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W N

Abstract: Generalized anxiety disorder (GAD) and depressive disorder (DD) are distinct mental
disorders, which are characterized by complex and unique neuroelectrophysiological mechanisms in
psychiatric neurosciences. The understanding of the brain functional differences between GAD and
DD is crucial for the accurate diagnosis and clinical efficacy evaluation. The aim of this study was to
reveal the differences in functional brain imaging between GAD and DD based on multidimensional
electroencephalogram (EEG) characteristics. To this end, 10 min resting-state EEG signals were
recorded from 38 GAD and 34 DD individuals. Multidimensional EEG features were subsequently
extracted, which include power spectrum density (PSD), fuzzy entropy (FE), and phase lag index
(PLI). Then, a direct statistical analysis (i.e., ANOVA) and three ensemble learning models (i.e.,
Random Forest (RF), Light Gradient Boosting Machine (LightGBM), eXtreme Gradient Boosting
(XGBoost)) were used on these EEG features for the differential recognitions. Our results showed
that DD has significantly higher PSD values in the alphal and beta band, and a higher FE in the
beta band, in comparison with GAD, along with the aberrant functional connections in all four
bands between GAD and DD. Moreover, machine learning analysis further revealed that the distinct
features predominantly occurred in the beta band and functional connections. Here, we show that
DD has higher power and more complex brain activity patterns in the beta band and reorganized
brain functional network structures in all bands compared to GAD. In sum, these findings move
towards the practical identification of brain functional differences between GAD and DD.

Keywords: generalized anxiety disorder (GAD); depressive disorder (DD); electroencephalogram
(EEG); beta rhythm; psychiatry; neuroimaging; functional brain imaging; neurosciences; machine
learning; diagnosis

1. Introduction

Mental disorders, such as Generalized Anxiety Disorder (GAD) and Depressive Disor-
der (DD), cast a profound shadow on individuals’ lives, influencing their overall well-being
and leaving a lasting impact. Conditions like GAD and DD can significantly disrupt an
individual’s emotional equilibrium, cognitive functioning, and overall quality of life [1].
GAD is characterized by excessive and persistent worry or anxiety about various aspects
of life, including work, relationships, health, and everyday situations [2—4]. Based on
previous reports, within urban areas of China, the prevalence of GAD is reported to be
5.3% [5], highlighting its substantial presence in the population. DD involves persistent
feelings of sadness, hopelessness, and a loss of interest or pleasure in activities [6]. There
are approximately 150 million people in the world who are suffering from DD at present,
underscoring the global scope of this mental health challenge [7]. While GAD and DD
share some similar symptoms [8], they are distinct conditions with unique underlying
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neurobiological mechanisms [9]. The comprehension of specific functional brain differences
in imaging between GAD and DD assumes a critical role in achieving accurate diagnoses,
tailoring personalized treatment strategies, and ultimately enhancing the well-being and
outcomes for affected individuals.

Traditionally, the diagnosis and differentiation of GAD and DD has heavily relied on
clinical assessments, subjective reports, and symptom-based criteria. However, advance-
ments in machine learning techniques and neuroimaging technologies have opened up new
avenues for exploring objective biomarkers and identifying the brain functional differences
associated with these disorders [10-13]. Machine learning algorithms have demonstrated
potential in analyzing neuroimaging data to identify patterns and features that can be used
to differentiate between GAD and DD [14-16]. Algorithms can extract intricate information
from neuroimaging modalities such as electroencephalography (EEG) [17], enabling a
deeper understanding of the unique brain signatures associated with each disorder [18-20].
By leveraging these advancements, the field of mental health research is making strides
toward objective and quantifiable measures. These measures can potentially transcend the
confines of subjective reporting and allow for more accurate, reliable, and early detection.
As machine learning algorithms continue to be refined and neuroimaging technologies
progress, the boundaries of what can be discerned from brain activity patterns expand,
fostering a new era of precision psychiatry. In this emerging landscape, the amalgamation
of sophisticated analysis and cutting-edge technology stands to enhance our understanding
of mental disorders like GAD and DD, offering the potential for more targeted interventions
and improved outcomes for those affected.

EEG is a non-invasive procedure with the advantages of lower costs, higher temporal
resolution and more convenient operation, which helps in the diagnosis and monitoring of
diverse neurological conditions and disorders. Its recordings provide valuable information
about brainwave patterns, allowing for healthcare professionals to identify abnormalities
and make diagnostic interpretations [21-23]. Given the above strengths, EEG has been
extensively utilized for detecting and diagnosing mental disorders, such as DD [24,25], and
GAD [23,26]. Power spectrum density (PSD) analysis is one of the primary methods of
EEG, which can calculate several features (power, relative power, power ratio, etc.) [27].
Specifically, Oathes and his team found that, in the posterior channel, high power was
shown in the gamma band in GAD patients [14]. This observation suggests distinctive
neural activity patterns in individuals grappling with GAD. Dell reported that the power
in the delta band may correlate with the hypoactivation of the motivation system, related
to the proximity in the patients with DD patients [28]. These insights illuminate potential
neurobiological markers that may contribute to the manifestation of these disorders. In ad-
dition, fuzzy entropy (FE) is a measure that characterizes the complexity of brain networks
and provides valuable insights into the dynamic information of the brain. One advantage
of FE is that it does not depend on the length of the time series, making it particularly
relevant for practical applications [23]. A higher value of fuzzy entropy indicates a higher
level of complexity. Previous studies have found that DD patients show lower complexity
than the healthy control group [29]. This implies that the intricate interactions within brain
networks may be perturbed in individuals with DD, underscoring the potential utility of
FE as a diagnostic tool. Functional connectivity is a feature utilized in the analysis of brain
connectivity that is derived from EEG signals [30,31]. Although more attention has been
paid to the interactions of different brain areas, the relationships between brain areas in
GAD and DD patients remain unclear [32]. To address this issue, Phase Lag Index (PLI) is
an optimal analytical approach that can reveal the relationships and interactions within
brain regions. The PLI quantifies the asymmetry of the phase differences between different
EEG channels, allowing for insights into the functional connectivity and synchronization
between brain regions [11,33,34]. Specifically, the focus of the PLI is on the phase informa-
tion contained within the EEG signals, as this is believed to reflect the underlying neural
communication and coordination.
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The potential to revolutionize the field of psychiatric diagnostics lies in the integration
of machine learning techniques with neuroimaging data [35,36]. Complex patterns and sub-
tle interactions within brain networks can be learned by machine learning algorithms [37],
leading to the objective and accurate identification of brain functional differences between
GAD and DD. A growing body of the literature is reporting on the use of machine learning
algorithms combined with EEG for the accurate diagnosis of GAD or DD [23,38,39]. Based
on precise machine learning models, we can more accurately identify features with signifi-
cant differences between GAD and DD from multidimensional EEG features. With the help
of these advancements, earlier and more precise diagnoses can be facilitated, and tailored
treatment strategies can be formed for individuals with GAD or DD.

