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Background: Cerebral small vessel disease (SVD) is a common cause of cognitive
dysfunction. However, little is known whether the altered recon�guration pattern of brain
modular architecture regulates cognitive dysfunction in SVD.

Methods: We recruited 25 cases of SVD without cognitive impairment (SVD-NCI)
and 24 cases of SVD with mild cognitive impairment (SVD-MCI). According to the
Framingham Stroke Risk Pro�le, healthy controls (HC) were divided into 17 subjects
(HC-low risk) and 19 subjects (HC-high risk). All individuals underwent resting-state
functional magnetic resonance imaging and cognitive assessments. Graph-theoretical
analysis was used to explore alterations in the modular organization of functional brain
networks. Multiple regression and mediation analyses wereperformed to investigate the
relationship between MRI markers, network metrics and cognitive performance.

Results: We identi�ed four modules corresponding to the default modenetwork
(DMN), executive control network (ECN), sensorimotor network and visual network. With
increasing vascular risk factors, the inter- and intranetwork compensation of the ECN
and a relatively reserved DMN itself were observed in individuals at high risk for SVD.
With declining cognitive ability, SVD-MCI showed a disrupted ECN intranetwork and
increased DMN connection. Furthermore, the intermodule connectivity of the right inferior
frontal gyrus of the ECN mediated the relationship between periventricular white matter
hyperintensities and visuospatial processing in SVD-MCI.

Conclusions: The recon�guration pattern of the modular architecture within/between
the DMN and ECN advances our understanding of the neural underpinning in response
to vascular risk and SVD burden. These observations may provide novel insight into the
underlying neural mechanism of SVD-related cognitive impairment and may serve as a
potential non-invasive biomarker to predict and monitor disease progression.

Keywords: small vessel disease, cognitive impairment, networ k recon�guration, compensation, visuospatial
processing
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INTRODUCTION

Cerebral small vessel disease (SVD) is a signi�cant contributor
to cognitive dysfunction (1). It is characterized by white matter
hyperintensities (WMH), lacunar infarcts (LI), microbleedsand
the Virchow-Robin space in MRI (1). Although the mechanism is
still incompletely understood, SVD is generally considered to
be the result causes of aging and vascular risk factors including
hypertension, diabetes, and smoking (2). More vascular risk
factors create an easier path to SVD (3). The Framingham Stroke
Risk Pro�le (FSRP) is a composite risk index of vascular risk
factors and has been used to identify the population at high risk
for SVD (4, 5).

Early identi�cation of individuals at risk for cognitive decline
is important to the development of e�ective therapies for
cognitive decline or dementia in SVD. Previous publicationshave
indicated that the progression or location of WMH could induce
cognitive decline (6, 7). Currently, a promising brain functional
imaging technique, that is, resting-state fMRI has been widely
used in the human brain functional network researches, which
can show the metabolism in the di�erent areas, spontaneous
activity in di�erent mode regions, and intra- or inter-regional
connectivity among di�erent brain networks (8).

Functional connectivities are not homogeneously distributed
across the whole network, but gather into subnetworks (i.e.,
modules) that are densely connected internally but only weakly
coupled externally (8). Overall, modular organization may be
conductive to the greater robustness and adaptability of the
brain network responding to internal and external changes (8).
Previous studies have observed modular recon�guration of brain
networks. In patients with subcortical vascular mild cognitive
impairment, the executive control network (ECN) module was
notably rearranged; i.e., the posterior parietal regions were
separate from ECN as a new module (9). A gene-connectome
study demonstrated that APOE+4 in patients with Alzheimer's
disease led to the recon�guration of the posterior default
mode network (pDMN) and ECN correlated with cognitive
performance (10). Furthermore, a task-state MRI study revealed
that normal individuals showed dynamic integration between
specialized brain modules at di�erent cognitive loads (11).
Therefore, modularity analysis could provide further insights
into the SVD-related cognitive impairment.

In this study, we applied graph-theoretical modularity analysis
to resting-state functional MRI data and characterized the
brain modular network organization in subjects with SVD or
those at risk. Furthermore, we explored the relationship among
SVD burden, modular measures and cognitive performance.
We hypothesize that recon�guration of modular architecture
emerges during the progression of SVD and mediates the
relationship between SVD burden and cognitive function.

MATERIALS AND METHODS

Participants
This is hospital-based Cross-study (Clinical Trial: ChiCTR-
OOC-17010562), which consists of 85 Han Chinese participants
(49 SVD subjects and 36 matched healthy controls [HC]) aged

between 50 and 80 years. SVD divided into SVD-non cognitive
impairment (SVD-NCI, n D 25) and SVD-mild cognitive
impairment (SVD-MCI n D 24) based on neuropsychological
assessment. HC was split up into HC-low risk (risk< 15%,n D
17) and HC-high risk (risk> 15%,n D 19), following Stroke Risk
Prediction Model (12). SVD criteria was de�ned by the presence
on neuroimaging: WMH (Fazekas scale 2 or higher) with or
without lacunar infarct (13, 14). Exclusion criteria included
intracranial hemorrhage; non-SVD-related WMH mimics (e.g.,
multiple sclerosis); cardioembolic source (e.g., atrial �brillation);
intra/extracranial large artery stenosis> 50%; dementia [Mini-
Mental State Examination (MMSE)� 23] and other neurological
or psychiatric disorders (15). This research was approved by the
Ethics Committee of Nanjing Drum Tower Hospital, and signed
informed consent was obtained from all participants.

Stroke Risk Prediction Model
FSRP is a clinical and composite risk score of vascular risk
factors that predicts 10-year probability of stroke for individuals
who are free of stroke at baseline (12). This model is based on
the following risk factors: age, systolic blood pressure, use of
hypertensive medication, diabetes mellitus, cigarette smoking,
atrial �brillation, cardiovascular heart disease, and left ventricular
hypertrophy. A higher FSRP indicates a higher risk of developing
a stroke event (12). The score ranges from 1 to 27 points for
women and 1–30 points for men. In this study, participants with
atrial �brillation were excluded due to cardioembolic source. So,
we excluded points assigned for atrial �brillation. The sex-speci�c
score is then converted to 10-year probability of strokes ranging
from 1 to 84% for women and 3–88% for men (12).

