and environmental factors13.

The purpose of this study was threefold. First, we aimed to identify the epicenter of PD cognitive impairment 
and its associated structural covariance network (SCN). Second, we aimed to assess the association between 
altered SCN and cognitive function domains in PD patients. Third, we aimed to assess the predictability of 
developing future cognitive impairment in PD patients from altered SCN identified in the aforementioned steps.

Materials and methods
Participants.  One hundred and one patients (47 males and 54 females; mean age: 61.12 ± 0.84 years) diag-
nosed with idiopathic PD in accordance with the United Kingdom Brain Bank criteria14 and without other 
neurological disorders or psychiatric diseases were prospectively enrolled in the study at a single tertiary medi-
cal center. The Unified Parkinson’s Disease Rating Scale (UPDRS), the modified Hoehn and Yahr Staging Scale, 
and the Schwab and England Activities of Daily Living Scale were utilized to assess the functional status and 
disease severity of the patients15,16. Fifty-eight healthy control subjects (30 males and 28 females; mean age: 
55.17 ± 1.08 years) without neurological disease, psychiatric illness, alcohol or substance abuse, or head injury 
were recruited as the control group.

Statement.  The hospital’s Institutional Review Committee on Human Research approved the study protocol 
(Chang Gung Medical Foundation Institutional Review Board; IRB No.: 201601519B0 and 201802352B0C601). 
Informed consent was obtained from all subjects or their guardians. All methods were carried out in accordance 
with the relevant guidelines and regulations.

Neuropsychological testing.  A clinical psychologist blinded to each participant’s status performed the 
Mini-Mental State Examination (MMSE) and a neuropsychological battery of tests using both the Chinese ver-
sion of the Wechsler Adult Intelligence Scale-III (WAIS-III)17 and the Cognitive Ability Screening Instrument 
(CASI)18, with participants undergoing at least 3 tests in each of the following cognitive function domains: atten-
tion, executive, speech and language, memory, and visuospatial functions. The tests within cognitive function 
domains were extracted from subtests of CASI and WAIS-III. In the attention function domain, digit span and 
letter number sequencing are from WAIS-III while attention and orientation are from CASI. In the executive 
function domain, digit symbol coding, arithmetic, picture arrangement, and matrix reasoning are from WAIS-
III while abstract thinking is from CASI. In the memory function domain, short- and long-term memory are 
from WAIS-III while information is from CASI. In the speech and language function domain, vocabulary, com-
prehension, and similarity are from WAIS-III while language and semantic fluency are from CASI. In the visu-
ospatial function domain, picture completion and block design are from WAIS-III while drawing is from CASI.

All PD patients were classified into PDN, PDMCI, or PDD groups using level II criteria in accordance with the 
Movement Disorder Society Task Force Guidelines. The classification details have been previously described19. 
Among the 101 PD patients, 34 were classified as PDN, 33 were PDMCI, and 34 were PDD. Nineteen PDN 
patients had another session of neuropsychological testing at the one-year follow-up. The neuropsychological 
testing items were the same and was performed by the same clinical psychologist.

Structural MR imaging.  Image acquisition.  The images were acquired using a 3T whole body GE Signa 
MRI system (GE Healthcare). To diminish motion artifact, each subject’s head was immobilized by foam pillows 
inside the coil. The T1-weighted structured images were acquired using a 3D-FSPGR sequence. The sequence 
parameters are as follows: repetition time (TR) = 9.492 ms, echo time (TE) = 3.888 ms, flip angle = 20°, matrix 
size = 512 × 512, field of view (FOV) = 24 × 24 cm, in-plane spatial resolution: 0.47 × 0.47 mm, and slice thickness: 
1.3 mm).

Motion assessment.  An experienced neuroradiologist visually inspected all anatomical scans to exclude par-
ticipants with apparent image artifacts or brain abnormalities, including trauma, tumors, hemorrhagic or infarct 
lesions and motion blur. We also used the MRI Quality Control tool (MRIQC, https​://githu​b.com/poldr​ackla​b/
mriqc​)20 to check the quality control of the anatomical data. Entropy focus criterion (EFC) value was used as the 
head motion index in our study.

Imaging data pre‑processing.  The image pre-processing was implemented in Matlab R2016a (Mathworks) via 
Statistical Parametric Mapping 12 (SPM12; University College London).

During the segmentation process, the T1-weighted structural MR images were segmented in gray matter 
(GM), white matter (WM), and cerebrospinal fluid (CSF) volumes. The normalization process was based on DAR-
TEL (Diffeomorphic Anatomical Registration Through Exponentiated Lie Algebra) algorithm. MR images from 

https://github.com/poldracklab/mriqc
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all participants were used to create a study-specific tissue templates which were then transformed to the MNI 
(Montreal Neurological Institute) space. In the smoothing process, the modulated GM segments were smoothed 
using an 8-mm full-width-at-half-maximum (FWHM) Gaussian kernel. We set the probability threshold at 0.2 
to avoid possible incorporation of tissue with lower GM probability.