The objective of this study was to develop an enhanced screening framework that can
effectively differentiate between GAD and DD. To achieve this, multidimensional electroen-
cephalography (EEG) features were utilized in the analysis, which involved integrating
the evaluation of functional connections among different brain regions with conventional
measures such as PSD and FE. By combining these perspectives, a comprehensive analysis
framework that incorporated multiple EEG features was established and analyzed via
statistical analysis and machine learning. Given the limited previous research focused
on GAD and DD using this approach, the aim was to propose a refined framework and
identify potential biomarkers that could contribute to accurate screening and diagnosis.

2. Materials and Methods
2.1. Subjects

Thirty-eight patients with GAD and thirty-four patients with DD, aged between 18
and 55 years old, were enrolled from the psychiatry department of the hospital. They were
diagnosed by psychiatrists using the Structural Clinical Interview based on Diagnostic
and Statistical Manual of Mental Disorder, Fifth Edition, (DSM-5) criteria. Each patient
completed a questionnaire consisting of the Hamilton Anxiety Rating Scale (HAMA) for
GAD and the Hamilton Depression Rating Scale (HAMD-17) for DD. As shown in Table 1,
the scores were 17 points or higher. The HAMA score was 26.2 £ 5.8, and the HAMD-17
score was 26.3 £ 4.9. The average age for patients with GAD was 41.2 £ 7.2 (10 males
and 28 females), while for patients with DD it was 42.3 & 9.6 (10 males and 24 females).
There was no statistically significant difference in age between patients with GAD and DD.
Additionally, all patients were right-handed and had no other mental or physical disorders,
as well as no history of substance or alcohol abuse. All participants were instructed to
refrain from staying up late and consuming alcohol or drugs within one day prior to the test.
No smoking, no coffee, and no tea were required at least eight hours before data recording.

Table 1. Demographic and clinical characteristics of the participants.

Characteristics GAD (n =38) DD (n = 34) p-Value
Age (year) 412+72 423 +9.6 >0.05
Gender: male/female 10/28 10/24 —
HAMA 262 +5.8 — —
HAMD-17 — 26.3+49 —

2.2. Electroencephalogram Recordings

Ten consecutive minutes of EEG data were recorded by the EEG equipment at the
specialized EEG labs in the Hospitals. Based on the 10-20 system, sixteen EEG channels,
including FP1, FP2, F3, F4, C3, C4, P3, P4, O1, O2, F7, F8, T3, T4, T5 and T6, were
placed on the scalp surface of the patient. EEG parameters were set as follows: sample
frequency 250 Hz, band-pass filtering 0.5-30 Hz, time constant 0.3 s. During EEG recordings,
participants were requested to keep relaxed, close the eyes, and concentrate their attention
on breathing.
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2.3. Electroencephalogram Data Preprocessing

EEG data preprocessing was conducted as follows. Firstly, remove EEG artifacts by
fast-ICA, such as eye blinks, electrocardiograph, and electromyography. Secondly, lower
the sampling frequency from 250 Hz to 125 Hz. Thirdly, remove baseline and implement
bandpass filtering with 4-30 Hz by fourth-order Butterworth bandpass filter. Subsequently,
the EEG data were segmented into 4 s samples with a 2 s overlap, yielding 8918 samples
for GAD and 7121 samples for DD. Finally, EEG rhythms were extracted, including theta
(4-8 Hz), alphal (8-10 Hz), alpha2 (10-13 Hz), and beta (13-30 Hz) for every sample with
the same bandpass filter.

2.4. Multidimensional Electroencephalogram Features Computation

Numerous studies have documented the viability of employing EEG features for the
identification of mental diseases [23,35,40]. To our knowledge, there are three mainstream
analytical approaches to EEG feature extractions [41,42]: power spectral density analysis,
nonlinear dynamics analysis, and functional connectivity analysis. These three approaches
decode the information imbedded in EEG data from three different perspectives [23]. In
this paper, an analytical framework for brain functional differences” detection of GAD and
DD using multidimensional EEG features was developed. For this purpose, three types of
prevalent EEG features, including PSD, FE and PLI (which are the three most representative
types of characteristics), are extracted in this study. The details are as follows.

2.4.1. Power Spectrum Density Calculation

As shown in Equation (1), x(i) refers to the EEG signal, X(f) is the frequency spectrum
of x(i) which can be estimated by FFT, and P«(f) is the power spectrum. As shown in
Equation (2), PSD(h) is the EEG power for each rhythm. In Equations (1) and (2), N is the
number point of x(7), h represents EEG rhythm, and f;, and f; are the upper frequency and
lower frequency, respectively, for each EEG rhythm.

P(f) = X ()P &
T
PSD() = —— [ " Px(f)df @

2.4.2. Fuzzy Entropy Calculation

FE is a nonlinear EEG feature, which is used to measure the complexity and random-
ness of the EEG signals. For the computation of FE, firstly, the EEG signal is divided into
an m-dimensional (m is the embedding dimension) subseries of length N, each of which is
of the same length. Then the similarity C" is calculated between the subseries, as shown in
Formula (3), where d;; denotes the fuzzy similarity between i and j subsequences, and r is a
predefined parameter used to control the similarity. Finally, we can calculate FE for a piece
of EEG sample through Formulas (4) and (5).

N—m+1 N\ 2
CHOE—— exp(—ln@)-(d;f) ) )

ey
1 N—m+1
Q" (r) = Nomii Y, C'(n 4)
i=1

FE(m,r,N) = [n@™(r) — In@"*1(r) (5)
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2.4.3. Phase Lag Index Calculation

Firstly, as shown in Formula (6), EEG signal x;(¢) is transferred into s;(t) by Hilbert trans-
form [43], where S; is the instantaneous amplitude and ¢; refers to the instantaneous phase.

si(t) = Si(t)e/?i ) (6)

Then, the PLI value of all pairs of EEG signals can be evaluated by Formula (7) [44].
As defined in Formula (7), PLI value ranges from 0 to 1. PLI = 0 means completely out of
phase synchronization. Larger PLI values imply greater phase synchronization

PLIx; = |(sign(gk(t) — ¢i(t)))] @)

2.5. Ensemble Learning for Classification

Ensemble learning is a method of combining multiple weak machine learners to build
a single strong machine learner, which follows different ideas, such as bagging and boosting.
Bagging randomly selects a training subset on the given samples with equal weights on
each sample, then independently trains the classification of different weak classifiers on
each training subset, and finally obtains the final result by majority rule. Meanwhile,
boosting adds larger sample weights to the samples that were misclassified in the previous
weak classifier, and the final result is obtained by summing the results of multiple models.
In current study, three ensemble learning models, Random Forest (RF), Light Gradient
Boosting Machine (LightGBM), and eXtreme Gradient Boosting (XGBoost), are used for
GAD and DD detection to identify significantly different EEG features and rhythms. These
models are presented below.