Neuropsychological Assessment
All participants underwent a standardized neuropsychological
evaluation protocol, which included the general cognitive
examination and multiple cognitive domain assessments
performed by an experienced neuropsychologist. General
cognitive function was evaluated by MMSE and Beijing version
of the Montreal Cognitive Assessment (MoCA-BJ). In this study,
we used MoCA-BJ to detect SVD-MCI. Since education is the
strongest non-cognitive factor in�uencing the assessmentof
MoCA-BJ, the optimal cuto� points are determined according
to education level (or years of education). For subjects with no
formal education, the MoCA-BJ cuto� was 13/14; for subjects
with 1–6 years of education, the MoCA-BJ cuto� was 19/20; and
for subjects with 7 or more years of education, it was 24/25. The
raw examination scores were transformed to Z-scores so as to
calculate each cognitive domain performance. Episodic memory
is a compound score that includes the mean of the Z-scores of
Auditory Verbal Learning Test-delayed recall (AVLT-DR) and
Wechsler Memory Scale Visual Reproduction-delayed recall
(WMS-VR-DR). Visuospatial function (VPF) was calculated as
the mean of the Z-scores of Clock Drawing Test (CDT) and
Visual Reproduction-copy (VR-C). Information processing
speed (IPS) is a compound score of the average Z-scores of Trail
Making Test-A (TMT-A), Stroop Color and Word Tests A and
B (Stroop A and B). Language consisted of Category Verbal
Fluency (CVF) and Boston Naming Test (BNT). Executive
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Function was calculated as the average Z-scores of Digit Span
Test-backward (DST-backward), TMT-B, and Stroop C.

MRI Scanning
All of the subjects were scanned by a Philips 3.0-T scanner
(Philips Medical Systems, The Netherlands) with a homogeneous
birdcage head coil in order to reduce head movements. Prior to
the scan, all subjects were instructed to keep their eyes closed but
not fall asleep, think of nothing, and move as little as possible
during data acquisition. Finally, a simple questionnaire indicated
that all of the subjects had not fallen asleep during the scan.
The high-resolution T1-weighted sagittal images coveringthe
whole brain acquired by turbo fast echo acquisition as follows:
repetition time (TR)D 9.8 ms, echo time (TE)D 4.6 ms, �ip
angle (FA)D 8� , acquisition matrixD 256 � 256, number of
slicesD 192, thicknessD 1.0 mm, FOVD 250 � 250 mm2.
The 3D �uid-attenuated inversion recovery (FLAIR) images were
acquired by the sequence: TRD 4,500 ms, TED 333 ms, time
interval (TI) D 1,600 ms, acquisition matrixD 270� 260, voxel
size D 0.95 � 0.95 � 0.95 mm3, number of slicesD 200.
The resting-state functional scans covering 230 volumes were
obtained with a gradient-recalled echoplanar imaging sequence:
TR D 2,000 ms, TED 30 ms, FAD 90� , acquisition matrixD
64 � 64, number of slicesD 35, thicknessD 4.0 mm, FOVD
240 � 240 mm2. WMH automated segmentation and volume
quanti�cation was processed in the Wisconsin White Matter
Hyperintensities Segmentation Toolbox version 1.3 (W2MHS
v1.3, https://sourceforge.net/projects/w2mhs) based on FLAIR
and T1 images. The total WMH included periventricular-WMH
(PWMH) and deep-WMH (DWMH). Intracranial volume was
calculated as a sum of gray matter (GM), white matter and
cerebrospinal �uid volume using automated segmentation on
T1 images in Statistical Parametric Mapping (SPM8, http://
www.�l.ion.ucl.ac.uk /spm). WMH volume was normalized to
the intracranial volume (16). Lacunes of presumed vascular
origin were de�ned as hypointense areas (> 3 mm and� 15 mm
in diameter) on FLAIR and T1 images, distinguished from
enlarged perivascular spaces and infraputaminal pseudolacunes
(1). Lacunes were counted by two trained raters blinded to the
participants' clinical information.

Image Preprocessing
The resting-state fMRI data was preprocessed by the Graph
Theoretical Network Analysis Toolbox version 2.0 (GRETNA
v2.0, http://www.nitrc.org/projects/gretna/) based on SPM8.
After removing the �rst 10 volumes, the remaining functional
images were corrected for intravolume time o�sets and
intervolume geometrical displacements. No subjects performed
a displacement> 2 mm or an angular rotation> 2� in any
direction. Next, the obtained images were spatially normalized to
the Montreal Neurological Institute (MNI) space and resampled
to 3 � 3 � 3 mm voxels. The resulting images were further band-
pass �ltered within the frequency range of 0.01–0.08 Hz to reduce
the low-frequency drift and high frequency physiological noise
(17). Linear trends were also removed. Finally, several nuisance
signals were regressed out, including the Friston 24-motion
parameter model (six head motion parameters, six head motion

parameters one time point before, and the 12 corresponding
squared items), global mean, white matter and cerebrospinal�uid
signals (18).

Network Construction
In this study, functional brain networks were constructed at
the large-scale level with nodes for brain regions and edges
for interregional functional connectivity (FC). To de�ne the
network nodes, we divided the brain into 1024 contiguous and
uniform regions of interest (ROIs) based on a high resolution,
randomly partitioning brain atlas (19). To de�ne network edge,
we calculated Pearson correlation coe�cients for each pair of
1024 ROIs between the regional mean time series. To improve
the normality, these correlation coe�cients were translatedto
z values by Fisher's r-to-z transform. We restricted our analysis
to positive correlations because of the ambiguous interpretation
of negative correlations (20). As described in the previous
study, brain networks were not fully connected at lower sparsity
threshold and were less likely to remain small-world architecture
at higher sparsity threshold (11). In this study, the matrix was
thresholded at a set of sparsity (ranging from 0.10 to 0.30, with
steps of 0.01) to obtain a binary undirected network (21).

Modularity
A module is referred to as a collection of nodes that are densely
connected with each other but less connected with other nodes.
And the modularity Q of a network quanti�es the e�cacy
of segmenting a network into modules, which was de�ned
as follows:

Q D
NmX

iD1

h
li=L �

�
di=2L

� 2
i

(1)

whereNm is the number of modules,L is the total number of
edges in the network,li is the number of within-module edges in
the modulei anddi is the sum of the linked edges at each node
in the modulei. In this study, we used a spectral optimization
algorithm to detect the modular community structure, whichwas
proposed by Newman (22). In practice, the network modularity
Q with a powerful modular structure typically ranges from 0.3 to
0.7 (23). Given that the sparsity threshold could have an e�ect on
modular partitioning, we performed the modularity analysis on
group-level brain networks, applying a threshold of 20% sparsity
at each group (9). According to prior investigations associated
with cognition (11, 24), DMN and ECN modules, which were
identi�ed from the module partitioning at each group by visual
inspection, were of particular interest in our study. Notably, to
ensure comparability, we apply the module partitioning of HC-
low risk group as the uni�ed standard in the following analyses at
module and nodal levels.

