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Abstract: Schizophrenia is characterized by the distributed dysconnectivity of resting-state multiple
brain networks. However, the abnormalities of intra- and inter-network functional connectivity (FC)
in schizophrenia and its relationship to symptoms remain unknown. The aim of the present study is to
compare the intra- and inter-connectivity of the intrinsic networks between a large sample of patients
with schizophrenia and healthy controls. Using the Region of interest (ROI) to ROI FC analyses,
the intra- and inter-network FC of the eight resting state networks [default mode network (DMN);
salience network (SN); frontoparietal network (FPN); dorsal attention network (DAN); language
network (LN); visual network (VN); sensorimotor network (SMN); and cerebellar network (CN)]
were investigated in 196 schizophrenia and 169-healthy controls. Compared to the healthy control
group, the schizophrenia group exhibited increased intra-network FC in the DMN and decreased
intra-network FC in the CN. Additionally, the schizophrenia group showed the decreased inter-
network FC mainly involved the SN-DMN, SN-LN and SN-CN while increased inter-network FC
in the SN-SMN and SN-DAN (p < 0.05, FDR-corrected). Our study suggests widespread intra- and
inter-network dysconnectivity among large-scale RSNs in schizophrenia, mainly involving the DMN,
SN and SMN, which may further contribute to the dysconnectivity hypothesis of schizophrenia.

Keywords: schizophrenia; resting-state networks; intra-network functional connectivity; inter-network
functional connectivity

1. Introduction

Schizophrenia (SCZ) is a devastating neuropsychiatric disorder affecting 1% of the gen-
eral population worldwide [1]. Positive symptoms, negative symptoms and impairments
in motivation and cognition characterize SCZ [2]. However, to date, the pathophysiological
mechanisms of SCZ are largely unclear.

Resting-state functional magnetic resonance imaging (rs-fMRI) presents a compelling
framework for understanding the pathophysiology of SCZ. In the explanation of the neuro-
physiological mechanisms of SCZ, the disconnection hypothesis is widely accepted [3-5].
This hypothesis suggests that SCZ is characterized by aberrations between resting-state
networks (RSNs) [6-8]. RSN, a term that refers to multiple, spatially independent brain
seeds capable of coherent signal fluctuations without specific tasks or stimuli, are involved
in processing internal stimuli, executing various higher-level cognitive functions and
detecting and integrating salient external stimuli and internal mental processes [8-11].
Functional connectivity (FC), which is quantified by calculating correlations between fMRI
time courses throughout the brain, can be utilized to describe the distribution of intrin-
sic RSNs in psychiatric disorders [11-13]. Deciphering how disturbances of disrupted
brain areas operating within large-scale brain networks are essential for understanding the
pathophysiology underlying psychiatric disorders.
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Brain regions can be arranged in functional networks, and this could revolutionize
the way we classify psychiatric disorders from symptom-based to network-based [14].
A growing body of FC evidence suggests that the disconnection of SCZ involves alters
in the coupling within spatially distributed large-scale RSNs [15-18]. The disruption of
intra-network FC within multiple RSNs has been demonstrated in SCZ, including the
default mode network (DMN) [11], salience network (SN) [19] and frontoparietal network
(FPN) [20] and cerebellar network (CN) [21]. However, functional integration can be
characterized only partially based on intra-network connectivity, considering high-order
cognitive and affective processes typically rely on the dynamic interactions of multiple
networks [22]. Several studies also characterized inter-network integration by computing
the correlation between average time series across different RSNs. For example, Menon
et al. [7] first proposed the triple-network model, focusing on disrupting coupling among
DMN, central executive network (CEN) and SN to assess the dynamics of the networks in
psychosis [23,24]. Previous findings have shown that the aberrant anterior insula aspect
of the SN is critical for the interaction of the DMN and CEN in SCZ, and the decreased
activity of this seed is associated with hallucinations [25]. Chang et al. [26] demonstrated
that the subsystem of DMN showed disrupted higher FC with the FPN in SCZ patients
compared to HC. A longitudinal study focusing on the triple-network connectivity patterns
in SCZ found that SN-centered hypoconnectivity was associated with long-lasting negative
symptoms after 6 weeks of follow-up [24]. In addition, some studies also investigated
the association between these three networks and other RSN, including the dorsal atten-
tion network (DAN) [27,28] sensorimotor network (SMN) [29], visual network (VN) [30],
CN [31,32] and auditory network [33]. However, the results of the study concerning the
large-scale connectivity abnormalities were mixed, and there was no agreement on the
conclusions. For example, some studies revealed increased FC within the DMN [26]. In
contrast, other researchers reported both decreased [34,35] and no significantly-altered
FC [19,36] within the DMN. These inconsistent results could be attributed to relatively
insufficient sample sizes and methodological variations, limiting the confidence in their
findings. Thus, assessing the replicability of scientific findings is essential for establishing
the robustness of knowledge. In addition, the majority of prior studies have focused on the
higher-order RSNs [15,36,37], the VN, SMN and CN, which are known to support more
specialized, externally-driven functions, are also equally important in schizophrenia [38,39].
Thus far, few studies have evaluated the functional integration between the networks
presented above. In the present study, a relatively larger rs-fMRI dataset was used to inves-
tigate the abnormal FC pattern within and between the eight RSN (i.e., DMN, FPN, SN,
DAN, SMN, AN, VN, and CN) in SCZ. Furthermore, the association between aberrant FC
of RSNs and clinical variables was explored in SCZ to identify the characteristic alterations
of RSNs and shed light on the pathophysiology of SCZ for identifying biomarkers for SCZ.

2. Materials and Methods
2.1. Participants

A total of 196 patients with SCZ were recruited from the Department of Psychiatry,
Renmin Hospital of Wuhan University. Experienced clinicians diagnosed patients with
SCZ based on the structured clinical interview according to the Diagnostic and Statistical
Manual of Mental Disorders, Fourth Edition (DSM-1V). The inclusion criteria for SCZ were
as follows: (1) 18-45 years of age; (2) Han Chinese; (3) right-handed; (4) at least 9 years
of education; (5) total score of Positive and Negative Syndrome Scale (PANSS) >60; The
exclusion criteria for the patients were as follows: (1) a history of electroconvulsive therapy
(ECT); (2) diagnoses of other mental disorders; (3) a history of a neurological disorder or
severe head injury; (4) the presence of other serious physical illness.
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A total of 169 healthy controls (HCs) were recruited for this study. The inclusion and
exclusion criteria were similar to those for patients, except that they would be excluded if
they or their first-degree relatives met any diagnosis of a psychiatric disorder according to
the DSM-IV criteria. This research program was approved by the ethics committee of the
Renmin Hospital at Wuhan University.

2.2. Clinical Assessments

All patients were assessed during the acute phase of the illness. The severity of the
clinical symptoms in the patients with SCZ was estimated using the PANSS Scale. All
patients received atypical antipsychotic medicine at the time of scanning, and an equiv-
alent dosage of chlorpromazine was calculated for each day’s antipsychotic medication

(mg/day).

2.3. Imaging Data Acquisition and Preprocessing

All fMRI scans were performed on GE 3.0 T Signa HDxt scanner (General Electric,
Milwaukee, WI, USA) with an 8-channel radio frequency head coil in the Department of
Radiology at the Renmin Hospital of Wuhan University. While undergoing the rs-fMRI scan
(810" duration), participants were instructed to keep their eyes closed, stay relaxed, and
not think about anything. The resting-state fMRI images were obtained using a gradient
echo-planar imaging (EPI) sequence (repetition time (TR) = 2 s, echo time (TE) = 30 ms,
Field of view (FOV) = 220 mm X 220 mm, flip angle (FA) = 90°, matrix = 64 X 64, slice
thickness = 4 mm, slice gap = 0.6 mm, 240 volumes). T1-weighted high-resolution data
(Structural images) were acquired using an MPRAGE sequence (TR = 7.8 ms, TE = 3.0 ms,
FOV = 220 mm x 220 mm, FA = 7°, matrix = 256 x 256, slice thickness = 1 mm, slice
gap = 1 mm, 188 volume).

We analyzed all image data using MATLAB (Mathworks, Inc., Natick, MA, USA) and
the CONN toolbox v.19¢ [40]. For longitudinal magnetization stability, the first 5 time points
of functional data were discarded. Preprocessing included the functional realignment and
unwrapping, slice-timing correction, direct functional segmentation and normalization to
Montreal Neurological Institute (MNI) space and structure normalization to MNI space,
and functional spatial smoothing with a 6-mm full width at half maximum (FWHM)
kernel. All images were converted into standard stereotaxic space and resampled at
2 x 2 x 2 mm? voxel size. The outliers were identified using the ART toolbox if they were
more than 3 standard deviations away from the mean image intensity. The anatomical
component base noise reduction strategy (aCompCor) estimates spurious sources of noise
(like physiological effects) [41]. In the denoising step, BOLD signals were deconfounded
using aCompCor, scrubbing (identified outliers by ART), and motion regression. Then, a
default band-pass filter was applied with a frequency window of 0.008-0.09 Hz.

2.4. ROI-to-ROI Whole Brain Functional Connectivity Analysis

The RSNs were defined using validated independent component analysis (ICA) tem-
plates from the HCP (Human Connectome Project), which had supported by empirical
data [40,42,43]. We selected the 8 main RSNs were used as the networks of interest, in-
cluding 32 ROIs representing DMN, FPN, SN, DAN, LN, VN, SMN, and CN. In each RO,
the rs-fMRI time series were calculated by averaging all voxels within each seed. The
correlation coefficients of Pearson were calculated between the seed time series and those
of all other voxels. To increase normality, Fisher’s r-to-z transform was applied. Spatial
maps of the 8 RSNs and the coordinates of 32 ROIs are described in Table 1 and Figure 1.
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Table 1. Montreal Neurological Institute (MNI) coordinates of thirty-two ROIs in the resting-state

brain networks.