(1) RF is a widely used ensemble learning model based on decision tree. RF uses the
bagging ensemble strategy and random subspace method. RF includes many decision
trees and integrates the results of each decision tree by averaging the votes in classification
task or outputs in regression task to improve the stability and precision. A random
perturbation of samples and attributes for each decision tree is achieved by introducing the
bagging ensemble strategy and random subspace approach during the learning process.
By randomizing the decision trees in these two dimensions, RF can solve the inherent
overfitting problem of decision trees and obtain stable and reliable classification results.

(2) LightGBM is based on boosting ensemble strategy. LightGBM is an efficient
machine learning algorithm that achieves good speedups on large datasets with no loss
of accuracy. LightGBM uses a gradient-based, one-sided sampling method to reduce
the number of training samples and a dedicated feature bundling method to bundle
features. These two techniques improve model efficiency by reducing the number of
samples and features, respectively. The unilateral sampling algorithm randomly retains all
instances with large gradients and samples with small gradients, and the feature bundling
algorithm bundles mutually exclusive features together, which can nondestructively reduce
feature dimensionality.

(3) XGBoost is also based on the boosting ensemble strategy. XGBoost combines
various weak learners by using additive training strategies and integration techniques to
build powerful learners. To improve the computational accuracy, the loss function of the
XGBoost model is extended using the second-order Taylor method. In addition, XGboost
adds L1 and L2 regularization terms to avoid overfitting and reduce model complexity. The
XGBoost algorithm also supports multiple threads for parallel computation, which speeds
up the training and prediction of the model. XGBoost can also handle missing values
automatically, eliminating the need for the manual processing of missing values. XGBoost
algorithm also has a built-in cross-validation function, which can help users choose the
best combination of parameters.
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2.6. Classification Performances Evaluation

In this study, in order to more fully and accurately evaluate the models” performances,
five-fold cross-validation was applied on the EEG features to reduce bias in the models’
results, with 4 pieces of the samples used for training the model and 1 piece of the samples
for testing the model to estimate the classification performances. The five-fold cross-
validation method was repeated 10 times, and the final results were averaged. Here, the
indicators of accuracy, precision, recall, and F1 score were computed for a comprehensive
assessment of model performances. Furthermore, accuracy was defined as the proportion
of correctly categorized samples to the total samples, precision as the proportion of correctly
predicted positive categories to all the samples predicted as positive categories, recall as
the proportion of correctly predicted positive categories to all the samples that are actually
positive categories, and the F1 score as the reconciled mean of precision and recall. In order
to calculate these four indicators, true positive (TP), false negative (FN), true negative (TN)
and false positive (FP) are described as follows [45]: TP denotes the number of samples that
are actually positive and correctly predicted as positive, FP denotes the number of samples
that are actually negative but incorrectly predicted as positive, FN denotes the number of
samples that are actually positive but incorrectly predicted as negative, and TN denotes the
number of samples that are actually negative and correctly predicted as negative. Then,
these four evaluation metrics for classification performances evaluation are defined as in
Formulas (8)—(11).

TP+ TN

Accuracy = TP+ TN L EP 7 EN 8)
Precision = 7TPTFP 9
Recall = 7TP]:|—PFN (10)

Fl= o P (an

2.7. Statistical Analysis

One-way analysis of variance (ANOVA) was implemented to evaluate the statistical
differences for the multi-dimensional EEG features between GAD and DD. Specifically,
one-way ANOVA was carried out on the features of PSD, FE, and PLI. The threshold of
p < 0.05 was considered a significant statistical difference.

3. Results

As shown in Figure 1, statistically significant differences in EEG power values between
the two groups of patients were primarily observed in the alphal and beta rhythms. These
differences were mainly distributed in the frontal, central, parietal, and temporal regions,
while no statistically significant differences were found in the occipital region. Additionally,
the power values in the DD group were significantly higher than those in the GAD group.
As depicted in Figure 2, significant differences in FE were observed in the frontal region,
specifically in the beta rhythm, while no significant differences were found in other rhythms.
Furthermore, the fuzzy entropy in the DD group was higher than that in the GAD group.
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Figure 1. EEG power results of each EEG channel between GAD and DD for four EEG rhythms.
* means that the power of the corresponding EEG electrode positions has significant statistical differ-
ences (p < 0.05). We also use red dots to highlight locations with statistically significant differences.
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Figure 2. FE results of each EEG channel between GAD and DD for four EEG rhythms. * means that
the FE of the corresponding EEG electrode positions has significant statistical differences (p < 0.05).
We also use the red dots to highlight locations that have statistically significant differences.

In Figure 3, the brain network results for GAD and DD are depicted. As observed in the
figure, abnormal functional connections were detected between different brain regions in
both the GAD and DD groups across the four rthythms. These findings indicated alterations
in the brain network structure. Specifically, in the theta, alphal, and beta rhythms, higher
functional connection weights were observed in the DD group compared to the GAD group,
with ratios of 9/5, 10/5, and 23/8, respectively. In contrast, in the alpha2 rhythm, lower
functional connection weights were found in the DD group compared to the GAD group,



Brain Sci. 2023, 13, 1282

9of 14

Theta

with a ratio of 4/8. The significance of dividing the alpha rhythm into alphal and alpha2
sub-rhythms in EEG-based brain fatigue research was indicated by the results. Klimesch has
emphasized that using narrower frequency bands reduces the risk of frequency effects being
canceled out or not discovered [46]. This study provides compelling evidence supporting
the importance of such narrower frequency band divisions, as demonstrated by the results
of the alphal and alpha2 rhythms. Additionally, the division of the frequency band into
narrower sub-bands enhances the physiological meaning of these sub-bands and increases
the statistical significance of their respective results.

Alphal Alpha2

L

Figure 3. Brain networks of the four rhythms. In the subgraph, the red edge represents the lower PLI

strength of GAD compared with DD; the blue edge represents the opposite.