At the module level, we measured intramodule connectivity
density (Ds) and intermodule connectivity density (Ds,t)
as follows:
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DsD

2
P

i,j2s
" i, j

Ns.Ns� 1/
(2)

whereNs is the number of nodes within modules, and" i,j are the
existing edges within modules.

Ds, t D

P

i2s,j2t
" i, j

Ns� Nt
(3)

whereNs is the number of nodes within modulesandNt is the
number of nodes within modulet, and" i,j are the existing edges
between modulesand modulet.

At the nodal level, within-module degree (WD) and
participation coe�cient (PC) were calculated as follows (25):

WDi D
ei � Nes

� s
(4)

whereei is the nodal degree of a nodei within module sand Nes
is the average nodal degree of all nodes in modules, and� s is the
standard deviation of the within module nodal degree of all nodes
in modules.

PCiD 1 �
NmX

sD1

�
ki,s
ki

� 2

(5)

WhereNm is the number of modules andki,s is the number of
connections between the nodei and modules. ki is the total
number of connections of nodei to all other nodes in the
Nm modules.

Statistical Analysis
Di�erences between groups in demographic, neuroimaging
characteristics and cognitive assessment were analyzed using a
Chi-squared ($2) test or one-way analysis of variance (ANOVA)
in SPSS version 22 (IBM Corp., Armonk, NY). The signi�cance
level was set atP< 0.05.

For module level metrics, we used ANOVA to investigate
whether there were signi�cant group di�erences in modularity,
intramodule connectivity density and intermodule connectivity
density. The signi�cant level was set atP < 0.05. For nodal-wise
measures (i.e., WD and PC), we applied GRETNA to investigate
the signi�cantly di�erent brain regions between groups, and
false discovery rate (FDR) was performed at ana level of 0.01
to correct for multiple comparisons. Then, apost hoctest was
used to determine the change pattern of nodal-wise metrics in
di�erential regions. In all analyses, age, gender, education level,
GM volume, and number of lacunes or WMH volume were
controlled for as confounding covariates.

To investigate the relationship among MRI markers, network
metrics and cognitive performance, a multiple regression analysis
and mediation analysis were performed by using SPSS while
controlling for relevant covariates (age, sex, education level, GM,
and number of lacunes or WMH volume).

RESULTS

Demographic and Clinical Characteristics
Demographic and clinical data for the HC subgroups (HC-
low risk and HC-high risk) and SVD subgroups (SVD-NCI
and SVD-MCI) are summarized inTable 1. There were no
signi�cant di�erences in gender and years of education between
four groups. However, HC-low risk group showed signi�cantly
lower age compared with other groups. In subsequent analyses,
we controlled for the age as a confounding covariate. WMH and
PWMH volume signi�cantly di�ered among groups (P< 0.001).
Both of SVD subgroups had a higher WMH and PWMH volume
compared to each HC subgroup. The SVD-MCI group exhibited
poorer performances on MoCA-BJ (P< 0.001), episodic memory
(P< 0.001), VPF (PD 0.017), IPS (PD 0.002), language function
(PD 0.028) and executive function (P< 0.001) than other groups
(details of cognitive domain assessment inTable 1).

Brain Module Identi�cation
All groups almost exhibited high modularityQ across the
sparsity range (0.1–0.3), showing a powerful modular structure
of brain network organization (Supplementary Figure 1). We
further conducted the following analyses on functional networks
constructed at the 20% sparsity threshold. We identi�ed
four modules that corresponded to DMN, ECN, sensorimotor
network (SMN) and visual network (VN) detected from group-
averaged brain networks (Figure 1).

Module-Wise Alterations and its
Relationship With Cognition
We found the signi�cant di�erences of intra-module connectivity
density within DMN among the four groups (F D 4.919, p D
0.004) (Figure 2A). The further analysis indicated that SVD-
MCI exhibited higher connectivity density than SVD-NCI (p D
0.004), while there was no signi�cant di�erence between HC-
low risk and HC-high risk (Figure 2B). Moreover, we found
that IPS was positively associated with functional connectivity
density within DMN (� D 0.501,P D 0.022) in SVD-NCI
(Supplementary Figure 2A).

The group di�erences of intra-module connectivity density
within ECN was also observed (F D 66.169, p < 0.001). In
the HC group, the functional connectivity density within ECN
remarkably enhanced with the increase of risk for SVD (p
< 0.001), whereas in SVD group, the functional connectivity
density notably decreased as the appearance of cognitive decline
(p < 0.001) (Figure 2C). Multiple regression analyses indicated
that IPS was negatively related to functional connectivity
density within ECN (� D –0.432, P D 0.036) in SVD-NCI
(Supplementary Figure 2B).

The inter-module connectivity density between DMN and
ECN signi�cantly di�ered in four groups (F D 3.671, pD 0.016).
The HC-high risk group showed the more closely connected
coupling between DMN and ECN compared with the HC-low
risk group (p D 0.002) (Figure 2D). In contrast, there was
no statistical di�erence between SVD groups. The FC density
between DMN and ECN correlated negatively with DST (� D –
0.587, P D 0.006) in HC-high risk (Supplementary Figure 2C).
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TABLE 1 | Demographic and neuropsychological data.