MNI Coordinates
Name of RSNs Regions of Interests (ROIs) X y z
Default mode network
(DMN)
Medial prefrontal cortex (MPFC) 1 55 -3
Left lateral parietal (ILP) -39 -77 33
Right lateral parietal (rLP) 47 —67 29
Posterior cingulate cortex (PCC) 1 —61 38
Sensorimotor network
(SMN)
Left precentral gyrus (IPrG) —55 -12 29
Right precentral gyrus (rPrG) 56 -10 29
Middle cingulate cortex (MCC) 0 -31 67
Visual network
(VN)
Lingual gyrus (LING) 2 -79 12
Calcarine sulcus (CAL) 0 -93 —4
Left middle occipital gyrus (IMOG) -37 =79 10
Right middle occipital gyrus (rtMOG) 38 —72 13
Salience network
(SN)
dorsal Anterior cingulate cortex
(dACC) 0 22 35
Left anterior insula (1AI) —44 13 1
Right anterior insula (rAl) 47 14 0
Left rostral prefrontal cortex (IRPFC) -32 45 27
Right rostralprefrontal cortex (fRPFC) 32 46 27
Left supramarginal Gyrus (ISMG) —60 -39 31
Right supramarginal Gyrus (rSMG) 62 —35 32
Dorsal attention network
(DAN)
Left frontal eye field (IFEF) —-27 -9 64
Right frontal eye field (rFEF) 30 —6 64
Left intraparietal sulcus (IIPS) -39 —43 52
Right intraparietal sulcus (rIPS) 39 —42 54
Frontoparietal network
(FPN)
Left lateral prefrontal cortex(ILPFC) —43 33 28
Right lateral prefrontal cortex(rLPFC) 41 38 30
Left posterior parietal cortex (IPPC) —46 —58 49
Right posterior parietal cortex (rPPC) 52 —52 45
Language network
(LN)
Left inferior frontal gyrus (IIFG) —51 26 2
Right inferior frontal gyrus (rIFG) 54 28 1
Left posterior superior temporal
gyrus (IpSTG) -7 —47 15
Right posterior superior temporal
gyrus (rpSTG) > —42 13
Cerebellar network
(CN)
Cerebellar anterior lobules (Anterior) 0 —63 -30
Cerebellar posterior lobule (Posterior) 0 -79 —32
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Figure 1. Resting-state brain network map. Abbreviation: DMN, default mode network; SMN,
sensorimotor network; VN, visual network; SN, salience network; DAN, dorsal attention network;
FPN, frontoparietal network; LN, language network; CN, cerebellar network.

2.5. Statistical Analysis

Demographic and clinical variables were evaluated using independent samples -tests
(2-tail) or Chi-square (x?) tests. A 2-sample t-test was used to determine whether ROI-to-
ROI FC varied between the groups. In the analysis, gender, age, education level, and mean
FD at baseline were fitted as covariates. For false-positive results, multiple comparisons
were performed with the connection level false-discovery rate (FDR)-corrected p < 0.05.

The mean FC z-values in the patients were obtained from the clusters that showed
a significant difference in FC results between the 2 groups. A partial correlation analysis
was conducted to further test the association between the FC differences and various
clinical variables (the Scale for the Assessment of Negative Symptoms (SANS), the Scale
for the Assessment of Positive Symptoms (SAPS), the Scale for the Assessment of general
psychopathology symptoms, PANSS total scores, duration of illness and chlorpromazine
equivalents (CPZ)) after controlling for gender, age, education years and mean FC in the
SCZ group. Benjamini-Hochberg false discovery rate (FDR) < 0.05 was used for multiple
comparisons.

3. Results
3.1. Demographics and Clinical Characteristics

The demographic and clinical characteristics of the two groups are listed in Table 2. The
demographic and clinical characteristics of the two groups are listed in Table 2. Two-sample
t-tests and chi-square (x?) tests, respectively, revealed no significant group differences with
respect to age and gender composition (all p > 0.05). The SCZ group had lower educational
levels (p < 0.001) and larger head motion (p = 0.048) than the HC group.
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Table 2. Demographic and clinical characteristics.

SCZ HC p Value
(n =196) (n =169)

Gender (male/female) 98/98 85/84 0.9552
Age (years) 25.41 £ 5.63 25.01 £4.91 0.63°
Education (years) 12.42 +2.78 14.79 +£2.17 <0.001
Mean FD (mm) 0.08 £ 0.06 0.07 £ 0.05 0.048
PANSS
Total 82.70 £ 11.62 — —
Positive symptoms 21.21 £ 4.67 — —
Negative symptoms 20.15 £ 5.67 — —
General psychopathology symptoms 41.20 £ 6.81 — —
CPZ equivalents (mg/d) 373.75 £ 283.66 — —
Duration of illness (months) 46.23 + 54.06 — —

Note: mean FD, mean frame-wise displacement; PANSS, Positive and Negative Symptom Scale; ?, Chi-square test;
b, two-sample t-test; —, no value. Abbreviation: SCZ, schizophrenia patients; HC, healthy controls.

3.2. Overall Characteristics of Intra- and Inter-Network Connectivity

As shown in Figure 2, a connectogram of the RSN subregions was utilized to illustrate
the group differences in intra- and inter-network connectivity.
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Figure 2. The intra— and inter—connectivity of the eight resting—state brain networks. Abbreviation:
DMN, default mode network; FPN, frontoparietal network; SN, salience network; DAN, dorsal attention
network; LN, language network; SMN, sensorimotor network; CN, cerebellar network. L, left; r, right;
MPFC, medial prefrontal cortex; LP, lateral parietal; LPFC, lateral prefrontal cortex; PPC, posterior
parietal cortex; Al anterior insula; RPFC, rostral prefrontal cortex; IPS, intraparietal sulcus; PCC,
posterior cingulate cortex; IFG, inferior frontal gyrus; FEF, frontal eyes field; dACC, dorsal anterior
cingulate cortex; SMG, supramarginal gyrus, MCC, middle cingulate cortex; PrG, precentral gyrus. Each
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node represents each subregion of resting—state networks. The lines connecting two ROIs represent
the degree of connectivity strength differences between schizophrenia patients and healthy controls.
Warm color represents lower connectivity in schizophrenia patients than healthy controls, and
cool color indicates higher connectivity in SCZ patients than HCs. Darker color indicates a larger
strength difference.

3.2.1. Intra-Network Connectivity
As shown in Figure 2 and Table 3, compared with the HC group, the SCZ group
showed significantly increased FC between MPFC and bilateral LP within the DMN
(t = —3.68, FDR-corrected p < 0.01; t = —4.1, FDR-corrected p < 0.01, respectively). However,
the SCZ group showed significantly reduced FC between the anterior lobules and posterior
lobules within the compared CN (t = 3.13, FDR-corrected p < 0.05). No significant differ-
ences were found within the SN, FPN, SMN, DAN, LN and VN between the two groups
(FDR-corrected p-values > 0.05).
Table 3. Aberrant functional connectivity of intra-networks and inter-networks between two groups.
Significant Connections Functional Connectivity T p Value
Network Seed Seed Target Seed Measl(f(ZSD) Me:jl(ESD)
Intra-network Connectivity
DMN MPFC 1LP 0.2 (0.27) 0.1 (0.25) —3.68 <0.01
MPFC rLP 0.32 (0.25) 0.22 (0.24) —41 <0.01
CN Anterior Posterior 0.3 (0.25) 0.4 (0.22) 3.13 <0.05
Inter-network Connectivity
DMN-FPN MPFC 1 LPFC —0.14 (0.24) —0.28 (0.22) —4.4 <0.001
MPFC r LPFC —0.05 (0.24) —0.12(0.23) —-3.77 <0.01
MPFC 1PPC —0.06 (0.24) —0.17 (0.22) —3.24 <0.01
MPFC r PPC —0.01 (0.24) —0.07 (0.23) —2.62 <0.05
DMN-SN MPEC dACC 0.13 (0.25) 0.23 (0.24) 3.87 <0.01
MPEC 1 AI 0.15 (0.24) —0.09 (0.23) 2.56 <0.05
MPFC r Al —0.13 (0.25) —0.04 (0.23) 2.89 <0.05
MPFC L RPFC —0.08 (0.26) —0.02 (0.22) 2.39 <0.05
DMN-DAN MPEC LIPS —0.21 (0.22) —0.14 (0.23) 2.39 <0.05
MPFC r IPS ~0.19 (0.22) ~0.11 (0.22) 2.65 <0.05
DMN-LN MPFC 1IFG —0.02 (0.26) —0.14 (0.23) —3.65 <0.01
PCC 11IFG —0.14 (0.20) —0.23(0.21) —3.01 <0.05
1LP r IFG —0.11 (0.22) —0.03 (0.19) —53 <0.001
rLP r IFG 0.07 (0.25) —0.01 (0.22) —295 <0.05
DMN-SMN ILP MCC —0.21 (0.19) —0.11 (0.18) 4.19 <0.001
SN-DAN r Al 11PS 0.05 (0.24) —0.05 (0.22) ~36 <0.05
SN-SMN 1 AI 1PrG 0.19 (0.26) 0.08 (0.21) —321 <0.01
1 A r PrG 0.23 (0.25) 0.12 (0.20) —373 <0.01
1 A MCC —0.01 (0.21) —0.05 (0.19) —2.82 <0.05
r A 1PrG 0.16 (0.24) 0.08 (0.22) —3.11 <0.05
r A r PrG 0.24 (0.25) 0.14 (0.25) -28 <0.05
r Al MCC 0.02 (0.23) —0.04 (0.20) —2.55 <0.05
I RPFC 1PrG —0.04 (0.21) —0.13 (0.19) —3.55 <0.05
I RPEC r PrG —0.01 (0.20) —0.09 (0.19) —2.87 <0.05
1 RPFC MCC —0.03 (0.21) ~0.1(0.19) —2.83 <0.05
r RPFC 1PrG —0.02 (0.21) —0.09 (0.20) —2.77 <0.05
r RPFC r PrG —0.03 (0.22) —0.09 (0.22) —2.87 <0.05
r RPFC MCC —0.03 (0.22) —0.11 (0.20) —331 <0.05
1SMG 1PrG 0.08 (0.23) 0.01 (0.21) -29 <0.05
1SMG r PrG —0.13 (0.21) 0.04 (0.22) -3.35 <0.05
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Table 3. Cont.
Significant Connections Functional Connectivity T p Value
sCz HC
Network Seed Seed Target Seed Mean (SD) Mean (SD)