Significant differences were observed in EEG features between the GAD and DD
groups across three dimensions in the results presented in Figures 1-3, providing a basis
for the accurate diagnosis of GAD and DD. To address this further, three ensemble learning
algorithms, namely RF, LightGBM, and XGBoost, were employed in the present study
to identify significantly different EEG features and rhythms between GAD and DD, as
summarized in Tables 2 and 3. If these four evaluation metrics of accuracy, precision, recall,
and F1 score are larger and closer together, it indicates better model performance. Table 2
demonstrated that the highest accuracy of 85.5 + 0.3% was achieved by the PLI feature,
followed by PSD and FE, with accuracies of 66.9 + 0.3% and 82.2 & 0.3%, respectively.
These findings suggest that PLI more accurately reflects the brain functional differences
between GAD and DD. Table 3 revealed that the combination of the three major feature
categories from the four rhythms using the XGBoost classifier achieved the highest known
classification accuracy of 99.1 & 0.2%. Furthermore, the individual beta rhythm attained
an accuracy of 98.3 £ 0.2%, which was significantly higher than that of the theta, alphal,
and alpha2 rhythms, and comparable to the accuracy obtained when all rhythms were
combined. These results indicate that the beta rhythm is a more indicative factor of the
brain functional differences between GAD and DD.

Table 2. Classification performances of different feature types.

Feature Models Accuracy (%)  Precision (%) Recall (%) F1 (%)

RF 66.0 £ 0.4 69.3 £ 0.8 420+0.5 523 +04

PSD LightGBM 66.0 £ 0.4 66.8 0.6 46.3 £ 0.6 547 £ 0.4
XGboost 669 £0.3 64.9 £0.6 554 £ 0.5 59.8 £ 04

RF 769 £ 04 788 £0.5 65.5+0.3 71.5+0.3

FE LightGBM 76.0 £ 04 759 +£0.5 67.5+0.5 715+ 04
XGboost 822+03 81.3£0.2 779 £0.3 79.6 £0.2

RF 783+ 04 80.8 £ 04 67.1+1.0 73.3+05

PLI LightGBM 79.8 £0.3 794 +0.3 73.6 £ 0.6 764 +0.3

XGboost 85.5 + 0.3 85.1 + 0.5 81.6 + 0.6 83.3 + 0.3
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Table 3. Classification performances of different rhythms.

Rhythm Models Accuracy (%)  Precision (%) Recall (%) F1 (%)
RF 79.5 £ 0.7 83.4+05 673 +15 745+1.0
Theta LightGBM 82.6 £0.8 825+0.5 773 +12 79.8 £0.9
XGboost 86.8 £0.7 86.7 £0.5 829+14 84.7 £0.9
RF 793 +0.5 8795+ 1.2 62.0+0.6 727 £07
Alphal LightGBM 82.6 £ 0.6 83.8+0.7 753 +0.8 793+ 0.6
XGboost 86.4 £0.9 86.7 £0.8 819+13 842 +1.0
RF 85.1+0.6 872+0.7 779 £0.9 82.3+0.8
Alphal LightGBM 872+0.6 86.3 + 0.4 845+1.3 85.4+0.8
XGboost 90.5£0.5 90.0 £ 0.6 885+1.1 89.2+£0.6
RF 94.6 +0.3 955+ 04 922 +0.7 93.8 £ 0.4
Beta LightGBM 97.0+0.3 96.8 + 0.4 96.5 + 0.4 96.7 £ 0.3
XGboost 98.3£0.2 98.1+04 98.1+£0.3 98.1+£0.3
RF 95.6 +0.3 98.1+04 91.9+0.7 949 +0.3
All thythms  LightGBM 98.2+0.3 98.2+0.3 979 +£0.6 98.0+0.3
XGboost 99.1 + 0.2 99.1 + 0.1 98.8 + 0.5 99.0 + 0.3

4. Discussion

In this study, we immersed ourselves in the exploration of EEG characteristics specific
to GAD and DD. Our investigation encompassed an analysis of resting-state EEG data,
considering a range of viewpoints, such as PSD, FE, and PLI. Our objective was to shed
light on the underlying neurodynamic mechanisms that differentiate GAD from DD. Here
are the key findings we uncovered. First and foremost, through a comprehensive analysis
of PSD, FE, PLI, and classification methods, we observed significant differences in the beta
rhythm between GAD and DD. These findings provide valuable insights into the distinctive
features of these two disorders. Secondly, the highest accuracy among the three features
was achieved by the PLI (85.5 £ 0.3%), which also provided the most accurate reflection of
the functional brain imaging between GAD and DD. However, the overall feature accuracy
reached its peak at 99.1 & 0.2%, emphasizing the need for a comprehensive assessment
rather than solely relying on the comparison of the PLI feature. A detailed analysis of the
obtained results will be presented next.

The beta rhythm plays a crucial role in the study and clinical applications of mental
disorders, as it provides valuable insights into the underlying neurophysiological mecha-
nisms. Significant differences were found between GAD and DD, specifically in the beta
rhythm, in this study. The importance of the beta rhythm will be further analyzed from
various angles to shed light on its relevance in distinguishing between GAD and DD.

In comparison to GAD patients, higher PSD, FE, and functional connectivity weights
in the beta rhythm are observed in DD patients across most brain regions. These differences
are predominantly observed in the frontal, central, parietal, and temporal regions, while
no statistical differences are found in the occipital region. The increased PSD values in the
beta rhythm suggest a heightened state of brain activity and neural arousal, whereas the
elevated FE values indicate increased complexity [11]. The findings of this study further
highlight that DD is characterized by higher levels of activity and more complex prefrontal
brain states compared with GAD. The beta rhythm is widely recognized to be associated
with brain vigilance and wakefulness states [47]. Previous research has demonstrated
significant differences in the functional connections in the beta frequency band between DD
and healthy individuals [35]. The total number of key functional connections in the beta
rhythm accounted for 43.1%, which was significantly higher than those found in the theta
(19.4%), alphal (20.8%), and alpha2 (16.7%) rhythm. Moreover, the abnormal expression
of the beta rhythm has garnered attention in some other EEG-based studies on mental
diseases [23]. The high proportion of the beta rhythm within the all EEG characteristics
would provide fundamental theoretical support for the determination of neurobiological
markers in future DD and GAD diagnoses.
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The changes in functional connectivity quantity represent variations in regional co-
ordination and cognitive functioning in the brain and reflect the reorganization in GAD
and DD [48-50]. Significant brain reorganization in multiple frequency ranges has been
observed in DD [51]. Abnormal functional connectivity patterns have been reported to
exhibit distinct characteristics corresponding to different symptoms of psychiatric disorders.
For instance, reduced functional connections in the frontal lobe and other brain regions
have been associated with GAD [23,52,53]. Enhanced connectivity in the frontal lobe re-
gion has been observed in patients with attention-deficit. In this study, the key functional
connections were further applied to explore the mechanistic differences between GAD and
DD. Significant reorganization was found in both disorders.