Items HC CSVD F/� 2/H p

Low-risk ( n D 17) High-risk ( n D 19) NCI (n D 25) MCI (n D 24)

DEMOGRAPHICS

Age (years) 55.47� 4.23 68.16 � 5.32 64.52 � 10.65 65.92 � 9.11 8.260 < 0.001b*

Education (years) 11.47� 4.09 11.84 � 3.63 11.16 � 4.11 12.67 � 3.38 0.694 0.559b

Gender (male/female) 7/10 14/5 12/13 11/13 – 0.179a

NEUROIMAGING CHARACTERISTICS

GMV(cm3) 540.88 � 56.93 541.77 � 46.88 539.75 � 38.88 538.08 � 51.44 0.023 0.995b

WMV(cm3) 505.66 � 53.69 467.19 � 52.91 460.83 � 44.00 463.95 � 59.47 0.709 0.550b

WMH(mm3) 470.97 (184.91, 651.34) 719.00 (147.29, 892.00) 2978.46 (762.74, 4019.20) 4826.16 (760.99, 5639.67) 20.220 < 0.001c*

PVWMH 287.38 (111.46, 500.42) 547.20 (107.91, 786.85) 2091.44(468.66, 2913.88) 3633.38 (317.13, 4862.83) 21.266 < 0.001c*

DWMH 97.93 (31.34, 173.13) 41.25 (17.50, 283.61) 298.69 (54.30, 980.61) 431.76 (14.55, 1149.31) 6.056 0.109

Lacunes, number (%) – – 7 (28%) 13 (54%) – –

GENERAL COGNITION

MMSE 28.71 � 1.26 28.58 � 1.39 28.44 � 1.29 27.75 � 2.07 1.624 0.19b

MoCA-BJ 25.47 � 0.60 25.73 � 0.54 26.10 � 0.45 21.41 � 0.46 21.789 < 0.001b*

COMPOSITION Z SCORES OF EACH COGNITIVE DOMAIN

Episodic memory 0.60� 0.54 � 0.10 � 0.56 0.11 � 0.54 � 0.53 � 0.91 9.762 < 0.001b*

AVLT-DR 6.53� 1.46 5.47 � 1.47 5.52 � 1.85 3.75 � 2.05 9.061 < 0.001b*

VR-DR (WMS) 8.65� 3.26 6.37 � 2.79 7.08 � 2.68 5.83 � 3.58 2.964 0.037b*

Visuospatial processing function 0.18� 0.24 0.14 � 0.21 0.26 � 0.18 � 0.503 � 0.18 3.584 0.017b*

CDT 3.96 � 0.16 3.82 � 0.14 3.99 � 0.12 3.35 � 0.12 5.529 0.002b*

VR-C 13.71 � 0.46 13.91 � 0.41 13.88 � 0.34 12.98 � 0.35 1.514 0.217b

Information processing speed 0.36� 0.75 0.09 � 0.89 0.18 � 0.78 � 0.51 � 0.58 5.538 0.002b*

TMT-A 50.27 � 5.74 51.15 � 5.15 46.30 � 4.27 68.67 � 4.40 5.014 0.003b*

Stroop A 16.51 � 2.15 14.63 � 1.93 17.66 � 1.60 24.14 � 1.65 5.749 < 0.001b*

Stroop B 20.45 � 2.25 23.25 � 2.02 19.97 � 1.67 25.18 � 1.72 1.816 0.151b

Language 0.26� 0.20 0.12 � 0.18 0.12 � 0.15 � 0.4 � 0.15 3.207 0.028b*

CVF 17.40� 1.01 17.17 � 0.91 17.43 � 0.75 15.55 � 0.77 1.279 0.287b

BNT 52.31 � 1.62 50.77 � 1.45 50.33 � 1.20 46.79 � 1.24 2.999 0.036b*

Executive function 0.31� 0.53 0.36 � 0.82 � 0.12 � 0.64 � 0.38 � 0.56 6.437 < 0.001b*

DST-backward 5.29 � 0.38 5.69 � 0.35 4.80 � 0.29 4.66 � 0.29 2.231 0.091b

TMT-B 81.39 � 12.06 79.22 � 10.83 107.13 � 8.98 131.21 � 9.25 6.124 < 0.001b*

Stroop C 29.33 � 2.67 28.90 � 2.39 33.47 � 1.98 36.77 � 2.04 2.885 0.041b*

Values are presented as the mean� standard error (SE), median (interquartile ranges) or number (percentage).
athe p-value was obtained by� 2 test.
b the p-value was obtained by one-way ANOVA and c the p-value was obtained byKruskal-Wallis one-way ANOVA.
*indicates a statistical difference between groups, p< 0.05.
HC, health control; CSVD, cerebral small vessel disease; NCI, non-cognitive impairment; MCI, mild cognitive impairment; GMV, gray matter volume; WMV, white matter volume; WMH,
white matter hyperintensities. PVWMH, periventricular-white matter hyperintensities; DWMH, deep-white matter hyperintensities; MMSE, mini mental state examination; MoCA-BJ,
beijing version of the montreal cognitive assessment; AVLT-DR, auditory verbal learning test-delayed recall; VR-DR, visual reproduction-delay recall; WMS, wechsler memory scale; CDT,
clock drawing test; VR-C, visual reproduction-copy; CVF, category verbal �uency; BNT, Boston Naming Test; DST, digit span test; TMT-A and TMT-B, trail making test-A and B; Stroop
A, B and C, stroop color and word tests A, B, and C.

The alteration pattern of SMN and VN could be seen in
Supplementary Figure 6.

Nodal-Wise Alterations and its
Relationship With Cognition
Next, we investigate whether and how the node properties
within DMN and ECN were altered in SVD. The spatial
distribution of PC and WD in group-averaged network were
shown in Figure 3 and Supplementary Figure 3. Signi�cant
e�ects of vascular burden on PC were observed in the

DMN (such as bilateral superior frontal gyrus [SFG], inferior
parietal lobule [IPL], and left posterior cingulate cortex [PCC],
medial orbitofrontal cortex [mOFC]) and the ECN (such as
bilateral inferior frontal gyrus [IFG] and right midcingulate
cortex [MCC]) (P < 0.01, FDR corrected) (Figure 3B).
The post hoctests revealed that PC in the DMN mostly
tended to increase in subjects at high risk and decrease in
SVD-MCI, whereas the alterations of PC in the ECN showed
the increased pattern in SVD-MCI (Supplementary Figure 4).
Interestingly, PC in the left mOFC (i.e., anterior DMN
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FIGURE 1 | Modular architecture for each group. In each group, four modules were found in the mean functional brain network: the default mode network (yellow), the
executive control network (orange), the sensorimotor network (blue), and the visual network (green). HC, healthy control; SVD, small vessel disease; NCI, non-cognitive
impairment; MCI, mild cognitive impairment; DMN, default mode network; ECN, executive control network; SMN, sensorimotor network; VN, visual network.

[aDMN]) only exhibited the increased pattern in SVD-MCI
(Supplementary Figure 4A).