SN-LN r Al r IFG 0.29 (0.25) 0.37 (0.25) 3.08 <0.05

r RPFC r IFG 0.04 (0.24) 0.11 (0.23) 3.16 <0.05

SN-CN I RPEC Anterior —0.09 (0.18) —0.04 (0.16) 2.77 <0.05

r RPFC Anterior —0.09 (0.18) —0.03 (0.18) 3.34 <0.05

SMN-FPN MCC 1LPEC —0.32(0.19) —0.24 (0.19) 3.18 <0.05
SMN-DAN MCC rIPS 0.3 (0.24) 0.21 (0.24) —2.76 <0.05

Abbreviation: DMN, default mode network; FPN, frontoparietal network; SN, salience network; DAN, dorsal
attention network; LN, language network; SMN, sensorimotor network; CN, cerebellar network; 1, left; r, right;
MPFC, medial prefrontal cortex; LP, lateral parietal; LPFC, lateral prefrontal cortex; PPC, posterior parietal cortex;
Al, anterior insula; RPFC, rostral prefrontal cortex; IPS, intraparietal sulcus; PCC, posterior cingulate cortex; IFG,
inferior frontal gyrus; FEF, frontal eyes field; dACC, dorsal anterior cingulate cortex; SMG, supramarginal gyrus,
MCC, middle cingulate cortex; PrG, precentral gyrus. When the name of a network is used alone, it denotes the
intra-network functional connectivity of that particular network; inter-network connectivity is denoted by joining
the names of the respective networks with a hyphen.

3.2.2. Inter-Network Connectivity

As shown in Figure 3 and Table 3, compared to the HC group, the SCZ group ex-
hibited a significantly increased inter-network between MPFC and bilateral LPFC (t = —4.4,
FDR-corrected p < 0.001; t = —3.77, FDR-corrected p < 0.01, respectively), between MPFC
and bilateral PCC (t = —3.24, FDR-corrected p < 0.001; t = —2.62, FDR-corrected p < 0.05,
respectively), between MPFC and left IFG (t = —3.65, FDR-corrected p < 0.01), be-tween
PCC and left IFG (t = —3.01, FDR-corrected p < 0.05), between bilateral LP and right IFG
(t = —5.3, FDR-corrected p < 0.001; and t = —2.95, FDR-corrected p < 0.05, respectively),
between right Al and left IPS (t = —3.6, FDR-corrected p < 0.05), between left Al and
bilateral PrG (t = —3.21, FDR-corrected p < 0.01; t = —3.73, FDR-corrected p < 0.01, respec-
tively), between right Al and bilateral PrG (t = —3.11, FDR-corrected p < 0.05; t = —2.8,
FDR-corrected p < 0.05, respectively), between bilateral Al and MCC (t = —2.82, FDR-
corrected p < 0.05; t = —2.55, FDR-corrected p < 0.05, respectively), between left RPFC
and bilateral PrG (t = —3.55, FDR-corrected p < 0.05; t = —2.87, FDR-corrected p < 0.05,
respectively), right RPFC and bilateral PrG (t = —2.77, FDR-corrected p < 0.05; t = —2.87,
FDR-corrected p < 0.05, respectively), between bilateral RPFC and MCC (t = —2.83, FDR-
corrected p < 0.05; t = —3.31, FDR-corrected p < 0.05, respectively), between left SMG and
bilateral PrG (t = —2.9, FDR-corrected p < 0.05; t = —3.35, FDR-corrected p < 0.05, respec-
tively), and between MCC and right IPS (t = —2.76, FDR-corrected p < 0.05).

Conversely, compared to the HC group, the SCZ group showed significantly decreased
inter-network connectivity between MPFC and bilateral Al (t = 2.56, FDR-corrected p < 0.05;
t =2.89, FDR-corrected p < 0.05, respectively), between MPFC and dACC (t = 3.87, FDR-
corrected p < 0.01), between MPFC and left RPFC (t =2.39, FDR-corrected p < 0.05), between
MPFC and bilateral IPS (t = 2.39, FDR-corrected p < 0.05; t = 2.65, FDR-corrected p < 0.05,
respectively), between left LP and MCC (t = 4.19, FDR-corrected p < 0.001), between bilateral
RPFC and anterior lobules (t = 2.77, FDR-corrected p < 0.05; t = 3.34, FDR-corrected p < 0.05,
respectively), and between MCC and left LPEC (t = 3.18, FDR-corrected p < 0.05).
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Figure 3. Inter—network connectivity matrices. Inter—network connectivity matrix for the
(A) Schizophrenia patients and (B) Healthy controls. Network nodes in the functional connectivity
matrix correspond to the 32 regions of interest (ROIs) from the eight RSNs. The correlation coefficient
(Fisher’s z) represents the inter—network connectivity between the 32 ROIs. Warm color denotes
positive connectivity, and cold color denotes negative connectivity. (C) Group difference of mean
functional connectivity between schizophrenia patients and healthy controls (T—value). Warm color
represents decreased connectivity in schizophrenia patients compared to the healthy controls, and
cool color represents increased connectivity in schizophrenia patients compared to the healthy con-
trols. Abbreviation: 1, left; r, right; MPFC, medial prefrontal cortex; LP, lateral parietal; PPC, posterior
parietal cortex; PrG, precentral gyrus; MCC, middle cingulated cortex; LING, Lingual gyrus; CAL,
calcarine; MOG, middle occipital gyrus; dACC, dorsal Anterior cingulate cortex; Al, anterior insula;
RPFC, rostral prefrontal cortex; SMG, supramarginal gyrus; FEF, frontal eye field; IPS, intraparietal
sulcus; LPFC, lateral prefrontal cortex; PPC, posterior parietal cortex; IFG, inferior frontal gyrus;
pSTG, posterior superior temporal gyrus; Anterior, Cerebellar anterior lobules; Posterior, Cerebellar
posterior lobules.

3.3. Relationships between Functional Connectivity Patterns and Clinical Variables

No significant associations were detected between clinical variables (SAPS, SANS,
general psychopathology subscales scores of the PANSS, total scores of the PANSS, duration
of illness and CPZ) and the altered FC of intra- or inter-network connectivity after FDR
multiple corrections (all FDR-corrected p-values > 0.05). The partial correlation between
clinical variables and the altered FC of intra- or inter-network connectivity are described in
Supplementary Table S1 and Figure S1.
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4. Discussion

This study comprehensively investigated the intra- and inter-network FC of eight
RSN (i.e., DMN, SN, FPN, DAN, SMN, VN, LN and CN) in a relatively larger SCZ dataset
and showed that SCZ patients exhibited broad aberrations within and between-networks.
Specifically, increased intra-network FC in the DMN and decreased intra-network in the
CN were found in SCZ patients compared to HCs. Furthermore, SCZ patients displayed
inter-network functional dysconnectivity in multiple networks, including DMN, SN, SMN
and CN. The findings indicated that SCZ has fundamental abnormalities integration within
the high, low-order, and between them, supporting the disconnection hypothesis of SCZ.

We characterized functional integration within networks and found aberrant intra-
network FC in DMN and CN. The DMN is one of the principal components of the brain’s
functional architecture and is involved in endogenously generated thought, autobiographi-
cal memory, and self-referential and conceptual processing [44,45]. In the current study,
increased FC was detected between MPFC and bilateral LP within DMN; this result was
in line with the previous findings [46]. The connectivity increased within the DMN may
indicate excessive concentration on interoceptive thought as well as a disturbance in
SCZ [22]. The most common finding is that of enhanced intra-network of DMN in resting
states [24,47]. Some studies identified the non-affected relatives and those at high psychotic
risk also exhibited hyperconnectivity in the DMN [48,49], indicating that this feature may
represent an endophenotype of SCZ.

Traditionally, it has been assumed that the cerebellum is solely responsible for motor
learning and coordination. This view, however, has been challenged by the increasing recog-
nition of the cerebellum participating in cognitive and affective processes. Exner et al. [50]
found that the anterior cerebellar regions are associated with motor function, while the
posterior cerebellar lobules are principally tied to cognitive functions. In recent years,
mounting neuroimaging evidence reported the structural and functional anomalies of the
cerebellum in SCZ [21,51]. Herein, we observed that the patients with SCZ have decreased
intra-network connectivity between the anterior and posterior lobules of the CN compared
to HCs, as described previously [37,52]. The altered FC within the CN was considered to
drive many cognitive deficits in SCZ [53].

Since the brain function is determined by multiple distributed networks and not
an individual brain network, the inter-network FC among large-scale RSNs was also
investigated in this study. Subsequently, the DMN exhibited increased FC with the FPN
and decreased FC with the SN in SCZ compared to HCs. The SN is involved in monitoring,
processing and integrating the salient external emotional cues and internal events [54,55].
The reduced inter-network FC between the MPFC of the DMN and the key hubs (dACC and
bilateral AI) of the SN is similar to the previous studies that reported decreased FC between
DMN and SN in SCZ [56,57]. During self-referential processing, the MPFC has long been
recognized as the key region of coding self-relevance and salience attribution [58,59]. As
the most prominent hubs of SN, Al is responsible for receiving convergent information
input from the visual and auditory cortex [60,61] and has been uniquely associated with
introspection, the awareness of the body’s internal emotional response and cognitive
states [62]. The abnormal FC between the MPFC of DMN and SN in SCZ might be related
to pathophysiological disturbance of salience attribution [63]. The decreased FC between
SN and DMN is specific that can distinguish SCZ from other psychotic diseases, such
as obsessive-compulsive disorder [57], depression [64] and bipolar disorder [65]. The
disruption of communication between the SN and DMN might contribute to positive
symptoms of SCZ, as described previously [66]. At the same time, we did not find a
significant correlation between the symptoms and aberrant inter-network FC between SN
and DMN. This might be due to such correlations can be blurred by the duration of illness
and antipsychotic medication [67].