Machine learning has been widely applied in medical research to assist in the predic-
tion and diagnosis of mental disorders by analyzing objective indicators of their mecha-
nisms [54-56]. The highest classification accuracy of 98.3 £ 0.2% was gained by the beta
rhythm, surpassing the theta (86.8 &= 0.7%), alphal (86.4 £ 0.9%), and alpha2 (90.5 & 0.5%)
rhythms. This signifies that the specificity of the beta rhythm between GAD and DD
patients is further supported by the machine learning classification results. Considerable
attention has been given to the beta rhythm and its relevance to GAD and DD in both
academic research and clinical applications [35]. On the one hand, the EEG features of the
beta rhythm have been quantified to assess GAD and DD, with positive correlations being
found between the FE values in the beta thythm. On the other hand, there is increasing
evidence indicating a strong correlation between the EEG features of the beta rhythm and
brain activity levels.

Studies have demonstrated that EEG features yield an optimal performance as classifi-
cation features [35,57]. In this study, Multiple EEG features were extracted and classified
with machine learning models (RF, LightGBM, and XGBoost) between GAD and DD, result-
ing in the highest classification accuracy of 99.1%, obtained using the XGBoost model. The
highest accuracy of all thythm features further confirmed the effectiveness of employing
machine learning for the diagnosis of GAD and DD using EEG. Few studies have focused
on classifying GAD and DD using machine learning models. These models in our study can
better differentiate EEG features between GAD and DD. Among the three EEG features, the
PLI (85.5 & 0.3%) yielded the highest accuracy and provided the most accurate reflection
of the functional brain imaging between GAD and DD. Similar results were found by Li
et al. [35]. However, the overall feature accuracy peaked at 99.1 £ 0.2, highlighting the
importance of considering a comprehensive approach rather than solely comparing the PLI
feature. To date, no studies have classified the EEG features of GAD and DD using machine
learning models. This study successfully achieved a high level of accuracy in classifying
individuals with GAD and DD. The findings present compelling and objective scientific
evidence supporting the clinical categorization of patients with GAD and DD.

There are a few limitations in this manuscript that should be acknowledged. Firstly,
the sample size in the study consisted of 38 individuals with GAD and 34 volunteers with
DD, which may be considered relatively small for making definitive conclusions. Secondly,
the study utilized an EEG system with only 16 electrodes, and it would be beneficial to
carry out future research using high-density EEG to validate the current findings.

5. Conclusions

This study took an innovative approach to delve into the functional brain imaging of
DD and GAD by examining the similarities and differences between multi-dimensional
EEG features via one-way ANOVA and machine learning techniques. Notably, the analysis
revealed noteworthy distinctions within the PLI features and beta rhythm characteristics.
This unearths compelling neurophysiological evidence that has potential diagnostic impli-
cations for both DD and GAD. As there is a great deal of similarity in the clinical diagnosis
of DD and GAD, such as similarities in symptoms and very close scale scores, the findings
from this study contribute to the classification, diagnosis, and treatment of individuals
with DD and GAD in clinical practice. In future studies, we hope to further clarify the EEG
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eigenvalues with significant variability for visualization and quantitative diagnosis, and to
develop accurate, stable and reliable diagnostic models for clinical use.

Author Contributions: Conceptualization, X.Q.; Data curation, W.X.; Formal analysis, W.X.; Funding
acquisition, X.Q. and G.L.; Investigation, X.Q. and G.L.; Methodology, X.Q. and W.X.; Project admin-
istration, X.Q. and G.L.; Software, W.X; Validation, X.Q. and G.L.; Writing—original draft, X.Q. and
W.X.; Writing—review and editing, W.X. and G.L. All authors have read and agreed to the published
version of the manuscript.

Funding: This research was funded in part by the Zhejiang Provincial Natural Science Foundation of
China, grant number LTGY23H180015.

Institutional Review Board Statement: The study was conducted in accordance with the Declaration
of Helsinki and approved by the Ethics Committee of Zhejiang Normal University (protocol code
ZSRT2022064 and 17 August 2022).

Informed Consent Statement: Informed consent was obtained from all subjects involved in the study.
Data Availability Statement: Not applicable.

Conflicts of Interest: The authors declare no conflict of interest. The funders had no role in the design
of the study; in the collection, analyses, or interpretation of data; in the writing of the manuscript, or
in the decision to publish the results.

References

1. Chen, X;; Ren, L.; Xue, X,; Yu, N.; Liu, P,; Shen, W.; Zhou, H.; Wang, B.; Zhou, ].; Yang, S.; et al. The Comorbidity of Depression
and Anxiety Symptoms in Tinnitus Sufferers: A Network Analysis. Brain Sci. 2023, 13, 583. [CrossRef]

2. Zugman, A.; Harrewijn, A.; Cardinale, E.M.; Zwiebel, H.; Freitag, G.F.; Werwath, K.E.; Bas-Hoogendam, ].M.; Groenewold, N.A.;
Aghajani, M.; Hilbert, K.; et al. Mega-analysis methods in ENIGMA: The experience of the generalized anxiety disorder working
group. Hum. Brain Mapp. 2022, 43, 255-277. [CrossRef]

3. Cui, Q; Sheng, W.; Chen, Y,; Pang, Y,; Lu, F; Tang, Q.; Han, S.; Shen, Q.; Wang, Y.; Xie, A.; et al. Dynamic changes of amplitude of
low-frequency fluctuations in patients with generalized anxiety disorder. Hum. Brain Mapp. 2020, 41, 1667-1676. [CrossRef]

4. Cui, H; Zhang, J.; Liu, Y.; Li, Q.; Li, H.; Zhang, L.; Hu, Q.; Cheng, W.; Luo, Q.; Li, J.; et al. Differential alterations of resting-state
functional connectivity in generalized anxiety disorder and panic disorder. Hum. Brain Mapp. 2016, 37, 1459-1473. [CrossRef]

5. Yu, W, Singh, S.S.; Calhoun, S.; Zhang, H.; Zhao, X.; Yang, F. Generalized anxiety disorder in urban China: Prevalence, awareness,
and disease burden. J. Affect. Disord. 2018, 234, 89-96. [CrossRef]

6.  Siwek, M.; Gorostowicz, A.; Chrobak, A.A.; Gerlich, A.; Krupa, AJ,; Juryk, A.; Dudek, D. TED-Trazodone Efficacy in Depression:
A Naturalistic Study on the Efficacy of Trazodone in an Extended-Release Formulation Compared to SSRIs in Patients with a
Depressive Episode-Preliminary Report. Brain Sci. 2023, 13, 86. [CrossRef]