Structural covariance network analysis.  The study flow chart is shown in Fig. 1. In the first step, regions 
with significantly lower gray matter volume (GMV) between the PDD and PDN groups were chosen as the seeds 
for investigating the SCNs associated with cognitive status in PD patients. This was done by voxel-wise group 
comparisons of GMV using full factorial design with age, sex, and total intracranial volume (TIV, calculated as 
the sum of total voxels of GM, WM, and CSF) as covariates to detect regional GMV differences between the PDD 
and PDN groups. Results were considered significant under the criteria of family-wise error (FWE)-corrected P 
value < 0.05 using cluster-extent approach for correcting multiple comparison problem with a cluster size of at 
least 340 voxels based on the results of the Monte Carlo simulation (the updated 3dFWHMx and 3dClusterSim 
program implemented in the Analysis of Functional Neuroimages software (AFNI) with the following param-
eters: single voxel P value < 0.001, FWHM = 8 mm with GM mask, and 10,000 simulations).

In the second step, to construct the SCN in the normal controls, the GMV of the seed ROIs identified in the 
previous step were calculated in the normal controls, followed by correlation analyses using the extracted GMV 
as the covariates of interest. This was done using voxel-wise multiple linear regressions performed on the warped 
GM segments of the normal controls with a regression model including the GMV of the seed ROIs, age, sex, 
and TIV to account for the confounding effects of overall brain size caused by age, sex, and TIV. A significant 
positive correlation was deemed as structure covariance.

Figure 1.   Study flowchart. Step 1. Voxel-wise group comparisons of GMV between PDD and PDN showing 
atrophy of bilateral amygdala/hippocampus in the PDD group. Step 2. ROIs identified in Step 1 were used to 
contrast SCN in the normal controls. Step 3. Different structural covariance patterns were analyzed between 
PDN and PDD (FWE-corrected P < 0.05). Step 4. The GMV of the regions found in Step 2 were calculated and 
used to predict conversion to PDMCI in PDN patients at 1-year follow-up.
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In the third step, to assess the interaction between cognitive status in PD and structural covariance patterns, 
regional differences in SC patterns between the PDN and PDD groups were investigated. This was done by a 
general linear model including a group main effect term, a mean seed ROI volume main effect term, and a group 
X mean seed ROI volume interaction term for each seed identified in the first step. This design enabled us to 
investigate regional differences in structural covariance patterns between groups by testing the significance of 
the interaction term at each voxel.

In the final step, the GMV of ROIs found in the second step were used to predict conversion to PDMCI in 
the PDN group at follow-up.

Statistical analysis.  Analysis of demographic data and longitudinal data.  The age data was analyzed using 
analysis of variance and the sex data was analyzed using Pearson chi-square test. The results were reported as 
mean ± standard deviation (SD). Disease severity, MMSE, and neuropsychological test scores were analyzed by 
analysis of covariance (ANCOVA), with subjects’ age, sex, and education level as covariates. Longitudinal data 
were analyzed using T-test between converters and non-converters. Statistical analysis was performed using the 
Statistical Product and Service Solutions software version 19 (IBM SPSS). Statistical significance was considered 
when p value is less than 0.05.

Cognitive performance and GMV of ROIs.  Because the scoring systems were diverse among tests in each 
domain of the neuropsychological testing, a weighted domain score was constructed for each patient. Every test 
scores of the neuropsychological assessment within each domain were normalized and then averaged to make a 
weighted domain score.

The GMV of ROIs identified in the second and third steps of the Structural covariance network analysis were 
calculated and partial correlation analysis was done between GMV of ROIs and weighted cognitive domain score 
with age, sex, UPDRS total score and education level as covariates. The results were considered significant when 
P value is less than 0.05. Due to the exploratory nature of this study, the results of the correlation analysis were 
not corrected for multiple comparison.

Ethical standards and patient consent.  We declare that all human and animal studies have been 
approved by the Institutional Review Board of Chang Gung Memorial Hospital (Chang Gung Medical Founda-
tion Institutional Review Board; IRB No.: 201601519B0 and 201802352B0C601) and have therefore been per-
formed in accordance with the ethical standards laid down in the 1964 Declaration of Helsinki and its later 
amendments. We declare that all patients gave informed consent prior to inclusion in this study.