FPN is involved in decision-making processes and is pivotal in goal-directed cognition
by flexibly coupling with either the default or dorsal attention network [68]. Accumulating
evidence suggested the FPN and DMN interaction to monitor and adjust self-related
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thinking consistent with goals and task demands [34,69]. In the present study, we found
increased inter-network connectivity between the MPFC of the DMN and the seeds of the
FPN, including bilateral PCC and LPFC. These results are partially consistent with the
previous findings [70,71]. The changes suggested that the abnormal interactions of DMN
and FPN may be the foundation of impaired coordination between self-monitoring and
task performance, a core signature of SCZ [72]. Interestingly, two studies found increased
connectivity between DMN and RFPN [30,73] and decreased connectivity between DMN
and LFPN [71]. This partial inconsistency may be due to the diversity of methodology
or the smaller sample size. Thus, whether there is an abnormal lateralization of FPN
connectivity with DMN in SCZ needs to be explored further.

The aberrant inter-network FC between DMN and FPN caters to an influential triple
network model in psychopathology [25,58]. Traditional views proposed that abnormalities
integration of DMIN-FPN rely on the aberrant input for the Al [74], suggesting that the
aberrant emotional salience processing can be used to interpret the disruption integration
of self-monitoring and task performance in psychotic disorder [75]. However, in this study,
we did not find any altered interconnectivity between the SN and FPN in SCZ. Similarly,
we only observed aberrant FC within the DMN but not within the SN or the FPN. Thus,
these null findings might be interpreted by the paradigm of the resting state, which mainly
engages internally-directed processes charged by the DMN. In agreement with this expla-
nation, the dysfunction of the SN and the FPN is usually reported in the state of external
stimuli task. These findings were consistent with recent research [36,75] and those reporting
dysfunction of the FPN or SN in SCZ patients under resting state [19,20,76]. Nonetheless,
this hypothesis needs to be investigated, and the effects of different experimental paradigms
(for example, resting state vs. task) need to be examined on the outcomes.

By integrating sensory, visceral, and affective information, the SN is believed to direct
attention and shape cognitive and behavioral responses [55,77]. In the present study,
we found that the right Al of SN exhibited increased inter-network with the left IPS of
DAN. The SN is mainly involved in stimulus-driven (bottom-up) attention and cognitive
control [78], while the DAN mainly includes the FEF and IPS and is engaged by goal-
directed (top-down) attention [79]. The SN and DAN are activated during a series of tasks
involving externally oriented attention [77,79] and switch attention and reallocate focus,
processes that contribute to SCZ [77,80,81]. Functional integration abnormalities between
SN and DAN have been reported predominantly in task-fMRI studies of SCZ [69,82,83] and
fewer studies in resting-state [84,85]. Lefort et al. [84] found that the right AI of SN showed
decreased FC with the right DLPFC of DAN in a multisite dataset. One meta-analysis did
not find the aberrant rsFC between the SN and DAN [85]. These results differed from the
finding in this study. The inconsistencies between the results are due to the heterogeneity
of SCZ patients. Thus, the disrupted inter-network between the SN and DAN may be
contributed to the dysfunction of the attentional switching and reallocation in SCZ.

Furthermore, we found that the SN seeds were hyperconnected with the SMN, which
is engaged in the perception of external stimuli. Salience detection is maintained by
the SN by receiving and integrating input from sensory areas and by interacting with
the SMN [86]. The disruption to SN networks impairs the appropriate assessment of
salience and leads to distorted perceptions of reality [7]. Consequently, an imbalance in
communication between the SN and SMN may Contribute to sensory processing anomalies
in SCZ. Recently, Bulbul et al. [87] reported that the SN exhibited an enhanced inter-network
with SMN might be an endophenotype candidate for SCZ. Additionally, we demonstrate
that significantly decreased inter-connectivity between the bilateral RPFC of SN and the
anterior of CN, suggesting the disruption of the cerebellar-subcortical-cortical loop in SCZ.
The present results were supported by cognitive dysmetria, implicating that cognitive and
affective impairment is linked to the cerebellum and its connections with the prefrontal
cortex (during the cerebello-thalamo-cortical circuit) [88,89]. Combined with the alterations
within the cerebellum, this finding indicated that cerebellar dysfunction in both internal
and external models might be the pathology underlying SCZ.
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The SMN is involved in the specialized processing of sensory stimuli and motor
responses and consists of postcentral gyrus, precentral gyrus, and supplementary motor
area [90]. The DMN is associated with internally-directed processes, including conceptual
processing, self-monitoring, and autobiographical and spontaneous cognition [44,45,91].
FPN (some studies termed it CEN) [55,92,93] consists of DLPFC and PPC and is engaged in
executive functions and adaptive cognitive control [94]. SN is speculated to be engaged
in response to interceptive awareness, task-set maintenance, and the detection of salient
external stimuli [55]. DAN anchors IPS and FEF and is involved in top-down attentional-
control processes [95]. The four latter networks carry out a distinctive role, and their
interactions subserve cognitive control, and all of these networks were termed “high-order
cognitive functional networks” [92,93]. Specifically, SMN exhibited increased inter-network
FC with the right Al region of the SN and the left IPS of DAN as well as decreased inter-
network FC between the MPFC of the DMN cortex and the left LPFC of the FPN, suggesting
extensive disturbance integration between the lower-level sensory system and high-order
cognitive functional network in SCZ. These connectivity changes have also been reported
in previous studies [22,92]. These extensive disruptions might contribute to the inability
to integrate top-down regulation with bottom-up sensory input, resulting in deficits of
high-order cognitive functions, which were regarded as the core components of SCZ [96].
Overall, this study added to the evidence suggesting pathological interaction between
SMN and high-order cognitive networks of SCZ [18,97,98]. Gao et al. [99] used a support
vector machine (SVM) to determine whether the brain activity in the SCZ differentiated
from that in the HC and identified that the functional activity of SMN was a classifier with
an accuracy of 98.13%. Thus, we inferred that SCZ might be characterized by functional
abnormalities of the SMIN. Future investigations of these processes are warranted to further
unveil the underlying etiology of various aspects of psychopathology.

Nevertheless, the present study has some limitations. First, most of the SCZ patients
had a long course of disease before enrollment, and many patients were prescribed antipsy-
chotic treatment before enrollment. Thus, the potential effects of medication and clinical
course on brain activity cannot be excluded [100,101]. In the future, first-episode drug-
naive SCZ patients would be enrolled to eliminate medication and clinical course effects
on functional integration of RSNs. Second, the HC group had a higher education level
than the SCZ group. Thus, to reduce the influence of education level, the HC group was
education level-matched with the SCZ group. Further studies should recruit first-episode
drug-naive SCZ patients and education-level-matched HCs.

5. Conclusions

In summary, the current study showed the widespread intra- and inter-network
dysconnectivity among large-scale resting state networks in SCZ, mainly involving the
DMN, SN, SMN, and CN, which may further contribute to the dysconnectivity hypothesis
of the disorder.

Supplementary Materials: The following supporting information can be downloaded at: https:
/ /www.mdpi.com/article/10.3390/jcm12093176/s1, Figure S1: The hot map of the partial correlation
between the clinical variables and intra- and inter-networks; Table S1: The partial correlation between
the clinical variables and intra- and inter-networks.

Author Contributions: Conceptualization, B.R., HW. and G.W.; methodology, B.R., H.-H. and Y.Z,;
software, B.R. and H.H.; validation, G.G., L.S. and L.X; formal analysis, B.R., H-W. and G.W.; writing—
original draft preparation, B.R. and H.H.; writing—review and editing, B.R., G.G., LS., LX., HW.
and G.W.; visualization, B.R. and H.H.; supervision, L.X., H-W. and G.W.; project administration,
G.W,; funding acquisition, G.W. All authors have read and agreed to the published version of
the manuscript.

Funding: This research was funded by the National Natural Science Foundation of China (NO.
81871072 and NO. 82071523), the Medical Science Advancement Program of Wuhan University (NO.
TFLC2018001) and the Key Research and Development program of Hubei Province (2020BCA064).


https://www.mdpi.com/article/10.3390/jcm12093176/s1
https://www.mdpi.com/article/10.3390/jcm12093176/s1

J. Clin. Med. 2023, 12, 3176

Institutional Review Board Statement: The study was conducted in accordance with the Declaration
of Helsinki and approved by the Ethics Committee of the Renmin Hospital of Wuhan University

([2014]WDRM(K-025)).

Informed Consent Statement: Informed consent was obtained from all subjects involved in the

study.

Data Availability Statement: 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.

Conflicts of Interest: The authors declare no conflict of interest.

Abbreviations

SCz Schizophrenia

HC Healthy control

RSN Resting-state network

FC Functional connectivity

ROI Region of interest

DMN Default mode network

SN Salience network

FPN Frontoparietal network

CN Cerebellar network

CEN Central executive network
DAN Dorsal attention network

SMN Sensorimotor network

VN Visual network

PANSS Positive and Negative Syndrome Scale
MPFC Medial prefrontal cortex

LpP Lateral parietal

PCC Posterior cingulate cortex

PrG Precentral gyrus

MCC Middle cingulate cortex

dACC Dorsal Anterior cingulate cortex
Al Anterior insula

RPFC Rostral prefrontal cortex

SMG Supramarginal Gyrus

LPFC Lateral prefrontal cortex

PPC Posterior parietal cortex

IFG Inferior frontal gyrus

PSTG Posterior superior temporal gyrus
Anterior  Cerebellar anterior lobules
Posterior ~ Cerebellar posterior lobules

References

1. Insel, T.R. Rethinking Schizophrenia. Nature 2010, 468, 187-193. [CrossRef]

2. McCutcheon, R.A.; Reis Marques, T.; Howes, O.D. Schizophrenia-An Overview. JAMA Psychiatry 2020, 77, 201-210. [CrossRef]

3.  Holmes, S.E.; Scheinost, D.; DellaGioia, N.; Davis, M.T.; Matuskey, D.; Pietrzak, R.H.; Hampson, M.; Krystal, ].H.; Esterlis, I.
Cerebellar and Prefrontal Cortical Alterations in PTSD: Structural and Functional Evidence. Chronic Stress 2018, 2. [CrossRef]

4.  Friston, K,; Brown, H.R,; Siemerkus, J.; Stephan, K.E. The Dysconnection Hypothesis (2016). Schizophr. Res. 2016, 176, 83-94.