Group comparisons revealed that the WD was signi�cantly
regulated in the regions of the DMN (such as bilateral mOFC,
middle temporal gyrus [MTG], and the right IPL) and the ECN
(such as bilateral ACC, IFG, and anterior insula [AI]) (P < 0.01,
FDR corrected) (Figure 3D). Thepost-hoctests determined that
WD did not homogeneously change within DMN and ECN. WD
in the right IPL (i.e., pDMN) tended to increase, while WD in the
bilateral mOFC and MTG (i.e., aDMN) decreased in SVD-MCI
(Supplementary Figure 5A). In the ECN, WD of the bilateral
IFG showed the similar pattern with the ECN module, whereas
WD in bilateral ACC and AI had the increased tendency in SVD-
MCI (Supplementary Figure 5B). We further found that WD
of the right IPL negatively correlated with IPS (� D –0.494, P
D 0.030) in HC-high risk (Supplementary Figure 2D). In SVD-
MCI, WD of left AI was positively associated with IPS (� D 0.410,
PD 0.028) (Supplementary Figure 2E).

Right IFG Mediates PWMH-Induced
Visuospatial Function Decline
We then further investigated the relationship among MRI
markers, network metrics and cognitive performance. WMH
volumes, PWMH volumes, DWMH volumes, and numbers of

lacunes were selected as MRI markers for further mediation
analysis. In SVD-NCI, the PWMH positively correlated with
PC in the left PCC (� D 0.449, P D 0.001). In SVD-
MCI, the mediation analysis suggested that the PWMH was
associated with PC in the right IFG (a D –0.541, P D
0.019) and VPF (c D –0.778, P < 0.001; c0 D –0.560, P D
0.007) and PC of right IFG was related to VPF (b D 0.403,
PD 0.039) (Figure 4).

DISCUSSION

This study used graph-theoretical modularity for the �rst time
to indicate that: (1) there was a high FC density in both
the inter- and intra-network of the ECN and the DMN in
the high risk individuals for SVD; (2) SVD-MCI patients
showed a disrupted ECN intra-network and increased DMN
connections; and (3) inter-module connectivity of the leftIFG
mediated the relationship between PWMH and visuospatial
processing. These �ndings have important implications for the
further understanding of the neural mechanism of SVD-related
cognitive de�cits.

Firstly, we wondered whether and how the brain modular
architecture was altered in a population at high risk for
SVD. Both DMN and ECN networks were chosen. The
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FIGURE 2 | The reorganized pattern of intramodule and intermodule connectivity density within/between DMN and ECN.(A) The matrix showed the four modules
and interactions between these modules. The darker color mean the higher connectivity density (uncorrected).(B) The FC density within DMN in SVD-MCI was
signi�cantly higher than it in SVD-NCI (*p D 0.004). (C) The FC density within ECN increased in HC-high risk comparedwith HC-low risk (*p < 0.001), whereas it
signi�cantly decreased in SVD-MCI compared with SVD-NCI (*p < 0.001). (D) The FC density between DMN and ECN in HC-high risk showed an higher pattern than
it in HC-low risk (*p D 0.002). HC, healthy control; SVD, small vessel disease; NCI,non-cognitive impairment; MCI, mild cognitive impairment;DMN, default mode
network; ECN, executive control network; SMN, sensorimotor network; VN, visual network; FC, functional connectivity.

DMN (deactivated during tasks) is primarily involved in
episodic memory and self-monitoring processing, while the ECN
(activated during tasks) engages in the mediation of working
memory, cognitive control and decision making. At the module
level, our results revealed that connectivity density within the
ECN increased in a high-risk population for SVD, but it did
not within the DMN, which indicated that ECN (frontoparietal
network) may be more susceptible to the vascular burden than
the DMN and elucidated that the ECN supported cognitive
processes by increasing its own integration (11). We also found
increased intermodule connectivity density between the DMN
and ECN that correlated negatively with DST (subcomponent
of executive function), suggesting that the modular organization
could increase �exibility and facilitate adaptation in response
to environmental changes (8). By the evolutionary computation
approach, hyperconnectivity between the DMN and ECN during
recovery from traumatic brain injury re�ected positive functional
plasticity (26).

Next, we investigated the brain functional network of SVD-
MCI patients. The results showed that the functional connectivity

density within the ECN was signi�cantly decreased. This hints
that the frontoparietal network was particularly vulnerable to
SVD-related damages, and SVD could hamper network function
and impair cognition via a “disconnection syndrome” (27, 28).
A combined functional and structural imaging study indicated
that disrupted functional connectivity in the frontoparietal
network mediated the impact of reduced white matter integrity
in the bilateral superior longitudinal fasciculus on executive
dysfunction in hypertensive patients with WMH (29). These
functional alterations were closely associated with WMH and
speci�c neuropsychological de�cits.

Furthermore, increased functional connectivity within the
DMN happened in SVD-MCI, which was positively associated
with IPS. These �ndings may also re�ect that the DMN and
ECN played distinct roles in the progression of SVD, in which
the ECN had a compensatory e�ect in the early stage of disease,
and the DMN played a compensatory role in the late stage.
The di�erential associations of DMN and ECN on cognition
performance were also observed in other diseases. A resting-state
fMRI study demonstrated that depressed participants showed
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FIGURE 3 | The distribution of PC and WD in the whole brain.(A) The PC distribution in HC-low risk.(B) Signi�cant effects of vascular burden on PC were observed
in the DMN (such as bilateral superior frontal gyrus [SFG], inferior parietal lobule [IPL], and left posterior cingulatecortex [PCC], medial orbitofrontal cortex [mOFC]) and
the ECN (such as bilateral inferior frontal gyrus [IFG] and right midcingulate cortex [MCC]) (P < 0.01, FDR corrected).(C) The WD distribution in HC-low risk.(D) The
WD was signi�cantly regulated in the regions of DMN (such as bilateral mOFC, middle temporal gyrus [MTG], and the right IPL)and the ECN (such as bilateral ACC,
IFG, and anterior insula [AI]) (P < 0.01, FDR corrected). HC, healthy control; PC, participantcoef�cient; WD, within module degree.

decreased connectivity in the ECN and increased connectivity in
the DMN compared to non-depressed participants and that these
distinctive patterns of connectivity were associated with worse
cognitive performance. In more detail, functional connectivity
within the ECN was negatively associated with episodic
memory performance while connectivity within the DMN was
positively associated with episodic memory performance in the
non-depressed participants (30). This highlights the potential
importance of the DMN and ECN to adapt upon cognitive
demands at di�erent stages of the disease.