Results
Baseline clinical characteristics of PD patients and controls.  The baseline clinical demographics 
and neuropsychological assessment scores of all participants are listed in Table 1. The PD patients were signifi-
cantly older than the controls, with no significant age difference among the PDN, PDMCI, and PDD groups. As 
expected, PDD patients performed significantly worse than PDN patients in every domain of the neuropsycho-
logical testing. Aside from the cognitive performance, PDD patients also had higher UPDRS part III and total 
scores than PDN patients, indicating that PDD patients had more severe motor symptoms.

Group comparison of regional GMV between PDD and PDN and construction of SCN.  Voxel-
wise analysis results of the whole brain with full factorial design are shown in Supplementary Table S1. The PDD 
patients had significantly lower GMV in the bilateral amygdala/hippocampus compared to PDN patients. These 
two regions were used as seeds separately to construct SCNs in the healthy controls. The constructed SCNs from 
both seeds were similar and involved bilateral frontal, temporal, and cingulate cortex as shown in Fig. 1 and 
Supplementary Table S2A,B.

Connectivity interactions between PDD and PDN with the epicenter.  The interaction of cogni-
tive status with regard to covariance strength difference is shown in Table 2. Within the SCN anchored to the 
right amygdala/hippocampus seed, significantly increased structural covariance was observed in the PDD group 
compared to the PDN group. The peak cluster showing interaction lies in the left prefrontal cortex. There was 
no significant decreased structural covariance in the PDD group compared to the PDN group. Within the SCN 
anchored to the left amygdala/hippocampus seed, there was no significant interaction.

Correlation between cognitive function and volumes of SCNs and prefrontal cortex.  The par-
tial correlation analysis between the different cognitive domains and volumes of SCNs and prefrontal cortex is 
shown in Fig. 2. The GMV of the SCN constructed from the right amygdala/hippocampus seed is associated 
with attention, executive, and visuospatial function. The GMV of the SCN constructed from the left amygdala/
hippocampus seed is associated with attention, and visuospatial function. The GMV of the prefrontal cortex is 
associated with attention function.

Longitudinal results on the GMV of SCNs and left prefrontal cortex.  We further evaluated if the 
GMV of the identified SCNs could potentially predict the progression to cognitive decline in PDN patients. Of 
the 19 PDN patients that received a follow-up visit 1 year after the initial assessment, nine patients progressed 
to PDMCI (PD converter) while the other 10 patients remained in normal cognition status (PD non-converter). 
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As shown in Fig. 3, in the initial MRI, there were already significant differences in the GMV of the SCNs con-
structed from the bilateral amygdala/hippocampus seed.

Discussion
The aims of this study were to identify cognitive impairments associated with SCN alterations in PD patients, and 
to assess the ability of SCN alterations to predict future cognitive decline in PD patients with normal cognition. 
As such, we identified hippocampus/amygdala atrophy in PDD patients. Since this region is the most atrophied 
region for cognitive impairment in PD patients, we used it to construct the cognitive impairment-associated 

Table 1.   Demographic data and neuro-psychological assessment of PD patients and normal controls. Age 
data were compared by analysis of covariance (ANCOVA) test. MMSE and neuro-psychological assessment 
data were compared by analysis of covariance (ANCOVA) after controlling for age, sex, and education. Sex 
data were compared by Pearson chi-square test. The data are presented as mean ± standard error of the mean. 
UPDRS Unified Parkinson’s disease rating scale, Modified H & Y modified Hoehn and Yahr stages, S & E 
Schwab and England activities of daily living scale, EFC entropy focus criterion, MMSE mini mental state 
examination. *p < 0.05 between control and PDN using Bonferroni method. # p < 0.05 between control and 
PDMCI using Bonferroni method. $ p < 0.05 between control and PDD using Bonferroni method. & p < 0.05 
between PDN and PDMCI using Bonferroni method. + p < 0.05 between PDN and PDD using Bonferroni 
method. ^ p < 0.05 between PDMCI and PDD using Bonferroni method.