[CrossRef]

5. Jiang, T.; Zhou, Y,; Liu, B,; Liu, Y.; Song, M. Brainnetome-Wide Association Studies in Schizophrenia: The Advances and Future.

Neurosci. Biobehav. Rev. 2013, 37, 2818-2835. [CrossRef]

6. Stephan, K.E.; Friston, K.J.; Frith, C.D. Dysconnection in Schizophrenia: From Abnormal Synaptic Plasticity to Failures of

Self-Monitoring. Schizophr. Bull. 2009, 35, 509-527. [CrossRef]

7. Fornito, A.; Bullmore, E.T. Connectomics: A New Paradigm for Understanding Brain Disease. Eur. Neuropsychopharmacol. ]. Eur.

Coll. Neuropsychopharmacol. 2015, 25, 733-748. [CrossRef]


https://doi.org/10.1038/nature09552
https://doi.org/10.1001/jamapsychiatry.2019.3360
https://doi.org/10.1177/2470547018786390
https://doi.org/10.1016/j.schres.2016.07.014
https://doi.org/10.1016/j.neubiorev.2013.10.004
https://doi.org/10.1093/schbul/sbn176
https://doi.org/10.1016/j.euroneuro.2014.02.011

J. Clin. Med. 2023, 12, 3176 14 of 17

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

Menon, V. Large-Scale Brain Networks and Psychopathology: A Unifying Triple Network Model. Trends Cogn. Sci. 2011, 15,
483-506. [CrossRef]

Meyer-Lindenberg, A. From Maps to Mechanisms through Neuroimaging of Schizophrenia. Nature 2010, 468, 194-202. [CrossRef]
Littow, H.; Huossa, V.; Karjalainen, S.; Jadskeldinen, E.; Haapea, M.; Miettunen, J.; Tervonen, O.; Isohanni, M.; Nikkinen, J.;
Veijola, J.; et al. Aberrant Functional Connectivity in the Default Mode and Central Executive Networks in Subjects with
Schizophrenia—A Whole-Brain Resting-State ICA Study. Front. Psychiatry 2015, 6, 26. [CrossRef]

Squire, L.R.; Wixted, ].T.; Clark, R.E. Recognition Memory and the Medial Temporal Lobe: A New Perspective. Nat. Rev. Neurosci.
2007, 8, 872-883. [CrossRef]

Bastos-Leite, A.J.; Ridgway, G.R,; Silveira, C.; Norton, A.; Reis, S.; Friston, K.J. Dysconnectivity Within the Default Mode in
First-Episode Schizophrenia: A Stochastic Dynamic Causal Modeling Study with Functional Magnetic Resonance Imaging.
Schizophr. Bull. 2015, 41, 144-153. [CrossRef] [PubMed]

Gong, J.; Wang, J.; Luo, X.; Chen, G.; Huang, H.; Huang, R.; Huang, L.; Wang, Y. Abnormalities of Intrinsic Regional Brain Activity
in First-Episode and Chronic Schizophrenia: A Meta-Analysis of Resting-State Functional MRI. ]. Psychiatry Neurosci. 2020, 45,
55-68. [CrossRef]

Zhang, Y.; Dai, Z.; Chen, Y,; Sim, K,; Sun, Y,; Yu, R. Altered Intra- and Inter-Hemispheric Functional Dysconnectivity in
Schizophrenia. Brain Imaging Behav. 2019, 13, 1220-1235. [CrossRef]

Horwitz, B.; Rowe, ].B. Functional Biomarkers for Neurodegenerative Disorders Based on the Network Paradigm. Prog. Neurobiol.
2011, 95, 505. [CrossRef]

Wu, D,; Jiang, T. Schizophrenia-Related Abnormalities in the Triple Network: A Meta-Analysis of Working Memory Studies.
Brain Imaging Behav. 2020, 14, 971-980. [CrossRef]

Liemburg, E.J.; Vercammen, A.; Ter Horst, G.J.; Curcic-Blake, B.; Knegtering, H.; Aleman, A. Abnormal Connectivity between
Attentional, Language and Auditory Networks in Schizophrenia. Schizophr. Res. 2012, 135, 15-22. [CrossRef]

Dixon, M.L.; Andrews-Hanna, J.R.; Spreng, R.N.; Irving, Z.C.; Mills, C.; Girn, M.; Christoff, K. Interactions between the Default
Network and Dorsal Attention Network Vary across Default Subsystems, Time, and Cognitive States. Neurolmage 2017, 147,
632-649. [CrossRef]

Kaufmann, T.; Skatun, K.C.; Alnaes, D.; Doan, N.T.; Duff, E.P; Tennesen, S.; Roussos, E.; Ueland, T., Aminoff, S.R;
Lagerberg, T.V; et al. Disintegration of Sensorimotor Brain Networks in Schizophrenia. Schizophr. Bull. 2015, 41, 1326-1335.
[CrossRef]

Schiwy, L.C.; Forlim, C.G.; Fischer, D.J.; Kiihn, S.; Becker, M.; Gallinat, J. Aberrant Functional Connectivity within the Salience
Network Is Related to Cognitive Deficits and Disorganization in Psychosis. Schizophr. Res. 2022, 246, 103-111. [CrossRef]
Chahine, G.; Richter, A.; Wolter, S.; Goya-Maldonado, R.; Gruber, O. Disruptions in the Left Frontoparietal Network Underlie
Resting State Endophenotypic Markers in Schizophrenia. Hum. Brain Mapp. 2016, 38, 1741-1750. [CrossRef]

Zhuo, C.; Wang, C.; Wang, L.; Guo, X,; Xu, Q.; Liu, Y; Zhu, ]J. Altered Resting-State Functional Connectivity of the Cerebellum in
Schizophrenia. Brain Imaging Behav. 2018, 12, 383-389. [CrossRef]

Berman, R.A.; Gotts, S.J.; McAdams, HM.; Greenstein, D.; Lalonde, F.; Clasen, L.; Watsky, R.E.; Shora, L.; Ordonez, A.E,;
Raznahan, A.; et al. Disrupted Sensorimotor and Social-Cognitive Networks Underlie Symptoms in Childhood-Onset Schizophre-
nia. Brain 2016, 139, 276-291. [CrossRef] [PubMed]

Supekar, K.; Cai, W.; Krishnadas, R.; Palaniyappan, L.; Menon, V. Dysregulated Brain Dynamics in a Triple-Network Saliency
Model of Schizophrenia and Its Relation to Psychosis. Biol. Psychiatry 2019, 85, 60-69. [CrossRef]

Liang, S.; Wang, Q.; Greenshaw, AJ.; Li, X.; Deng, W.; Ren, H.; Zhang, C.; Yu, H.; Wei, W.; Zhang, Y.; et al. Aberrant Triple-Network
Connectivity Patterns Discriminate Biotypes of First-Episode Medication-Naive Schizophrenia in Two Large Independent Cohorts.
Neuropsychopharmacology 2021, 46, 1502-1509. [CrossRef]

Dixon, M.L,; De La Vega, A.; Mills, C.; Andrews-Hanna, J.; Spreng, R.N.; Cole, M.W.,; Christoff, K. Heterogeneity within the
Frontoparietal Control Network and Its Relationship to the Default and Dorsal Attention Networks. Proc. Natl. Acad. Sci. USA
2018, 115, E1598-E1607. [CrossRef]

Yamashita, M.; Shimokawa, T.; Takahashi, S.; Yamada, S.; Terada, M.; Ukai, S.; Tanemura, R. Cognitive Functions Relating to
Aberrant Interactions between Task-Positive and Task-Negative Networks: Resting FMRI Study of Patients with Schizophrenia.
Appl. Neuropsychol. Adult 2022, 29, 1122-1130. [CrossRef] [PubMed]

McNabb, C.B.; Sundram, E,; Soosay, I.; Kydd, R.R.; Russell, B.R. Increased Sensorimotor Network Connectivity Associated with
Clozapine Eligibility in People with Schizophrenia. Psychiatry Res. Neuroimaging 2018, 275, 36—42. [CrossRef] [PubMed]

Li, Y.; Zeng, W.; Deng, J.; Shi, Y.; Nie, W.; Luo, S.; Zhang, H. Exploring Dysconnectivity of the Large-Scale Neurocognitive
Network across Psychiatric Disorders Using Spatiotemporal Constrained Nonnegative Matrix Factorization Method. Cereb.
Cortex 2022, 32, 4576-4591. [CrossRef] [PubMed]

Guo, W,; Liu, E; Chen, J.; Wu, R,; Zhang, Z.; Yu, M; Xiao, C.; Zhao, J. Resting-State Cerebellar-Cerebral Networks Are Differently
Affected in First-Episode, Drug-Naive Schizophrenia Patients and Unaffected Siblings. Sci. Rep. 2015, 5, 17275. [CrossRef]
[PubMed]