Excitingly, we found that some nodes, such as the bilateral
ACC, AI, IFG, and right MCC within the ECN, exhibited
increased intra- and inter-module functional connectivity in
patients with SVD-MCI. However, regression analysis revealed
that only the intra-module connectivity of the left AI was

positively associated with IPS. Notably, we observed that, at the
nodal level, PC and WD did not homogeneously change across
the DMN; regions of the aDMN showed increased inter-module
connectivity, whereas regions of the pDMN exhibited increased
intra-module connectivity in SVD-MCI. Acutely, the aDMN
is often involved in perception or self-referential processing,
and the pDMN is more commonly related to episodic memory
retrieval (31). Based on modularity analysis, the pDMN exhibited
decreased intra-module connectivity in the apolipoprotein E
+4 carriers compared to that in the noncarriers, but the
aDMN showed no signi�cant alterations (10). Patients with
schizophrenia showed increased posterior and decreased anterior
connectivity within the DMN compared with healthy controls
(32). Notwithstanding, the neurobiological mechanism behind
the di�erentiated pattern requires further investigation. Overall,
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FIGURE 4 | The mediation analyses in SVD-MCI. The PWMH was associated with PC in the right IFG (a D � 0.541, P D 0.019) and VPF (c D � 0.778, P <
0.001; c0D � 0.560, P D 0.007) and PC in the right IFG was related to VPF (b D 0.403, P D 0.039). PWMH, periventricular-white matter hyperintensities; IFG, inferior
frontal gyrus; VPF, visuospatial processing function; PC,participant coef�cient.

our results suggested that patients with SVD-MCI displayed
complicated modular interactions with a parallel pattern of
disruption and compensation in the ECN and DMN.

To further explore the relationship between vascular burden,
network metrics and cognitive performance, mediation analysis
was applied. The result suggested that PWMH induced VPF
dysfunction regulated by the right IFG. VPF has been proposed
to be susceptible to age-related decline and is preferentially
disrupted in normal aging (33, 34). The visual processing-related
regions can be divided into ventral and dorsal streams. The
dorsal stream is involved in three major pathways, including
the parieto-prefrontal, parieto-medial temporal, and parieto-
premotor pathways (35). The parieto-prefrontal pathway is
an important component of the dorsal stream in visuospatial
processing (35). It sends input to the dorsal prefrontal region,
which is essential for top-down executive control in visuospatial
processing (35). The right IFG may play a central role in
promoting the global processing of visuospatial perception (36).
During the visuospatial working memory task, the fractional
anisotropy and axial di�usivity of the white matter bundles
connecting the IFG and fusiform were associated with processing
speed (37). In subjects with autism spectrum disorder, poorer
VPF was correlated with a disrupted white matter microstructure
in the right inferior fronto-occipital fasciculus (38). Additionally,
most of the investigations have revealed that the increasing
burden of PWMH, not DWMH, may play an independent
role in the decline of cognition (39). This evidence further
supports our result that PWMH could result in the decline
of visuospatial processing mediated by prefrontal functional
connectivity in SVD.

Several issues in our study need to be noted. First, as
a cross-sectional study, the data could not directly elucidate
the relationship between imaging characteristics and SVD-
related performance. Therefore, it is necessary to replicate

our �ndings in future longitudinal studies. Second, the
connectivity within/between di�erent modules was binary
undirected matrices. Thus, weighted matrices might provide
more detailed information about network alterations. Third,
our functional data preprocessing steps included global signal
regression and we were only concerned with the positive
correlations in the subsequent analyses. Further exploration
of the e�ect of non-global signal regression and negative
correlations on modular alterations in SVD participants is
needed. Fourth, several modularity algorithms are currently
available with di�erent advantages. Di�erent algorithms need
to estimate the repeatability of our results. Finally, we only
examined functional brain networks in the current study.
It might be worth applying multimodal imaging techniques
(e.g., arterial spin labeling) to explore the correlation between
structural and functional networks.

CONCLUSION

The modular architecture showed an altered recon�guration
pattern within/between the DMN and ECN and might
have a mediation e�ect during the progression of SVD.
These observations may provide novel insight into the
underlying neural network mechanism of cerebral SVD-related
cognitive impairment.

AUTHOR CONTRIBUTIONS

YX: conceived and designed the experiments. RQ, YG,
XC, XW, JZ, and YJ: performed the experiments. RL,
HC, and WL: analyzed the data. FB and BZ: contributed
materials/analysis tools.

Frontiers in Neurology | www.frontiersin.org 9 April 2019 | Volume 10 | Article 324



Liu et al. The Modular Recon�guration in CSVD

ACKNOWLEDGMENTS

This work was supported by the National Key Research and
Development Program of China (2016YFC1300500-504 and
2016YFC0901004), National Natural Science Foundation of
China (81230026; 81630028), Natural Science Foundation of
Jiangsu Province (BE2016610;), Jiangsu Provincial Key Medical
Discipline (ZDXKA2016020).

SUPPLEMENTARY MATERIAL

The Supplementary Material for this article can be found
online at: https://www.frontiersin.org/articles/10.3389/fneur.
2019.00324/full#supplementary-material
Supplementary Figure 1 | The modularityQ across the sparsity range (0.1–0.3)
in each group. HC, healthy control; SVD, small vessel disease; NCI, non-cognitive
impairment; MCI, mild cognitive impairment.

Supplementary Figure 2 | The signi�cant relationship between modular indexes
and cognitive assessments.(A) IPS was positively associated with functional
connectivity density within DMN (b = 0.501, P = 0.022) in SVD-NCI.(B) IPS was
negatively related to functional connectivity density within ECN (b = � 0.432, P =
0.036) in SVD-NCI.(C) The FC density between DMN and ECN correlated
negatively with DST (b = � 0.587, P = 0.006) in HC-high risk.(D) WD of the right
IPL negatively correlated with IPS (b = � 0.494, P = 0.030) in HC-high risk.(E) WD
of left AI was positively associated with IPS (b = 0.410, P = 0.028) in SVD-MCI.
HC, healthy control; SVD, small vessel disease; NCI, non-cognitive impairment;
MCI, mild cognitive impairment; WD, within module degree; FC, functional

connectivity; DMN, default mode network; ECN, executive control network; IPS,
information processing speed; DST, digit span test; IPL, inferior parietal lobe; AI,
anterior insula.

Supplementary Figure 3 | The distribution of PC and WD in HC-high risk,
SVD-NCI, and SVD-MCI. HC, healthy control; SVD, small vessel disease; NCI,
non-cognitive impairment; MCI, mild cognitive impairment;PC, participant
coef�cient; WD, within module degree.