Control (n = 58) PDN (n = 34) PDMCI (n = 33) PDD (n = 34) P value

Clinical demographics

Age (year) 55.17 ± 1.08 59.18 ± 1.67 61.36 ± 1.34 62.82 ± 1.30  < 0.001#$

Sex (M, F) 30, 28 19, 15 15, 18 13, 21 0.529

Disease duration (year) 2.16 ± 0.28 2.69 ± 0.56 3.25 ± 0.48 0.234

UPDRS I 3.16 ± 0.55 3.18 ± 0.52 4.15 ± 0.52 0.323

UPDRS II 8.64 ± 1.43 10.07 ± 1.37 12.88 ± 1.35 0.104

UPDRS III 20.09 ± 3.00 25.21 ± 2.86 31.05 ± 2.83 0.038+

UPDRS total 31.88 ± 4.64 38.45 ± 4.42 48.08 ± 4.37 0.048+

Modified H & Y 1.82 ± 0.21 2.28 ± 0.20 2.32 ± 0.20 0.187

S & E 85.25 ± 3.60 80.92 ± 3.43 78.61 ± 3.39 0.421

EFC index 0.68 ± 0.03 0.67 ± 0.03 0.67 ± 0.03 0.67 ± 0.02 0.466

MMSE 28.66 ± 0.40 27.96 ± 0.43 27.07 ± 0.40 21.26 ± 0.44  < 0.001$+^

Neuro-psychological assessments

Attention function

 Digit span 12.41 ± 2.44 11.30 ± 2.44 9.21 ± 2.51 9.61 ± 2.85  < 0.001#$+

 Attention 7.81 ± 0.61 7.74 ± 0.51 7.21 ± 0.99 6.12 ± 1.39  < 0.001$+^

 Orientation 17.93 ± 0.32 17.77 ± 1.26 17.30 ± 1.31 15.58 ± 3.60  < 0.001$+^

 Letter number sequencing 9.81 ± 4.45 10.63 ± 2.04 8.33 ± 2.77 5.73 ± 2.84 0.006+

Executive function

 Digit symbol coding 11.72 ± 2.01 9.77 ± 2.75 7.82 ± 2.71 5.03 ± 2.27  < 0.001*#$+^

 Arithmetic 11.79 ± 2.21 10.20 ± 2.48 7.76 ± 2.28 6.55 ± 1.80  < 0.001*#$&+

 Picture arrangement 10.91 ± 3.10 10.37 ± 2.48 7.91 ± 2.61 6.86 ± 2.57  < 0.001#$&+

 Matrix reasoning 11.21 ± 2.87 11.23 ± 2.66 8.64 ± 2.49 6.03 ± 2.44  < 0.001#$&+^

 Abstract thinking 10.33 ± 1.28 10.26 ± 1.09 8.55 ± 1.77 6.94 ± 2.24  < 0.001#$&+^

Memory function

 Short-term memory 10.76 ± 1.17 10.55 ± 1.39 9.18 ± 2.52 6.19 ± 2.77  < 0.001$+^

 Long-term memory 10.00 ± 0.00 10.00 ± 0.00 9.76 ± 0.83 9.03 ± 1.81 0.020$+

 Information 11.86 ± 2.54 10.27 ± 2.12 8.85 ± 2.48 7.30 ± 1.93  < 0.001*#$

Speech and language

 Vocabulary 12.69 ± 2.41 11.65 ± 2.60 8.85 ± 3.27 6.58 ± 2.42  < 0.001#$&+

 Comprehension 12.60 ± 2.66 11.33 ± 2.19 8.64 ± 3.23 6.71 ± 2.42  < 0.001#$&+

 Language 9.94 ± 0.23 9.92 ± 0.26 9.69 ± 0.97 8.66 ± 1.12  < 0.001$+^

 Similarity 11.45 ± 2.23 11.16 ± 2.13 8.45 ± 3.12 6.67 ± 2.64  < 0.001#$&+

 Semantic fluency 8.84 ± 1.61 8.39 ± 1.78 7.42 ± 2.15 6.24 ± 2.32  < 0.001#$+

Visuospatial function

 Picture completion 11.31 ± 2.38 9.94 ± 2.61 8.27 ± 2.81 6.45 ± 2.82  < 0.001#$+

 Block design 11.31 ± 2.76 9.68 ± 2.69 6.88 ± 2.27 5.58 ± 2.53  < 0.001*#$&+

 Drawing 9.98 ± 0.13 9.58 ± 0.85 9.64 ± 1.27 8.55 ± 1.75  < 0.001$+^
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SCN, which showed progressive atrophy with disease progression in PD patients. Longitudinally, alteration 
in the cognitive impairment-associated SCN can predict future cognitive decline in PD patients with normal 
cognition. To further comfirm the effect of prediction, a re-analysis over step 1 and 2 excluding the 19 PDN 
patients that received follow-up showed similar atrophied region and associated SCNs with similar prediction 
ability (results not shown).

As compared to the PDN group, our results showed that the PDD group had significant atrophy of the bilat-
eral hippocampus and amygdala, which are frequently reported as atrophied regions in both PDD and PDMCI 
patients21–24. Notably, a study by Melzer et al. showed that progression of PD to PDMCI to PDD correlates 
with increasing atrophy of the amygdala and hippocampus21. Therefore, these regions and the integrity of their 
associated networks may be important for maintaining intact cognitive function in PD patients. To assess PD 
cognitive impairment-related network degeneration, we used the amygdala and hippocampus regions as the 
seed to construct the SCN in healthy controls. The resultant network involves structures of the medial temporal 
lobe, cingulate gyrus, prefrontal cortex, and part of the parietal lobe. The findings are similar to those of a previ-
ous SCN study25 and the functional network using resting-state fMRI conducting on normal population26. The 
amygdala/hippocampus network identified in this study overlaps that of the limbic network, which plays major 
roles in emotion, cognition, and behavior27.