Wang, L.; Zou, E; Shao, Y.; Ye, E.; Jin, X,; Tan, S.; Hu, D.; Yang, Z. Disruptive Changes of Cerebellar Functional Connectivity with
the Default Mode Network in Schizophrenia. Schizophr. Res. 2014, 160, 67-72. [CrossRef]


https://doi.org/10.1016/j.tics.2011.08.003
https://doi.org/10.1038/nature09569
https://doi.org/10.3389/fpsyt.2015.00026
https://doi.org/10.1038/nrn2154
https://doi.org/10.1093/schbul/sbu080
https://www.ncbi.nlm.nih.gov/pubmed/24939881
https://doi.org/10.1503/jpn.180245
https://doi.org/10.1007/s11682-018-9935-8
https://doi.org/10.1016/j.pneurobio.2011.07.005
https://doi.org/10.1007/s11682-019-00071-1
https://doi.org/10.1016/j.schres.2011.12.003
https://doi.org/10.1016/j.neuroimage.2016.12.073
https://doi.org/10.1093/schbul/sbv060
https://doi.org/10.1016/j.schres.2022.06.008
https://doi.org/10.1002/hbm.23477
https://doi.org/10.1007/s11682-017-9704-0
https://doi.org/10.1093/brain/awv306
https://www.ncbi.nlm.nih.gov/pubmed/26493637
https://doi.org/10.1016/j.biopsych.2018.07.020
https://doi.org/10.1038/s41386-020-00926-y
https://doi.org/10.1073/pnas.1715766115
https://doi.org/10.1080/23279095.2020.1852565
https://www.ncbi.nlm.nih.gov/pubmed/33280403
https://doi.org/10.1016/j.pscychresns.2018.02.008
https://www.ncbi.nlm.nih.gov/pubmed/29650266
https://doi.org/10.1093/cercor/bhab503
https://www.ncbi.nlm.nih.gov/pubmed/35059721
https://doi.org/10.1038/srep17275
https://www.ncbi.nlm.nih.gov/pubmed/26608842
https://doi.org/10.1016/j.schres.2014.09.034

J. Clin. Med. 2023, 12, 3176 15 of 17

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

Joo, SW.; Yoon, W,; Jo, Y.T.; Kim, H.; Kim, Y.; Lee, J. Aberrant Executive Control and Auditory Networks in Recent-Onset
Schizophrenia. Neuropsychiatr. Dis. Treat. 2020, 16, 1561-1570. [CrossRef]

Chang, X.; Shen, H.; Wang, L.; Liu, Z.; Xin, W.; Hu, D.; Miao, D. Altered Default Mode and Fronto-Parietal Network Subsystems
in Patients with Schizophrenia and Their Unaffected Siblings. Brain Res. 2014, 1562, 87-99. [CrossRef]

Bluhm, R.; Miller, J.E.; Lanius, R.; Osuch, E.; Boksman, K.; Neufeld, R.; Théberge, J.; Schaefer, B.; Williamson, P. Spontaneous
Low-Frequency Fluctuations in the BOLD Signal in Schizophrenic Patients: Anomalies in the Default Network. Schizophr. Bull.
2007, 33, 1004-1012. [CrossRef]

Moran, L.V.; Tagamets, M.A.; Sampath, H.; O’'Donnell, A.; Stein, E.A.; Kochunov, P.; Hong, L.E. Disruption of Anterior Insula
Modulation of Large-Scale Brain Networks in Schizophrenia. Biol. Psychiatry 2013, 74, 467-474. [CrossRef] [PubMed]

Jimenez, A.M.; Riedel, P,; Lee, J.; Reavis, E.A.; Green, M.F. Linking Resting-state Networks and Social Cognition in Schizophrenia
and Bipolar Disorder. Hum. Brain Mapp. 2019, 40, 4703-4715. [CrossRef] [PubMed]

Mamabh, D.; Barch, D.M.; Repovs, G. Resting State Functional Connectivity of Five Neural Networks in Bipolar Disorder and
Schizophrenia. J. Affect. Disord. 2013, 150, 601-609. [CrossRef] [PubMed]

Peterburs, J.; Desmond, J.E. The Role of the Human Cerebellum in Performance Monitoring. Curr. Opin. Neurobiol. 2016, 40,
38-44. [CrossRef]

Doucet, G.; Naveau, M.; Petit, L.; Delcroix, N.; Zago, L.; Crivello, F,; Jobard, G.; Tzourio-Mazoyer, N.; Mazoyer, B.; Mellet, E.; et al.
Brain Activity at Rest: A Multiscale Hierarchical Functional Organization. J. Neurophysiol. 2011, 105, 2753-2763. [CrossRef]
Whitfield-Gabrieli, S.; Nieto-Castanon, A. Conn: A Functional Connectivity Toolbox for Correlated and Anticorrelated Brain
Networks. Brain Connect. 2012, 2, 125-141. [CrossRef]

Behzadi, Y.; Restom, K.; Liau, J.; Liu, T.T. A Component Based Noise Correction Method (CompCor) for BOLD and Perfusion
Based FMRI. Neurolmage 2007, 37, 90-101. [CrossRef] [PubMed]

Hur, J.-W,; Kim, T.; Cho, KLK.; Kwon, ].S. Attenuated Resting-State Functional Anticorrelation between Attention and Executive
Control Networks in Schizotypal Personality Disorder. J. Clin. Med. 2021, 10, 312. [CrossRef] [PubMed]

Shen, W.; Tu, Y.; Gollub, R.L.; Ortiz, A.; Napadow, V.; Yu, S.; Wilson, G.; Park, J.; Lang, C.; Jung, M.; et al. Visual Network
Alterations in Brain Functional Connectivity in Chronic Low Back Pain: A Resting State Functional Connectivity and Machine
Learning Study. Neurolmage Clin. 2019, 22, 101775. [CrossRef]

Buckner, R.L.; Andrews-Hanna, ].R.; Schacter, D.L. The Brain’s Default Network: Anatomy, Function, and Relevance to Disease.
Ann. N. Y. Acad. Sci. 2008, 1124, 1-38. [CrossRef] [PubMed]

Raichle, ML.E. The Brain’s Default Mode Network. Annu. Rev. Neurosci. 2015, 38, 433-447. [CrossRef]

Whitfield-Gabrieli, S.; Thermenos, H.W.; Milanovic, S.; Tsuang, M.T.; Faraone, S.V.; McCarley, R.W.; Shenton, M.E.; Green, A.L;
Nieto-Castanon, A.; LaViolette, P.; et al. Hyperactivity and Hyperconnectivity of the Default Network in Schizophrenia and in
First-Degree Relatives of Persons with Schizophrenia. Proc. Natl. Acad. Sci. USA 2009, 106, 1279-1284. [CrossRef]

Galindo, L.; Bergé, D.; Murray, G.K,; Mané, A.; Bulbena, A.; Pérez, V.; Vilarroya, O. Default Mode Network Aberrant Connectivity
Associated with Neurological Soft Signs in Schizophrenia Patients and Unaffected Relatives. Front. Psychiatry 2018, 8, 298.
[CrossRef]

Liu, H.; Kaneko, Y.; Ouyang, X.; Li, L.; Hao, Y.; Chen, E.Y.H.; Jiang, T.; Zhou, Y.; Liu, Z. Schizophrenic Patients and Their Unaffected
Siblings Share Increased Resting-State Connectivity in the Task-Negative Network but Not Its Anticorrelated Task-Positive
Network. Schizophr. Bull. 2012, 38, 285-294. [CrossRef]

Shim, G.; Oh, ].S.; Jung, WH.; Jang, ].H.; Choi, C.-H.; Kim, E.; Park, H.-Y.; Choi, J.-S.; Jung, M.H.; Kwon, ].S. Altered Resting-State
Connectivity in Subjects at Ultra-High Risk for Psychosis: An FMRI Study. Behav. Brain Funct. BBF 2010, 6, 58. [CrossRef]
Exner, C.; Weniger, G.; Irle, E. Cerebellar Lesions in the PICA but Not SCA Territory Impair Cognition. Neurology 2004, 63,
2132-2135. [CrossRef]

O’Neill, A.; Mechelli, A.; Bhattacharyya, S. Dysconnectivity of Large-Scale Functional Networks in Early Psychosis: A Meta-
Analysis. Schizophr. Bull. 2019, 45, 579-590. [CrossRef]

Laidi, C.; d’Albis, M.-A.; Wessa, M.; Linke, J.; Phillips, M.; Delavest, M.; Bellivier, F.; Versace, A.; Almeida, ].; Sarrazin, S.; et al.
Cerebellar Volume in Schizophrenia and Bipolar I Disorder with and without Psychotic Features. Acta Psychiatr. Scand. 2015, 131,
223-233. [CrossRef] [PubMed]

Bernard, J.A.; Mittal, V.A. Dysfunctional Activation of the Cerebellum in Schizophrenia: A Functional Neuroimaging Meta-
Analysis. Clin. Psychol. Sci. ]. Assoc. Psychol. Sci. 2015, 3, 545-566. [CrossRef]

McKiernan, K.A.; D’Angelo, B.R.; Kaufman, ].N.; Binder, ].R. Interrupting the “Stream of Consciousness”: An FMRI Investigation.
Neurolmage 2006, 29, 1185-1191. [CrossRef] [PubMed]

Seeley, W.W.; Menon, V.; Schatzberg, A.E.; Keller, ].; Glover, G.H.; Kenna, H.; Reiss, A.L.; Greicius, M.D. Dissociable Intrinsic
Connectivity Networks for Salience Processing and Executive Control. J. Neurosci. Off. ]. Soc. Neurosci. 2007, 27, 2349-2356.
[CrossRef]

Dong, D.; Wang, Y.; Chang, X.; Luo, C.; Yao, D. Dysfunction of Large-Scale Brain Networks in Schizophrenia: A Meta-Analysis of
Resting-State Functional Connectivity. Schizophr. Bull. 2018, 44, 168-181. [CrossRef]