7. Van Zoonen, K.; Buntrock, C.; Ebert, D.D.; Smit, E; Reynolds, C.E, 3rd; Beekman, A.T.; Cuijpers, P. Preventing the onset of major
depressive disorder: A meta-analytic review of psychological interventions. Int. |. Epidemiol. 2014, 43, 318-329. [CrossRef]

8. Battaglia, S.; Nazzi, C.; Thayer, J.F. Fear-induced bradycardia in mental disorders: Foundations, current advances, future
perspectives. Neurosci. Biobehav. Rev. 2023, 149, 105163. [CrossRef]

9.  Tanaka, M.; Szabo, A.; Vecsei, L. Preclinical modeling in depression and anxiety: Current challenges and future research directions.
Adv. Clin. Exp. Med. 2023, 32, 505-509. [CrossRef]

10. Cao, J.; Garro, EM.; Zhao, Y. EEG/fNIRS Based Workload Classification Using Functional Brain Connectivity and Machine
Learning. Sensors 2022, 22, 7623. [CrossRef]

11. Wang, J.; Fang, J.; Xu, Y,; Zhong, H.; Li, J.; Li, H.; Li, G. Difference analysis of multidimensional electroencephalogram
characteristics between young and old patients with generalized anxiety disorder. Front. Hum. Neurosci. 2022, 16, 1074587.
[CrossRef]

12. Huang, K; Liu, Z,; Luo, J.; Li, X.; Yan, J. Random Forest Model for Labor Induction in Pregnant Women with Hypertensive
Disorders Using a Cervical Double Balloon. Altern. Ther. Health Med. 2023, 29, 44-51.

13.  Verikas, A.; Gelzinis, A.; Vaiciukynas, E.; Bacauskiene, M.; Minelga, J.; Hallander, M.; Uloza, V.; Padervinskis, E. Data dependent
random forest applied to screening for laryngeal disorders through analysis of sustained phonation: Acoustic versus contact
microphone. Med. Eng. Phys. 2015, 37, 210-218. [CrossRef]

14. Oathes, D.J.; Ray, W].; Yamasaki, A.S.; Borkovec, T.D.; Castonguay, L.G.; Newman, M.G.; Nitschke, ]. Worry, generalized anxiety
disorder, and emotion: Evidence from the EEG gamma band. Biol. Psychol. 2008, 79, 165-170. [CrossRef]

15. Qi, X;; Fang, J.; Sun, Y.; Xu, W,; Li, G. Altered Functional Brain Network Structure between Patients with High and Low
Generalized Anxiety Disorder. Diagnostics 2023, 13, 1292. [CrossRef]

16. Xing, M.Q.; Tadayonnejad, R.; MacNamara, A.; Ajilore, O.; DiGangji, J.; Phan, K.L.; Leow, A.; Klumpp, H. Resting-state theta band

connectivity and graph analysis in generalized social anxiety disorder. Neuroimage Clin. 2017, 13, 24-32. [CrossRef]


https://doi.org/10.3390/brainsci13040583
https://doi.org/10.1002/hbm.25096
https://doi.org/10.1002/hbm.24902
https://doi.org/10.1002/hbm.23113
https://doi.org/10.1016/j.jad.2018.02.012
https://doi.org/10.3390/brainsci13010086
https://doi.org/10.1093/ije/dyt175
https://doi.org/10.1016/j.neubiorev.2023.105163
https://doi.org/10.17219/acem/165944
https://doi.org/10.3390/s22197623
https://doi.org/10.3389/fnhum.2022.1074587
https://doi.org/10.1016/j.medengphy.2014.12.005
https://doi.org/10.1016/j.biopsycho.2008.04.005
https://doi.org/10.3390/diagnostics13071292
https://doi.org/10.1016/j.nicl.2016.11.009

Brain Sci. 2023, 13, 1282 13 of 14

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

Shan, X,; Cao, J.; Huo, S.; Chen, L.; Sarrigiannis, P.G.; Zhao, Y. Spatial-temporal graph convolutional network for Alzheimer
classification based on brain functional connectivity imaging of electroencephalogram. Hum. Brain Mapp. 2022, 43, 5194-5209.
[CrossRef]

Du, M.; Peng, Y,; Li, Y,; Zhu, Y,; Yang, S.; Li, J.; Zou, E; Wang, Y.; Wu, X.; Zhang, Y.; et al. Effect of trait anxiety on cognitive
flexibility: Evidence from event-related potentials and resting-state EEG. Biol. Psychol. 2022, 170, 108319. [CrossRef]

Wang, E; Wu, S.; Zhang, W.; Xu, Z.; Zhang, Y.; Wu, C.; Coleman, S. Emotion recognition with convolutional neural network and
EEG-based EFDMSs. Neuropsychologia 2020, 146, 107506. [CrossRef]

Xie, Y.-H.; Zhang, Y.-M.; Fan, F.-E; Song, X.-Y.; Liu, L. Functional role of frontal electroencephalogram alpha asymmetry in the
resting state in patients with depression: A review. World J. Clin. Cases 2023, 11, 1903-1917. [CrossRef]

Zhu, X.; Rong, W.; Zhao, L.; He, Z.; Yang, Q.; Sun, ].; Liu, G. EEG Emotion Classification Network Based on Attention Fusion of
Multi-Channel Band Features. Sensors 2022, 22, 5252. [CrossRef] [PubMed]

Wang, B.; Han, X.; Yang, S.; Zhao, P.; Li, M.; Zhao, Z.; Wang, N.; Ma, H.; Zhang, Y.; Zhao, T; et al. An integrative prediction
algorithm of drug-refractory epilepsy based on combined clinical-EEG functional connectivity features. J. Neurol. 2022, 269,
1501-1514. [CrossRef] [PubMed]

Shen, Z.; Li, G.; Fang, ].; Zhong, H.; Wang, ].; Sun, Y.; Shen, X. Aberrated Multidimensional EEG Characteristics in Patients with
Generalized Anxiety Disorder: A Machine-Learning Based Analysis Framework. Sensors 2022, 22, 5420. [CrossRef] [PubMed]
Feldmann, L.; Piechaczek, C.E.; Griinewald, B.D.; Pehl, V.; Bartling, ].; Frey, M.; Schulte-Kérne, G.; Greimel, E. Resting frontal
EEG asymmetry in adolescents with major depression: Impact of disease state and comorbid anxiety disorder. Clin. Neurophysiol.
2018, 129, 2577-2585. [CrossRef]