Supplementary Figure 4 | The post-hoc tests of PC in signi�cantly differentiated
brain regions involved in DMN(A) and ECN(B). HC, healthy control; SVD, small
vessel disease; NCI, non-cognitive impairment; MCI, mild cognitive impairment;
PC, participant coef�cient; SFG, superior frontal gyrus; IPL, inferior parietal lobe;
PCC, posterior cingulate cortex; mOFC, medial orbitofrontal cortex; IFG, inferior
frontal gyrus; MCC, right midcingulate cortex.

Supplementary Figure 5 | The post-hoc tests of WD in signi�cantly differentiated
brain regions involved in DMN(A) and ECN(B). HC, healthy control; SVD, small
vessel disease; NCI, non-cognitive impairment; MCI, mild cognitive impairment;
WD, within module degree; MTG, middle temporal gyrus; IPL, inferior parietal lobe;
mOFC, medial orbitofrontal cortex; IFG, inferior frontal gyrus; ACC, anterior
cingulate cortex; AI, anterior insula.

Supplementary Figure 6 | FC density within the visual network and sensorimotor
network. (A) The FC density within the visual network showed a signi�cant group
difference (p D 0.041, ANOVA, controlled age, sex, and years of education).The
FC density within the visual network in HC-high risk was signi�cantly decreased
compared to HC-low risk (p D 0.005). (B) There was no signi�cant difference in
FC density within the sensorimotor network. FC, functionalconnectivity; HC,
healthy control; CSVD, cerebral small vessel disease; NCI, non-cognitive
impairment; CI, cognitive impairment.

REFERENCES

1. Wardlaw JM, Smith EE, Biessels GJ, Cordonnier C, Fazekas F, Frayne R,
etale Neuroimaging standards for research into small vessel disease and its
contribution to ageing and neurodegeneration.Lancet Neurol.(2013) 12:822–
38. doi: 10.1016/S1474-4422(13)70124-8

2. Wardlaw JM, Smith C, Dichgans M. Mechanisms underlying sporadic
cerebral small vessel disease: insights from neuroimaging.Lancet Neurol.
(2013) 12:483–97. doi: 10.1016/S1474-4422(13)70060-7

3. Joutel A, Chabriat H. Pathogenesis of white matter changes incerebral
small vessel diseases: beyond vessel-intrinsic mechanisms.Clin Sci.(2017)
13:635–51. doi: 10.1042/CS20160380

4. Hajjar I, Yang F, Sorond F, Jones RN, Milberg W, Cupples LA, etale Anovel
aging phenotype of slow gait, impaired executive function, and depressive
symptoms: relationship to blood pressure and other cardiovascular risks. J
Gerontol A Biol Sci Med Sci.(2009) 64:994–1001. doi: 10.1093/gerona/glp075

5. Uiterwijk R, Staals J, Huijts M, de Leeuw PW, Kroon AA, van Oostenbrugge
RJ. Framingham Stroke Risk Pro�le is related to cerebral small vessel disease
progression and lower cognitive performance in patients with hypertension.J
Clin Hypertens.(2018) 20:240–5. doi: 10.1111/jch.13175

6. Pavlovic AM, Pekmezovic T, Tomic G, Trajkovic JZ, Sternic N. Baseline
predictors of cognitive decline in patients with cerebral small vessel disease.
J Alzheimers Dis.(2014) 42:S37–43. doi: 10.3233/JAD-132606

7. Jokinen H, Gouw AA, Madureira S, Ylikoski R, van Straaten EC, vander
Flier WM, etale Incident lacunes in�uence cognitive decline: the LADIS study,
Neurology.(2011) 76:1872–8. doi: 10.1212/WNL.0b013e31821d752f

8. Sporns O, Betzel RF. Modular brain networks.Annu Rev Psychol.(2016)
67:613–40. doi: 10.1146/annurev-psych-122414-033634

9. Yi LY, Liang X, Liu DM, Sun B, Ying S, Yang DB, etale Disrupted topological
organization of resting-state functional brain network in subcortical
vascular mild cognitive impairment.CNS Neurosci Ther.(2015) 21:846–54.
doi: 10.1111/cns.12424

10. Wang J, Wang X, He Y, Yu X, Wang H, He Y. Apolipoprotein E+4 modulates
functional brain connectome in Alzheimer's disease.Hum Brain Mapp.(2015)
36:1828–46. doi: 10.1002/hbm.22740

11. Liang X, Zou Q, He Y, Yang Y. Topologically reorganized connectivity
architecture of default-mode, executive-control, and salience networks
across working memory task loads.Cereb Cortex.(2016) 26:1501–11.
doi: 10.1093/cercor/bhu316

12. D'Agostino RB, Wolf PA, Belanger AJ, Kannel WB. Stroke risk pro�le:
adjustment for antihypertensive medication. The Framingham study. Stroke.
(1994) 25:40–3.

13. Kwon HM, Lynn MJ, Turan TN, Derdeyn CP, Fiorella D, Lane BF,
etale Frequency, risk factors, and outcome of coexistent small vessel
disease and intracranial arterial stenosis.JAMA Neurol.(2016) 73:36–42.
doi: 10.1001/jamaneurol.2015.3145

14. Tuladhar AM, van Dijk E, Zwiers MP, van Norden AG, de Laat KF,
Shumskaya E, etale Structural network connectivity and cognition in cerebral
small vessel disease.Hum Brain Mapp.(2016) 37:300–10. doi: 10.1002/hbm.
23032

15. Tuladhar AM, van Uden IW, Rutten-Jacobs LC, Lawrence A, van
der Holst H, van Norden A, etale Structural network e�ciency
predicts conversion to dementia.Neurology. (2016) 86:1112–9.
doi: 10.1212/WNL.0000000000002502

16. Tuladhar AM, Lawrence A, Norris DG, Barrick TR, Markus HS, de Leeuw
FE. Disruption of rich club organisation in cerebral small vessel disease.Hum
Brain Mapp.(2017) 38:1751–66. doi: 10.1002/hbm.23479

17. Liu F, Zhu C, Wang Y, Guo W, Li M, Wang W, etale Disrupted cortical hubs in
functional brain networks in social anxiety disorder.Clin Neurophysiol.(2015)
126:1711–6. doi: 10.1016/j.clinph.2014.11.014

18. Li W, Wang Z, Zhang L, Qiao L, Shen D. Remodeling pearson's correlation
for functional brain network estimation and autism spectrum disorder
identi�cation. Front Neuroinform.(2017) 11:55. doi: 10.3389/fninf.2017.00055