Wang, Y.-M.; Zou, L.-Q.; Xie, W.-L.; Yang, Z.-Y.; Zhu, X.-Z.; Cheung, E.E.C.; Serensen, T.A.; Moller, A.; Chan, R.C.K. Altered
Functional Connectivity of the Default Mode Network in Patients With Schizo-Obsessive Comorbidity: A Comparison Between
Schizophrenia and Obsessive-Compulsive Disorder. Schizophr. Bull. 2019, 45, 199-210. [CrossRef]


https://doi.org/10.2147/NDT.S254208
https://doi.org/10.1016/j.brainres.2014.03.024
https://doi.org/10.1093/schbul/sbm052
https://doi.org/10.1016/j.biopsych.2013.02.029
https://www.ncbi.nlm.nih.gov/pubmed/23623456
https://doi.org/10.1002/hbm.24731
https://www.ncbi.nlm.nih.gov/pubmed/31322784
https://doi.org/10.1016/j.jad.2013.01.051
https://www.ncbi.nlm.nih.gov/pubmed/23489402
https://doi.org/10.1016/j.conb.2016.06.011
https://doi.org/10.1152/jn.00895.2010
https://doi.org/10.1089/brain.2012.0073
https://doi.org/10.1016/j.neuroimage.2007.04.042
https://www.ncbi.nlm.nih.gov/pubmed/17560126
https://doi.org/10.3390/jcm10020312
https://www.ncbi.nlm.nih.gov/pubmed/33467694
https://doi.org/10.1016/j.nicl.2019.101775
https://doi.org/10.1196/annals.1440.011
https://www.ncbi.nlm.nih.gov/pubmed/18400922
https://doi.org/10.1146/annurev-neuro-071013-014030
https://doi.org/10.1073/pnas.0809141106
https://doi.org/10.3389/fpsyt.2017.00298
https://doi.org/10.1093/schbul/sbq074
https://doi.org/10.1186/1744-9081-6-58
https://doi.org/10.1212/01.WNL.0000146197.44568.CD
https://doi.org/10.1093/schbul/sby094
https://doi.org/10.1111/acps.12363
https://www.ncbi.nlm.nih.gov/pubmed/25430729
https://doi.org/10.1177/2167702614542463
https://doi.org/10.1016/j.neuroimage.2005.09.030
https://www.ncbi.nlm.nih.gov/pubmed/16269249
https://doi.org/10.1523/JNEUROSCI.5587-06.2007
https://doi.org/10.1093/schbul/sbx034
https://doi.org/10.1093/schbul/sbx194

J. Clin. Med. 2023, 12, 3176 16 of 17

58.

59.

60.

61.

62.
63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

76.

77.

78.

79.
80.

81.

82.

83.

84.

Menon, M.; Schmitz, TW.; Anderson, A.K.; Graff, A.; Korostil, M.; Mamo, D.; Gerretsen, P.; Addington, J.; Remington, G.; Kapur,
S. Exploring the Neural Correlates of Delusions of Reference. Biol. Psychiatry 2011, 70, 1127-1133. [CrossRef]

Schmitz, T.W.; Johnson, S.C. Relevance to Self: A Brief Review and Framework of Neural Systems Underlying Appraisal. Neurosci.
Biobehav. Rev. 2007, 31, 585-596. [CrossRef]

Augustine, J.R. Circuitry and Functional Aspects of the Insular Lobe in Primates Including Humans. Brain Res. Brain Res. Rev.
1996, 22, 229-244. [CrossRef] [PubMed]

Bamiou, D.-E.; Musiek, EE.; Luxon, L.M. The Insula (Island of Reil) and Its Role in Auditory Processing. Literature Review. Brain
Res. Brain Res. Rev. 2003, 42, 143-154. [CrossRef]

Wylie, K.P,; Tregellas, ].R. The Role of the Insula in Schizophrenia. Schizophr. Res. 2010, 123, 93-104. [CrossRef]

Pankow, A.; Katthagen, T.; Diner, S.; Deserno, L.; Boehme, R.; Kathmann, N.; Gleich, T.; Gaebler, M.; Walter, H.; Heinz, A.; et al.
Aberrant Salience Is Related to Dysfunctional Self-Referential Processing in Psychosis. Schizophr. Bull. 2016, 42, 67-76. [CrossRef]
Hare, S.M.; Ford, ] M.; Mathalon, D.H.; Damaraju, E.; Bustillo, J.; Belger, A.; Lee, H.].; Mueller, B.A.; Lim, K.O.; Brown, G.G; et al.
Salience-Default Mode Functional Network Connectivity Linked to Positive and Negative Symptoms of Schizophrenia. Schizophr.
Bull. 2019, 45, 892-901. [CrossRef] [PubMed]

Liu, Y.;; Chen, Y,; Liang, X.; Li, D.; Zheng, Y.; Zhang, H.; Cui, Y.; Chen, J; Liu, J.; Qiu, S. Altered Resting-State Functional
Connectivity of Multiple Networks and Disrupted Correlation With Executive Function in Major Depressive Disorder. Front.
Neurol. 2020, 11, 272. [CrossRef]

Pearlson, G.D. Etiologic, Phenomenologic, and Endophenotypic Overlap of Schizophrenia and Bipolar Disorder. Annu. Rev. Clin.
Psychol. 2015, 11, 251-281. [CrossRef]

Kuipers, E.; Garety, P; Fowler, D.; Freeman, D.; Dunn, G.; Bebbington, P. Cognitive, Emotional, and Social Processes in Psychosis:
Refining Cognitive Behavioral Therapy for Persistent Positive Symptoms. Schizophr. Bull. 2006, 32 (Suppl. 1), S24-531. [CrossRef]
Spreng, R.N.; Stevens, W.D.; Chamberlain, ].P.; Gilmore, A.W.; Schacter, D.L. Default Network Activity, Coupled with the
Frontoparietal Control Network, Supports Goal-Directed Cognition. Neurolmage 2010, 53, 303-317. [CrossRef] [PubMed]

Pu, W,; Luo, Q.; Palaniyappan, L.; Xue, Z; Yao, S.; Feng, J.; Liu, Z. Failed Cooperative, but Not Competitive, Interaction between
Large-Scale Brain Networks Impairs Working Memory in Schizophrenia. Psychol. Med. 2016, 46, 1211-1224. [CrossRef]

Sha, Z.; Wager, T.D.; Mechelli, A.; He, Y. Common Dysfunction of Large-Scale Neurocognitive Networks Across Psychiatric
Disorders. Biol. Psychiatry 2019, 85, 379-388. [CrossRef] [PubMed]

Tu, P-C.; Lee, Y.-C.; Chen, Y.-S,; Li, C.-T; Su, T.-P. Schizophrenia and the Brain’s Control Network: Aberrant within- and
between-Network Connectivity of the Frontoparietal Network in Schizophrenia. Schizophr. Res. 2013, 147, 339-347. [CrossRef]
[PubMed]

Williamson, P. Are Anticorrelated Networks in the Brain Relevant to Schizophrenia? Schizophr. Bull. 2007, 33, 994-1003. [CrossRef]
[PubMed]

Wang, H.; Zeng, L.-L.; Chen, Y.; Yin, H.; Tan, Q.; Hu, D. Evidence of a Dissociation Pattern in Default Mode Subnetwork
Functional Connectivity in Schizophrenia. Sci. Rep. 2015, 5, 14655. [CrossRef]

Manoliu, A.; Ried], V.; Zherdin, A.; Miihlau, M.; Schwerthoffer, D.; Scherr, M.; Peters, H.; Zimmer, C.; Forstl, H.; Bauml, J.; et al.
Aberrant Dependence of Default Mode/Central Executive Network Interactions on Anterior Insular Salience Network Activity in
Schizophrenia. Schizophr. Bull. 2014, 40, 428-437. [CrossRef] [PubMed]

Dosenbach, N.U.F,; Fair, D.A.; Miezin, EM.; Cohen, A.L.; Wenger, K.K.; Dosenbach, R.A.T.; Fox, M.D.; Snyder, A.Z.; Vincent, J.L.;
Raichle, M.E; et al. Distinct Brain Networks for Adaptive and Stable Task Control in Humans. Proc. Natl. Acad. Sci. USA 2007,
104, 11073-11078. [CrossRef]

Duan, M,; Jiang, Y.; Chen, X.; Luo, C.; Yao, D. [Degree centrality of the functional network in schizophrenia patients]. Sheng Wu Yi
Xue Gong Cheng Xue Za Zhi ]. Biomed. Eng. Shengwu Yixue Gongchengxue Zazhi 2017, 34, 837-841. [CrossRef]

Wang, X.; Zhang, W.; Sun, Y.; Hu, M.; Chen, A. Aberrant Intra-Salience Network Dynamic Functional Connectivity Impairs
Large-Scale Network Interactions in Schizophrenia. Neuropsychologia 2016, 93, 262-270. [CrossRef]

Menon, V.; Uddin, L.Q. Saliency, Switching, Attention and Control: A Network Model of Insula Function. Brain Struct. Funct.
2010, 214, 655-667. [CrossRef] [PubMed]

Uddin, L.Q. Salience Processing and Insular Cortical Function and Dysfunction. Nat. Rev. Neurosci. 2015, 16, 55-61. [CrossRef]
Corbetta, M.; Shulman, G.L. Control of Goal-Directed and Stimulus-Driven Attention in the Brain. Nat. Rev. Neurosci. 2002, 3,
201-215. [CrossRef]

Luck, SJ.; Gold, ].M. The Construct of Attention in Schizophrenia. Biol. Psychiatry 2008, 64, 34-39. [CrossRef]

Sato, Y.; Yabe, H.; Todd, ]J.; Michie, P.; Shinozaki, N.; Sutoh, T.; Hiruma, T.; Nashida, T.; Matsuoka, T.; Kaneko, S. Impairment
in Activation of a Frontal Attention-Switch Mechanism in Schizophrenic Patients. Biol. Psychol. 2003, 62, 49—-63. [CrossRef]
[PubMed]

Arkin, S.C.; Ruiz-Betancourt, D.; Jamerson, E.C.; Smith, R.T.; Strauss, N.E.; Klim, C.C.; Javitt, D.C.; Patel, G.H. Deficits and
Compensation: Attentional Control Cortical Networks in Schizophrenia. Neurolmage Clin. 2020, 27, 102348. [CrossRef]