Ahorsu, D.K;; Chung, K.; Wong, H.H.; Yiu, M.G.C.; Mok, Y.E; Lei, K.S,; Tsang, H.W.H. The Effects of Major Depressive Disorder
on the Sequential Organization of Information Processing Stages: An Event-Related Potential Study. Brain Sci. 2020, 10, 935.
[CrossRef]

Parker, A.; Skoe, E.; Tecoulesco, L.; Naigles, L. A Home-Based Approach to Auditory Brainstem Response Measurement:
Proof-of-Concept and Practical Guidelines. Semin. Hear. 2022, 43, 177-196. [CrossRef] [PubMed]

Mikola, A.; Sarkela, M.O.; Walsh, T.S.; Lipping, T. Power Spectrum and Cross Power Spectral Density Based EEG Correlates of
Intensive Care Delirium. In Proceedings of the 2019 41st Annual International Conference of the IEEE Engineering In Medicine
and Biology Society (embc), Berlin, Germany, 2327 July 2019; pp. 4562-4565.

Dell’Acqua, C.; Brush, C.J.; Burani, K.; Santopetro, N.J.; Klawohn, J.; Messerotti Benvenuti, S.; Hajcak, G. Reduced electrocortical
responses to pleasant pictures in depression: A brief report on time-domain and time-frequency delta analyses. Biol. Psychol.
2022, 170, 108302. [CrossRef]

Chen, F; Zhao, L.; Li, B.; Yang, L. Depression evaluation based on prefrontal EEG signals in resting state using fuzzy measure
entropy. Physiol. Meas. 2020, 41, 095007. [CrossRef]

Di Gregorio, F,; Battaglia, S. Advances in EEG-based functional connectivity approaches to the study of the central nervous
system in health and disease. Adv. Clin. Exp. Med. 2023, 32, 607-612. [CrossRef]

Miljevic, A.; Bailey, N.W.; Murphy, O.W.; Perera, M.P.N,; Fitzgerald, P.B. Alterations in EEG functional connectivity in individuals
with depression: A systematic review. J. Affect. Disord. 2023, 328, 287-302. [CrossRef]

O’Toole, C.; De Blasio, E,; Barry, R. Optimal Methodology for the Identification of Resting-State EEG Correlates of Non-Clinical
Depression and Anxiety. Psychophysiology 2022, 59, 5125.

Ismail, L.; Karwowski, W.; Farahani, F.V.; Rahman, M.; Alhujailli, A.; Fernandez-Sumano, R.; Hancock, P.A. Modeling Brain
Functional Connectivity Patterns during an Isometric Arm Force Exertion Task at Different Levels of Perceived Exertion: A Graph
Theoretical Approach. Brain Sci. 2022, 12, 1575. [CrossRef] [PubMed]

Tabarelli, D.; Brancaccio, A.; Zrenner, C.; Belardinelli, P. Functional Connectivity States of Alpha Rhythm Sources in the Human
Cortex at Rest: Implications for Real-Time Brain State Dependent EEG-TMS. Brain Sci. 2022, 12, 348. [CrossRef] [PubMed]

Li, G;; Zhong, H.; Wang, J.; Yang, Y.; Li, H.; Wang, S.; Sun, Y.; Qi, X. Machine Learning Techniques Reveal Aberrated Multidimen-
sional EEG Characteristics in Patients with Depression. Brain Sci. 2023, 13, 384. [CrossRef] [PubMed]

Ksibi, A.; Zakariah, M.; Menzli, L.].; Saidani, O.; Almugqren, L.; Hanafieh, R.A.M. Electroencephalography-Based Depression
Detection Using Multiple Machine Learning Techniques. Diagnostics 2023, 13, 1779. [CrossRef]

Yasin, S.; Othmani, A.; Raza, I.; Hussain, S.A. Machine learning based approaches for clinical and non-clinical depression
recognition and depression relapse prediction using audiovisual and EEG modalities: A comprehensive review. Comput. Biol.
Med. 2023, 159, 106741. [CrossRef]

Kim, T,; Park, U.; Kang, S.W. Prediction model for potential depression using sex and age-reflected quantitative EEG biomarkers.
Front. Psychiatry 2022, 13, 913890. [CrossRef]

Sharma, G.; Parashar, A.; Joshi, A.M. DepHNN: A novel hybrid neural network for electroencephalogram (EEG)-based screening
of depression. Biomed. Signal Process. 2021, 66, 102393. [CrossRef]

Zhong, L.S.; Wan, ].Z; Yi, E].; He, S.L.; Wu, J.; Huang, ZW.; Lu, Y.; Yang, ].Z.; Li, Z.Y. Epileptic prediction using spatiotemporal
information combined with optimal features strategy on EEG. Front. Neurosci. 2023, 17, 1174005. [CrossRef]

Liu, S.; Guo, J.; Meng, J.; Wang, Z; Yao, Y.; Yang, J.; Qi, H.; Ming, D. Abnormal EEG Complexity and Functional Connectivity of
Brain in Patients with Acute Thalamic Ischemic Stroke. Comput. Math. Method Med. 2016, 2016, 2582478. [CrossRef]


https://doi.org/10.1002/hbm.25994
https://doi.org/10.1016/j.biopsycho.2022.108319
https://doi.org/10.1016/j.neuropsychologia.2020.107506
https://doi.org/10.12998/wjcc.v11.i9.1903
https://doi.org/10.3390/s22145252
https://www.ncbi.nlm.nih.gov/pubmed/35890933
https://doi.org/10.1007/s00415-021-10718-z
https://www.ncbi.nlm.nih.gov/pubmed/34308506
https://doi.org/10.3390/s22145420
https://www.ncbi.nlm.nih.gov/pubmed/35891100
https://doi.org/10.1016/j.clinph.2018.09.028
https://doi.org/10.3390/brainsci10120935
https://doi.org/10.1055/s-0042-1756163
https://www.ncbi.nlm.nih.gov/pubmed/36313050
https://doi.org/10.1016/j.biopsycho.2022.108302
https://doi.org/10.1088/1361-6579/abb144
https://doi.org/10.17219/acem/166476
https://doi.org/10.1016/j.jad.2023.01.126
https://doi.org/10.3390/brainsci12111575
https://www.ncbi.nlm.nih.gov/pubmed/36421899
https://doi.org/10.3390/brainsci12030348
https://www.ncbi.nlm.nih.gov/pubmed/35326304
https://doi.org/10.3390/brainsci13030384
https://www.ncbi.nlm.nih.gov/pubmed/36979194
https://doi.org/10.3390/diagnostics13101779
https://doi.org/10.1016/j.compbiomed.2023.106741
https://doi.org/10.3389/fpsyt.2022.913890
https://doi.org/10.1016/j.bspc.2020.102393
https://doi.org/10.3389/fnins.2023.1174005
https://doi.org/10.1155/2016/2582478

Brain Sci. 2023, 13, 1282 14 of 14

42.