Table 2.   Connectivity interactions between PDD and PDN with epicenters. GMV gray matter volume, R right, 
L left.

Epicenter Cluster size Anatomical region

MNI coordinates Maximum T values

x y z Within clusters

PDD > PDN

R amygdala/hippocampus 500

L anterior prefrontal cortex  − 30 56 12 4.65

L dorsolateral prefrontal cortex  − 32 50 26

L dorsolateral prefrontal cortex  − 38 54 18

L amygdala/hippocampus NA

PDD < PDN

R amygdala/hippocampus NA

L amygdala/hippocampus NA

Figure 2.   Correlation between cognitive performance and ROIs. The GMV of the SCN constructed from the 
right amygdala/hippocampus is correlated with with attention, executive, and visuospatial domains. The GMV 
of the SCN constructed from the left amygdala/hippocampus is correlated with attention and visuospatial 
domains. The GMV of the left prefrontal cortex is correlated with attention domain.
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Although SCNs of the brain mimic those of function networks, the biological meaning of SCNs remain 
unclear. The observed covariance between GM structures are likely attributed to the combined effect of synaptic 
connectivity between the brain regions, coordinated neurodevelopment, and genetic factors13. In neurodegenera-
tive diseases, the damaged areas are often regions that are highly structurally correlated in healthy individuals10.

A recent study comparing PD patients and healthy controls demonstrated SCN atrophy in PD patients28. 
Furthermore, the study showed that the degree of atrophy in each brain region correlated with its functional and 
anatomical proximity to the substantia nigra, which supports the role of trans-neuronal spread and the network-
degeneration mechanism in PD patients28. In the present study, by measuring GM volume of the amygdala/
hippocampus network across different groups, we identified progressive atrophy of the network associated with 
cognitive status deterioration. This result provides further support of the network-degeneration mechanism in 
the cognitive impairment of PD patients.

Using seed-based covariance analysis, we found increased covariance between the amygdala/hippocampus 
and prefrontal cortex in PDD patients compared to PDN patients. The amygdala connects to the prefrontal cortex 
through the uncinate fasciculus as part of the temporo-amygdala-orbitofrontal network. The increased covariance 
between these two regions may be explained by correlated GM loss targeted by the same degenerative process. 
The amygdala and prefrontal cortex are often affected in neurodegenerative dementia, such as that observed in 
Alzheimer’s disease patients29,30, while the involvement of the amygdala-orbitofrontal network is associated with 
semantic deficits27. The prefrontal cortex receives neural connections from the nigrostriatal dopamine network, 
mesocortical dopamine network, and noaradrenergic network. In PDD patients, damage to the neural pathway of 
these networks leads to dysfunction of the prefrontal cortex, which results in executive dysfunction and attention 
deficits11. This may explain the significant correlation between prefrontal region atrophy and attention function 
impairments identified in the present study.

Neuropathological studies have demonstrated that the amount of Lewy-related pathology deposition in the 
neocortex and limbic system is the primary predictor for development of dementia in PD patients11. Of note, 
higher densities of Lewy-related pathology and amyloid-β senile plaques are found in the hippocampus of PDD 
patients compared to PDN patients31,32, which may cause the medial temporal lobe structure atrophy often found 
in PDD patients11. In the present study, by measuring the GMV of the amygdala/hippocampus SCN in PDN 
patients, we effectively identified patients at risk of developing cognitive impairment in the future. However, 
larger trials are required to further confirm the ability of the amygdala/hippocampus network GMV to predict 
development of cognitive impairment in PDN patients.

Limitations.  There are indeed several limitations to this study. Firstly, SCN cannot replace the functional 
network, thus future studies comparing changes in the functional network and SCNs in PD patients with cog-
nitive impairments are necessary. Secondly, although all participants in this study underwent comprehensive 
neuropsychological testing, the memory domain tests may lack ample thoroughness, thereby resulting in less 
discriminability among the different groups. This could be a reason for a non-significant correlation between 
memory function and SCN GM density in PD patients. Thirdly, the PD patients are significantly older than con-
trols while PD subgroups showed no significant age difference. However, since the main comparison are among 
different subgroups of PD and all analyses were controlled for age, we therefore belief that the main results in 
this study are not significantly affected by this factor. Lastly, the number of patients included in each group and 
in the longitudinal follow-up was relatively small. Future study with larger dataset can perform separate analysis 
for finding the most atrophied region and testing the region for interaction. Future large-scale longitudinal stud-

Figure 3.   Longitudinal results on the GMV of bilateral amygdala/hippocampus SCN. ROC curve with 
AUC = 0.966 and 0.966 respectively for GMV of right and left amygdala/hippocampus SCN of discriminating 
between PD converter and PD non-converter. Violin plots show the GMV for each ROI in PD converter and PD 
non-converter.
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ies with possible integration of clinical and laboratory biomarkers may provide a better predictability model for 
application in clinical practice.