Zhou, Y.; Zeidman, P; Wu, S.; Razi, A.; Chen, C.; Yang, L.; Zou, J.; Wang, G.; Wang, H.; Friston, K.J. Altered Intrinsic and Extrinsic
Connectivity in Schizophrenia. Neurolmage Clin. 2017, 17, 704-716. [CrossRef]


https://doi.org/10.1016/j.biopsych.2011.05.037
https://doi.org/10.1016/j.neubiorev.2006.12.003
https://doi.org/10.1016/S0165-0173(96)00011-2
https://www.ncbi.nlm.nih.gov/pubmed/8957561
https://doi.org/10.1016/S0165-0173(03)00172-3
https://doi.org/10.1016/j.schres.2010.08.027
https://doi.org/10.1093/schbul/sbv098
https://doi.org/10.1093/schbul/sby112
https://www.ncbi.nlm.nih.gov/pubmed/30169884
https://doi.org/10.3389/fneur.2020.00272
https://doi.org/10.1146/annurev-clinpsy-032814-112915
https://doi.org/10.1093/schbul/sbl014
https://doi.org/10.1016/j.neuroimage.2010.06.016
https://www.ncbi.nlm.nih.gov/pubmed/20600998
https://doi.org/10.1017/S0033291715002755
https://doi.org/10.1016/j.biopsych.2018.11.011
https://www.ncbi.nlm.nih.gov/pubmed/30612699
https://doi.org/10.1016/j.schres.2013.04.011
https://www.ncbi.nlm.nih.gov/pubmed/23706416
https://doi.org/10.1093/schbul/sbm043
https://www.ncbi.nlm.nih.gov/pubmed/17493957
https://doi.org/10.1038/srep14655
https://doi.org/10.1093/schbul/sbt037
https://www.ncbi.nlm.nih.gov/pubmed/23519021
https://doi.org/10.1073/pnas.0704320104
https://doi.org/10.7507/1001-5515.201607062
https://doi.org/10.1016/j.neuropsychologia.2016.11.003
https://doi.org/10.1007/s00429-010-0262-0
https://www.ncbi.nlm.nih.gov/pubmed/20512370
https://doi.org/10.1038/nrn3857
https://doi.org/10.1038/nrn755
https://doi.org/10.1016/j.biopsych.2008.02.014
https://doi.org/10.1016/S0301-0511(02)00113-8
https://www.ncbi.nlm.nih.gov/pubmed/12505767
https://doi.org/10.1016/j.nicl.2020.102348
https://doi.org/10.1016/j.nicl.2017.12.006

J. Clin. Med. 2023, 12, 3176 17 of 17

85.

86.

87.

88.

89.

90.

91.

92.

93.

94.

95.

96.

97.

98.

99.

100.

101.

Lefort-Besnard, J.; Bassett, D.S.; Smallwood, J.; Margulies, D.S.; Derntl, B.; Gruber, O.; Aleman, A.; Jardri, R.; Varoquaux, G.;
Thirion, B.; et al. Different Shades of Default Mode Disturbance in Schizophrenia: Subnodal Covariance Estimation in Structure
and Function. Hum. Brain Mapp. 2018, 39, 644-661. [CrossRef]

Li, S.; Hu, N.; Zhang, W,; Tao, B.; Dai, J.; Gong, Y.; Tan, Y.; Cai, D.; Lui, S. Dysconnectivity of Multiple Brain Networks in
Schizophrenia: A Meta-Analysis of Resting-State Functional Connectivity. Front. Psychiatry 2019, 10, 482. [CrossRef]

Cauda, F; D’Agata, F; Sacco, K.; Duca, S.; Geminiani, G.; Vercelli, A. Functional Connectivity of the Insula in the Resting Brain.
Neurolmage 2011, 55, 8-23. [CrossRef] [PubMed]

Bulbul, O.; Kurt, E.; Ulasoglu-Yildiz, C.; Demiralp, T.; Ucok, A. Altered Resting State Functional Connectivity and Its Correlation
with Cognitive Functions at Ultra High Risk for Psychosis. Psychiatry Res. Neuroimaging 2022, 321, 111444. [CrossRef]
Andreasen, N.C.; O’'Leary, D.S,; Cizadlo, T.; Arndt, S.; Rezai, K.; Ponto, L.L.; Watkins, G.L.; Hichwa, R.D. Schizophrenia and
Cognitive Dysmetria: A Positron-Emission Tomography Study of Dysfunctional Prefrontal-Thalamic-Cerebellar Circuitry. Proc.
Natl. Acad. Sci. USA 1996, 93, 9985-9990. [CrossRef] [PubMed]

Andreasen, N.C.; Paradiso, S.; O’Leary, D.S. “Cognitive Dysmetria” as an Integrative Theory of Schizophrenia: A Dysfunction in
Cortical-Subcortical-Cerebellar Circuitry? Schizophr. Bull. 1998, 24, 203-218. [CrossRef]

Cheniji, S.; Jha, S.; Lee, D.; Brown, M.; Seres, P.; Mah, D.; Kalra, S. Investigating Default Mode and Sensorimotor Network
Connectivity in Amyotrophic Lateral Sclerosis. PLoS ONE 2016, 11, e0157443. [CrossRef] [PubMed]

Fox, M.D.; Raichle, M.E. Spontaneous Fluctuations in Brain Activity Observed with Functional Magnetic Resonance Imaging.
Nat. Rev. Neurosci. 2007, 8, 700-711. [CrossRef]

Bressler, S.L.; Menon, V. Large-Scale Brain Networks in Cognition: Emerging Methods and Principles. Trends Cogn. Sci. 2010, 14,
277-290. [CrossRef] [PubMed]

Cocchi, L.; Halford, G.S.; Zalesky, A.; Harding, L.H.; Ramm, B.J.; Cutmore, T.; Shum, D.H.K.; Mattingley, J.B. Complexity in
Relational Processing Predicts Changes in Functional Brain Network Dynamics. Cereb. Cortex 2014, 24, 2283-2296. [CrossRef]
[PubMed]

Vincent, ].L.; Kahn, I.; Snyder, A.Z.; Raichle, M.E.; Buckner, R.L. Evidence for a Frontoparietal Control System Revealed by
Intrinsic Functional Connectivity. J. Neurophysiol. 2008, 100, 3328-3342. [CrossRef]

Spadone, S.; Della Penna, S.; Sestieri, C.; Betti, V.; Tosoni, A.; Perrucci, M.G.; Romani, G.L.; Corbetta, M. Dynamic Reorganization
of Human Resting-State Networks during Visuospatial Attention. Proc. Natl. Acad. Sci. USA 2015, 112, 8112-8117. [CrossRef]
Dondé, C.; Avissar, M.; Weber, M.M.; Javitt, D.C. A Century of Sensory Processing Dysfunction in Schizophrenia. Eur. Psychiatry ].
Assoc. Eur. Psychiatr. 2019, 59, 77-79. [CrossRef]

Hoptman, M.].; Parker, E.M.; Nair-Collins, S.; Dias, E.C.; Ross, M.E.; DiCostanzo, ].N.; Sehatpour, P.; Javitt, D.C. Sensory and
Cross-Network Contributions to Response Inhibition in Patients with Schizophrenia. Neurolmage Clin. 2018, 18, 31-39. [CrossRef]
Kebets, V.; Holmes, A.].; Orban, C.; Tang, S.; Li, J.; Sun, N.; Kong, R.; Poldrack, R.A.; Yeo, B.T.T. Somatosensory-Motor
Dysconnectivity Spans Multiple Transdiagnostic Dimensions of Psychopathology. Biol. Psychiatry 2019, 86, 779-791. [CrossRef]
Gao, S.; Ming, Y;; Ni, S.; Kong, Z.; Wang, ].; Gu, Y,; Lu, S.; Chen, T.; Kong, M.; Sun, J.; et al. Association of Reduced Local Activities
in the Default Mode and Sensorimotor Networks with Clinical Characteristics in First-Diagnosed Episode of Schizophrenia.
Neuroscience 2022, 495, 47-57. [CrossRef]

Lesh, T.A,; Tanase, C.; Geib, B.R.; Niendam, T.A.; Yoon, ]J.H.; Minzenberg, M.].; Ragland, ].D.; Solomon, M.; Carter, C.S. A
Multimodal Analysis of Antipsychotic Effects on Brain Structure and Function in First-Episode Schizophrenia. JAMA Psychiatry
2015, 72, 226-234. [CrossRef] [PubMed]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.


https://doi.org/10.1002/hbm.23870
https://doi.org/10.3389/fpsyt.2019.00482
https://doi.org/10.1016/j.neuroimage.2010.11.049
https://www.ncbi.nlm.nih.gov/pubmed/21111053
https://doi.org/10.1016/j.pscychresns.2022.111444
https://doi.org/10.1073/pnas.93.18.9985
https://www.ncbi.nlm.nih.gov/pubmed/8790444
https://doi.org/10.1093/oxfordjournals.schbul.a033321
https://doi.org/10.1371/journal.pone.0157443
https://www.ncbi.nlm.nih.gov/pubmed/27322194
https://doi.org/10.1038/nrn2201
https://doi.org/10.1016/j.tics.2010.04.004
https://www.ncbi.nlm.nih.gov/pubmed/20493761
https://doi.org/10.1093/cercor/bht075
https://www.ncbi.nlm.nih.gov/pubmed/23563963
https://doi.org/10.1152/jn.90355.2008
https://doi.org/10.1073/pnas.1415439112
https://doi.org/10.1016/j.eurpsy.2019.04.006
https://doi.org/10.1016/j.nicl.2018.01.001
https://doi.org/10.1016/j.biopsych.2019.06.013
https://doi.org/10.1016/j.neuroscience.2022.05.020
https://doi.org/10.1001/jamapsychiatry.2014.2178
https://www.ncbi.nlm.nih.gov/pubmed/25588194

	Introduction 
	Materials and Methods 
	Participants 
	Clinical Assessments 
	Imaging Data Acquisition and Preprocessing 
	ROI-to-ROI Whole Brain Functional Connectivity Analysis 
	Statistical Analysis 

	Results 
	Demographics and Clinical Characteristics 
	Overall Characteristics of Intra- and Inter-Network Connectivity 
	Intra-Network Connectivity 
	Inter-Network Connectivity 

	Relationships between Functional Connectivity Patterns and Clinical Variables 

	Discussion 
	Conclusions 
	References