43.

44.

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

Cao, J.; Zhao, Y.; Shan, X.; Blackburn, D.; Wei, J.; Erkoyuncu, J.A.; Chen, L.; Sarrigiannis, P.G. Ultra-high-resolution time-frequency
analysis of EEG to characterise brain functional connectivity with the application in Alzheimer’s disease. J. Neural Eng. 2022,
19, 046034. [CrossRef]

Aydore, S.; Pantazis, D.; Leahy, R.M. A note on the phase locking value and its properties. Neuroimage 2013, 74, 231-244. [CrossRef]
[PubMed]

Stam, C.J.; Nolte, G.; Daffertshofer, A. Phase lag index: Assessment of functional connectivity from multi channel EEG and MEG
with diminished bias from common sources. Hum. Brain Mapp. 2007, 28, 1178-1193. [CrossRef]

Wang, J.; Xu, Y.; Tian, J.; Li, H.; Jiao, W.; Sun, Y.; Li, G. Driving Fatigue Detection with Three Non-Hair-Bearing EEG Channels and
Modified Transformer Model. Entropy 2022, 24, 1715. [CrossRef]

Klimesch, W.; Pfurtscheller, G.; Mohl, W.; Schimke, H. Event-related desynchronization, ERD-mapping and hemispheric
differences for words and numbers. Int. J. Psychophysiol. 1990, 8, 297-308. [CrossRef]

Steriade, M. Grouping of brain rhythms in corticothalamic systems. Neuroscience 2006, 137, 1087-1106. [CrossRef] [PubMed]

Li, X; La, R.; Wang, Y,; Hu, B.; Zhang, X. A Deep Learning Approach for Mild Depression Recognition Based on Functional
Connectivity Using Electroencephalography. Front. Neurosci. 2020, 14, 192. [CrossRef]

Sun, J.; Du, Z.; Ma, Y; Chen, L.; Wang, Z.; Guo, C.; Luo, Y; Gao, D.; Hong, Y.; Zhang, L.; et al. Altered functional connectivity
in first-episode and recurrent depression: A resting-state functional magnetic resonance imaging study. Front. Neurol. 2022,
13, 922207. [CrossRef]

Yan, B.; Xu, X.; Liu, M.; Zheng, K,; Liu, J.; Li, ].; Wei, L.; Zhang, B.; Lu, H.; Li, B. Quantitative Identification of Major Depression
Based on Resting-State Dynamic Functional Connectivity: A Machine Learning Approach. Front. Neurosci. 2020, 14, 191.
[CrossRef] [PubMed]

Liang, A.D.; Zhang, Y.; Zhang, Y.; Niu, X.D.; Chi, A.P. Study on the EEG functional brain connectivity characteristics of college
students with depression. Sheng Li Xue Bao 2022, 74, 574-584.

Yang, F.; Fan, L.; Zhai, T.; Lin, Y.; Wang, Y.; Ma, J.; Liao, M.; Zhang, Y.; Li, L.; Su, L.; et al. Decreased Intrinsic Functional
Connectivity in First-Episode, Drug-Naive Adolescents With Generalized Anxiety Disorder. Front. Hum. Neurosci. 2018, 12, 539.
[CrossRef] [PubMed]

Kolesar, T.A; Bilevicius, E.; Wilson, A.D.; Kornelsen, J. Systematic review and meta-analyses of neural structural and functional
differences in generalized anxiety disorder and healthy controls using magnetic resonance imaging. Neuroimage Clin. 2019,
24,102016. [CrossRef] [PubMed]

Hilbert, K.; Lueken, U.; Muehlhan, M.; Beesdo-Baum, K. Separating generalized anxiety disorder from major depression using
clinical, hormonal, and structural MRI data: A multimodal machine learning study. Brain Behav. 2017, 7, €00633. [CrossRef]
[PubMed]

Liu, K.; Droncheff, B.; Warren, S.L. Predictive utility of symptom measures in classifying anxiety and depression: A machine-
learning approach. Psychiatry Res. 2022, 312, 114534. [CrossRef]

Nemesure, M.D.; Heinz, M.V,; Huang, R.; Jacobson, N.C. Predictive modeling of depression and anxiety using electronic health
records and a novel machine learning approach with artificial intelligence. Sci. Rep. 2021, 11, 1980. [CrossRef]

Wang, B.; Kang, Y.; Huo, D.; Chen, D.; Song, W.; Zhang, F. Depression signal correlation identification from different EEG channels
based on CNN feature extraction. Psychiatry Res. Neuroimaging 2023, 328, 111582. [CrossRef]

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/10.1088/1741-2552/ac84ac
https://doi.org/10.1016/j.neuroimage.2013.02.008
https://www.ncbi.nlm.nih.gov/pubmed/23435210
https://doi.org/10.1002/hbm.20346
https://doi.org/10.3390/e24121715
https://doi.org/10.1016/0167-8760(90)90020-E
https://doi.org/10.1016/j.neuroscience.2005.10.029
https://www.ncbi.nlm.nih.gov/pubmed/16343791
https://doi.org/10.3389/fnins.2020.00192
https://doi.org/10.3389/fneur.2022.922207
https://doi.org/10.3389/fnins.2020.00191
https://www.ncbi.nlm.nih.gov/pubmed/32292322
https://doi.org/10.3389/fnhum.2018.00539
https://www.ncbi.nlm.nih.gov/pubmed/30687052
https://doi.org/10.1016/j.nicl.2019.102016
https://www.ncbi.nlm.nih.gov/pubmed/31835287
https://doi.org/10.1002/brb3.633
https://www.ncbi.nlm.nih.gov/pubmed/28293473
https://doi.org/10.1016/j.psychres.2022.114534
https://doi.org/10.1038/s41598-021-81368-4
https://doi.org/10.1016/j.pscychresns.2022.111582

	Introduction 
	Materials and Methods 
	Subjects 
	Electroencephalogram Recordings 
	Electroencephalogram Data Preprocessing 
	Multidimensional Electroencephalogram Features Computation 
	Power Spectrum Density Calculation 
	Fuzzy Entropy Calculation 
	Phase Lag Index Calculation 

	Ensemble Learning for Classification 
	Classification Performances Evaluation 
	Statistical Analysis 

	Results 
	Discussion 
	Conclusions 
	References