In conclusion, our results provide further evidence of a neural network-based mechanism in the develop-
ment of cognitive impairment in PD patients. Structural covariance network analysis may effectively identify 
vulnerable networks which can be used to predict cognitive decline in PD patients.

Data availability
The data that support the findings of this study are available on request from the corresponding author. The data 
are not publicly available due to privacy or ethical restrictions.

Received: 23 May 2020; Accepted: 2 December 2020

References
	 1.	 Litvan, I. et al. Diagnostic criteria for mild cognitive impairment in Parkinson’s disease: Movement disorder society task force 

guidelines. Mov. Disord. 27, 349–356. https​://doi.org/10.1002/mds.24893​ (2012).
	 2.	 Pigott, K. et al. Longitudinal study of normal cognition in Parkinson disease. Neurology 85, 1276–1282. https​://doi.org/10.1212/

WNL.00000​00000​00200​1 (2015).
	 3.	 Aarsland, D. et al. Cognitive decline in Parkinson disease. Nat. Rev. Neurol. 13, 217–231. https​://doi.org/10.1038/nrneu​rol.2017.27 

(2017).
	 4.	 Kandiah, N. et al. Hippocampal volume and white matter disease in the prediction of dementia in Parkinson’s disease. Park. Relat. 

Disord. 20, 1203–1208. https​://doi.org/10.1016/j.parkr​eldis​.2014.08.024 (2014).
	 5.	 Gorges, M. et al. To rise and to fall: Functional connectivity in cognitively normal and cognitively impaired patients with Parkinson’s 

disease. Neurobiol. Aging 36, 1727–1735. https​://doi.org/10.1016/j.neuro​biola​ging.2014.12.026 (2015).
	 6.	 Seibert, T. M., Murphy, E. A., Kaestner, E. J. & Brewer, J. B. Interregional correlations in Parkinson disease and Parkinson-related 

dementia with resting functional MR imaging. Radiology 263, 226–234. https​://doi.org/10.1148/radio​l.12111​280 (2012).
	 7.	 Compta, Y. et al. Combined dementia-risk biomarkers in Parkinson’s disease: A prospective longitudinal study. Park. Relat. Disord. 

19, 717–724. https​://doi.org/10.1016/j.parkr​eldis​.2013.03.009 (2013).
	 8.	 Aybek, S. et al. Hippocampal atrophy predicts conversion to dementia after STN-DBS in Parkinson’s disease. Park. Relat. Disord. 

15, 521–524. https​://doi.org/10.1016/j.parkr​eldis​.2009.01.003 (2009).
	 9.	 Yau, Y. et al. Network connectivity determines cortical thinning in early Parkinson’s disease progression. Nat. Commun. 9, 12. 

https​://doi.org/10.1038/s4146​7-017-02416​-0 (2018).
	10.	 Seeley, W. W., Crawford, R. K., Zhou, J., Miller, B. L. & Greicius, M. D. Neurodegenerative diseases target large-scale human brain 

networks. Neuron 62, 42–52. https​://doi.org/10.1016/j.neuro​n.2009.03.024 (2009).
	11.	 Gratwicke, J., Jahanshahi, M. & Foltynie, T. Parkinson’s disease dementia: A neural networks perspective. Brain 138, 1454–1476. 

https​://doi.org/10.1093/brain​/awv10​4 (2015).
	12.	 Bassett, D. S. & Bullmore, E. T. Human brain networks in health and disease. Curr. Opin. Neurol. 22, 340–347. https​://doi.

org/10.1097/WCO.0b013​e3283​2d93d​d (2009).
	13.	 Alexander-Bloch, A., Giedd, J. N. & Bullmore, E. Imaging structural co-variance between human brain regions. Nat. Rev. Neurosci. 

14, 322–336. https​://doi.org/10.1038/nrn34​65 (2013).
	14.	 Gibb, W. R. & Lees, A. J. The relevance of the Lewy body to the pathogenesis of idiopathic Parkinson’s disease. J. Neurol. Neurosurg. 