19. Zalesky A, Fornito A, Harding IH, Cocchi L, Yücel M, Pantelis C,etale Whole-
brain anatomical networks: does the choice of nodes matter?Neuroimage.
(2010) 50:970–83. doi: 10.1016/j.neuroimage.2009.12.027

20. Murphy K, Birn RM, Handwerker DA, Jones TB, Bandettini PA. The
impact of global signal regression on resting state correlations: are
anti-correlated networks introduced?Neuroimage. (2010) 44:893–905.
doi: 10.1016/j.neuroimage.2008.09.036

Frontiers in Neurology | www.frontiersin.org 10 April 2019 | Volume 10 | Article 324



Liu et al. The Modular Recon�guration in CSVD

21. Chang TY, Huang KL, Ho MY, Ho PS, Chang CH, Liu CH, etale Graph
theoretical analysis of functional networks and its relationship to cognitive
decline in patients with carotid stenosis.J Cereb Blood Flow Metab.(2016)
36:808–18. doi: 10.1177/0271678X15608390

22. Newman ME. Finding community structure in networks using the
eigenvectors of matrices.Phys Rev E Stat Nonlin Soft Matter Phys.(2006)
74:036104. doi: 10.1103/PhysRevE.74.036104

23. Newman ME. Modularity and community structure in networks.Proc Natl
Acad Sci USA.(2006) 103:8577–82. doi: 10.1073/pnas.0601602103

24. Ng KK, Lo JC, Lim JKW, Chee MWL, Zhou J. Reduced functionalsegregation
between the default mode network and the executive control network in
healthy older adults: a longitudinal study.Neuroimage.(2016) 133:321–30.
doi: 10.1016/j.neuroimage.2016.03.029

25. Guimerà R, Nunes Amaral LA. Functional cartography of complex metabolic
networks.Nature.(2005) 433:895–900. doi: 10.1038/nature03288

26. Roy A, Campbell C, Bernier RA, Hillary FG. An evolutionary computation
approach to examine functional brain plasticity.Front Neurosci.(2016)
10:146. doi: 10.3389/fnins.2016.00146

27. Lawrence AJ, Chung AW, Morris RG, Markus HS, Barrick TR. Structural
network e�ciency is associated with cognitive impairment in small-
vessel disease.Neurology.(2014) 83:304–11. doi: 10.1212/WNL.00000000000
00612

28. De Laat KF, Tuladhar AM, van Norden AG, Norris DG, Zwiers MP, deLeeuw
FE. Loss of white matter integrity is associated with gait disorders in cerebral
small vessel disease.Brain.(2011) 134:73–83. doi: 10.1093/brain/awq343

29. Li X, Liang Y, Chen Y, Zhang J, Wei D, Chen K, etale Disrupted frontoparietal
network mediates white matter structure dysfunction associatedwith
cognitive decline in hypertension patients.J Neurosci.(2015) 35:10015–24.
doi: 10.1523/JNEUROSCI.5113-14.2015

30. Albert KM, Potter GG, Boyd BD, Kang H, Taylor WD. Brain
network functional connectivity and cognitive performance in
major depressive disorder. J Psychiatr Res. (2019) 110:51–6.
doi: 10.1016/j.jpsychires.2018.11.020

31. Uddin LQ, Kelly AM, Biswal BB, Castellanos FX, Milham MP. Functional
connectivity of default mode network components: correlation,
anticorrelation, and causality.Hum Brain Mapp. (2009) 30:625–37.
doi: 10.1002/hbm.20531

32. Mannell MV, Franco AR, Calhoun VD, Cañive JM, Thoma RJ, Mayer AR.
Resting state and task-induced deactivation: a methodological comparison in

patients with schizophrenia and healthy controls.Hum Brain Mapp.(2010)
31:424–37. doi: 10.1002/hbm.20876

33. Drag LL, Bieliauskas LA. Contemporary review 2009: cognitive aging.
J Geriatr Psychiatry Neurol.(2010) 23:75–93. doi: 10.1177/0891988709
358590

34. Drag LL, Light SN, Langenecker SA. Patterns of frontoparietalactivation
as a marker for unsuccessful visuospatial processing in healthy aging. Brain
Imaging Behav.(2016) 10:686–96. doi: 10.1007/s11682-015-9428-y

35. Kravitz DJ, Saleem KS, Baker CI, Mishkin M. A new neural framework
for visuospatial processing.Nat Rev Neurosci.(2011) 12:217–30.
doi: 10.1038/nrn3008

36. Chen P, Hartman AJ, Priscilla Galarza C, DeLuca J. Global processingtraining
to improve visuospatial memory de�cits after right-brain stroke.Arc Clin.
Neuropsychol.(2012) 27:891–905. doi: 10.1093/arclin/acs089

37. Sala-Llonch R, Palacios EM, Junqué C, Bargalló N, Vendrell P.
Functional networks and structural connectivity of visuospatial and
visuoperceptual working memory.Front Hum Neurosci.(2015) 9:340.
doi: 10.3389/fnhum.2015.00340

38. McGrath J, Johnson K, O'Hanlon E, Garavan H, Gallagher L, Leemans
A. White matter and visuospatial processing in autism: a constrained
spherical deconvolution tractography study.Autism Res.(2013) 6:307–19.
doi: 10.1002/aur.1290

39. Lee HK, Lee YM, Park JM, Lee BD, Moon ES, Chung YI. Amnestic
multiple cognitive domains impairment and periventricular white matter
hyperintensities are independently predictive factors progression to dementia
in mild cognitive impairment.Int J Geriatr Psychiatry.(2014) 29:526–32.
doi: 10.1002/gps.4035

Con�ict of Interest Statement: The authors declare that the research was
conducted in the absence of any commercial or �nancial relationships that could
be construed as a potential con�ict of interest.

Copyright © 2019 Liu, Chen, Qin, Gu, Chen, Zou, Jiang, Li, Bai, Zhang, Wang
and Xu. This is an open-access article distributed under the terms of the Creative
Commons Attribution License (CC BY). The use, distributionor reproduction in
other forums is permitted, provided the original author(s) and the copyright owner(s)
are credited and that the original publication in this journal is cited, in accordance
with accepted academic practice. No use, distribution or reproduction is permitted
which does not comply with these terms.

Frontiers in Neurology | www.frontiersin.org 11 April 2019 | Volume 10 | Article 324