Psychiatry 51, 745–752 (1988).
	15.	 Zhao, Y. J. et al. Progression of Parkinson’s disease as evaluated by Hoehn and Yahr stage transition times. Mov. Disord. 25, 710–716. 

https​://doi.org/10.1002/mds.22875​ (2010).
	16.	 Ramaker, C., Marinus, J., Stiggelbout, A. M. & Van Hilten, B. J. Systematic evaluation of rating scales for impairment and disability 

in Parkinson’s disease. Mov. Disord. 17, 867–876. https​://doi.org/10.1002/mds.10248​ (2002).
	17.	 Wechsler, D., Chen, Y. & Chen, X. WAIS-III Chinese Version Technical Manual (Psychological Corporation, San Antonio, 2002).
	18.	 Lin, K. N., Wang, P. N., Liu, H. C. & Teng, E. L. Cognitive abilities screening instrument, Chinese version 2.0 (CASI C-2.0): 

Administration and clinical application. Acta Neurol. Taiwan. 21, 180–189 (2012).
	19.	 Chiang, P. L. et al. Interaction of systemic oxidative stress and mesial temporal network degeneration in Parkinson’s disease with 

and without cognitive impairment. J. Neuroinflamm. 15, 281. https​://doi.org/10.1186/s1297​4-018-1317-z (2018).
	20.	 Esteban, O. et al. MRIQC: Advancing the automatic prediction of image quality in MRI from unseen sites. PLoS ONE 12, e0184661. 

https​://doi.org/10.1371/journ​al.pone.01846​61 (2017).
	21.	 Melzer, T. R. et al. Grey matter atrophy in cognitively impaired Parkinson’s disease. J. Neurol. Neurosurg. Psychiatry 83, 188–194. 

https​://doi.org/10.1136/jnnp-2011-30082​8 (2012).
	22.	 Summerfield, C. et al. Structural brain changes in Parkinson disease with dementia: A voxel-based morphometry study. Arch. 

Neurol. 62, 281–285. https​://doi.org/10.1001/archn​eur.62.2.281 (2005).
	23.	 Nagano-Saito, A. et al. Cerebral atrophy and its relation to cognitive impairment in Parkinson disease. Neurology 64, 224–229. 

https​://doi.org/10.1212/01.WNL.00001​49510​.41793​.50 (2005).
	24.	 Junque, C. et al. Amygdalar and hippocampal MRI volumetric reductions in Parkinson’s disease with dementia. Mov. Disord. 20, 

540–544. https​://doi.org/10.1002/mds.20371​ (2005).
	25.	 Li, X., Li, Q., Wang, X., Li, D. & Li, S. Differential age-related changes in structural covariance networks of human anterior and 

posterior hippocampus. Front. Physiol. 9, 518. https​://doi.org/10.3389/fphys​.2018.00518​ (2018).
	26.	 Roy, A. K. et al. Functional connectivity of the human amygdala using resting state fMRI. NeuroImage 45, 614–626. https​://doi.

org/10.1016/j.neuro​image​.2008.11.030 (2009).
	27.	 Catani, M., Dell’acqua, F. & de Schotten, M. T. A revised limbic system model for memory, emotion and behaviour. Neurosci. 

Biobehav. Rev. 37, 1724–1737. https​://doi.org/10.1016/j.neubi​orev.2013.07.001 (2013).
	28.	 Zeighami, Y. et al. Network structure of brain atrophy in de novo Parkinson’s disease. eLife. https​://doi.org/10.7554/eLife​.08440​ 

(2015).
	29.	 Poulin, S. P. et al. Amygdala atrophy is prominent in early Alzheimer’s disease and relates to symptom severity. Psychiatry Res. 194, 

7–13. https​://doi.org/10.1016/j.pscyc​hresn​s.2011.06.014 (2011).
	30.	 Leuba, G. et al. Differential damage in the frontal cortex with aging, sporadic and familial Alzheimer’s disease. Brain Res. Bull. 80, 

196–202. https​://doi.org/10.1016/j.brain​resbu​ll.2009.06.009 (2009).
	31.	 Hall, H. et al. Hippocampal Lewy pathology and cholinergic dysfunction are associated with dementia in Parkinson’s disease. Brain 

137, 2493–2508. https​://doi.org/10.1093/brain​/awu19​3 (2014).
	32.	 Irwin, D. J. et al. Neuropathologic substrates of Parkinson disease dementia. Ann. Neurol. 72, 587–598. https​://doi.org/10.1002/

ana.23659​ (2012).

https://doi.org/10.1002/mds.24893
https://doi.org/10.1212/WNL.0000000000002001
https://doi.org/10.1212/WNL.0000000000002001
https://doi.org/10.1038/nrneurol.2017.27
https://doi.org/10.1016/j.parkreldis.2014.08.024
https://doi.org/10.1016/j.neurobiolaging.2014.12.026
https://doi.org/10.1148/radiol.12111280
https://doi.org/10.1016/j.parkreldis.2013.03.009
https://doi.org/10.1016/j.parkreldis.2009.01.003
https://doi.org/10.1038/s41467-017-02416-0
https://doi.org/10.1016/j.neuron.2009.03.024
https://doi.org/10.1093/brain/awv104
https://doi.org/10.1097/WCO.0b013e32832d93dd
https://doi.org/10.1097/WCO.0b013e32832d93dd
https://doi.org/10.1038/nrn3465
https://doi.org/10.1002/mds.22875
https://doi.org/10.1002/mds.10248
https://doi.org/10.1186/s12974-018-1317-z
https://doi.org/10.1371/journal.pone.0184661
https://doi.org/10.1136/jnnp-2011-300828
https://doi.org/10.1001/archneur.62.2.281
https://doi.org/10.1212/01.WNL.0000149510.41793.50
https://doi.org/10.1002/mds.20371
https://doi.org/10.3389/fphys.2018.00518
https://doi.org/10.1016/j.neuroimage.2008.11.030
https://doi.org/10.1016/j.neuroimage.2008.11.030
https://doi.org/10.1016/j.neubiorev.2013.07.001
https://doi.org/10.7554/eLife.08440
https://doi.org/10.1016/j.pscychresns.2011.06.014
https://doi.org/10.1016/j.brainresbull.2009.06.009
https://doi.org/10.1093/brain/awu193
https://doi.org/10.1002/ana.23659
https://doi.org/10.1002/ana.23659


9

Vol.:(0123456789)

Scientific Reports |          (2021) 11:862  | https://doi.org/10.1038/s41598-020-79403-x

www.nature.com/scientificreports/

Acknowledgements
The authors wish to thank the MRI Core Facility of Chang Gung Memorial Hospital, and all the subjects who 
participated in this study. The authors would also like to thank James Waddell of Concise Language Services for 
the proofreading and revision of this manuscript.

Author contributions
Y.-S.C. did the formal analysis and drafted the manuscript. H.-L.C. analyzed the data and consolidate the meth-
odology. C.-H.L. designed the study and recruit the patients. C.-Y.L. analyzed the data and created the figures. 
K.-H.C. validate the study design and did the statistical analysis. M.-H.C. reviewed and edited the manuscript. 
C.-C.Y. conceptulize the study. Y.-R.L. collected and cleaned the data. P.-L.C. reviewed and edited the manuscript. 
W.-C.L. acquired the fund and supervised the study. All authors reviewed the manuscript.

Funding
This was not an industry supported study. This research was funded by the National Science Council (Grant Num-
ber MOST 108-2314-B-182A-014-MY3 NMRPG8J6021-3 and MOST 108-2314-B-182A-017 NMRPG8J0271).

Competing interests 
The authors declare no competing interests.

Additional information
Supplementary Information The online version contains supplementary material available at https​://doi.
org/10.1038/s4159​8-020-79403​-x.

Correspondence and requests for materials should be addressed to W.-C.L.

Reprints and permissions information is available at www.nature.com/reprints.

Publisher’s note  Springer Nature remains neutral with regard to jurisdictional claims in published maps and 
institutional affiliations.

Open Access   This article is licensed under a Creative Commons Attribution 4.0 International 
License, which permits use, sharing, adaptation, distribution and reproduction in any medium or 

format, as long as you give appropriate credit to the original author(s) and the source, provide a link to the 
Creative Commons licence, and indicate if changes were made. The images or other third party material in this 
article are included in the article’s Creative Commons licence, unless indicated otherwise in a credit line to the 
material. If material is not included in the article’s Creative Commons licence and your intended use is not 
permitted by statutory regulation or exceeds the permitted use, you will need to obtain permission directly from 
the copyright holder. To view a copy of this licence, visit http://creat​iveco​mmons​.org/licen​ses/by/4.0/.

© The Author(s) 2021

https://doi.org/10.1038/s41598-020-79403-x
https://doi.org/10.1038/s41598-020-79403-x
www.nature.com/reprints
http://creativecommons.org/licenses/by/4.0/

	The corticolimbic structural covariance network as an early predictive biosignature for cognitive impairment in Parkinson’s disease
	Materials and methods
	Participants. 
	Statement. 
	Neuropsychological testing. 
	Structural MR imaging. 
	Image acquisition. 
	Motion assessment. 
	Imaging data pre-processing. 

	Structural covariance network analysis. 
	Statistical analysis. 
	Analysis of demographic data and longitudinal data. 
	Cognitive performance and GMV of ROIs. 

	Ethical standards and patient consent. 

	Results
	Baseline clinical characteristics of PD patients and controls. 
	Group comparison of regional GMV between PDD and PDN and construction of SCN. 
	Connectivity interactions between PDD and PDN with the epicenter. 
	Correlation between cognitive function and volumes of SCNs and prefrontal cortex. 
	Longitudinal results on the GMV of SCNs and left prefrontal cortex. 

	Discussion
	Limitations. 

	References
	Acknowledgements


