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Abstract: The prediction of epileptic seizures is crucial to aid patients in gaining early warning
and taking effective intervention. Several features have been explored to predict the onset via
electroencephalography signals, which are typically non-stationary, dynamic, and varying from
person-to-person. In the former literature, features applied in the classification have shared sim-
ilar contributions to all patients. Therefore, in this paper, we analyze the impact of the specific
combination of feature and channel from time, frequency, and time—frequency domains on pre-
diction performance of disparate patients. Based on the minimal-redundancy-maximal-relevance
criterion, the proposed framework uses a sequential forward selection approach to individually find
the optimal features and channels. Trained models could discriminate the pre-ictal and inter-ictal
electroencephalography with a sensitivity of 90.2% and a false prediction rate of 0.096/h. We also
present the comparison between the classification accuracy obtained by the optimal features, several
features summarized from optimal features, and the complete set of features from three domains.
The results indicate that various patient interpretations have a certain specificity in the selection
of feature-channel. Furthermore, the detailed list of optimal features and summarized features are
proffered for reference to those who research the corresponding database.

Keywords: EEG; frequency domain; seizure prediction; time domain; time—frequency domain

1. Introduction

Epilepsy is the fourth most common neurological disorder with approximately 50 million
patients worldwide, and it affects people of all ages [1]. Many of the pre-onset symptoms
are not visible to observers; thus, family and friends may inadvertently witness them all
the time [2]. It is an irrefutable fact that a method to predict the occurrence of epileptic
seizure would significantly improve the possibility of treatment.

Electroencephalography (EEG) can be used to study changes in brain activity, which
is commonly applied in epilepsy research [3]. Epilepsy studies distinguish two types of
EEG signals, based on the way they are recorded, namely intracranial EEG iIEEG) and
scalp EEG (sEEG). The iEEG is obtained by invasive electrodes, while sEEG is recorded
through electrodes attached to specific locations on the scalp. Since sEEG is obtained in a
non-invasive way, it has the advantages of easy access and greater safety.

There are four states for EEG recording of a patient with epilepsy, namely inter-ictal,
pre-ictal, ictal, and post-ictal (as shown in Figure 1). The seizure prediction problem
involves designing models to distinguish between pre-ictal state and inter-ictal state, while
seizure detection focuses on discriminating the ictal state. Although the model in seizure
detection can detect seizures, it cannot be used for monitoring and treatment.

Nowadays, machine learning is an advanced technology for epilepsy prediction.
Among them, feature extraction is the key procedure. In this area, feature extraction is
one of the key procedures for improving performance of classification. Previous work
mainly used one or a few features, or focused on the improvement of a certain feature.
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Even when multiple features are used, the same features are extracted from different
patients. However, due to the nonlinear and non-stationary aspects of EEG signals and the
different seizure types between individuals, few and fixed features may not be suitable
for all patients. Hence, the aim of this study is to examine whether a patient-specific
feature design principle will achieve relatively high improvement rates. To address these
issues, we extract features of EEG signals from 18 channels using time, frequency, and time—
frequency domains. After that, we use a sequential forward selection method to optimize
specific feature-channels for each patient based on the output of minimal-redundancy-
maximal-relevence (mRMR). Beyond that, several features statistically analyzed from
optimal features and all features extracted from these three domains are also explored to
discriminate between pre-ictal and inter-ictal states. In addition, the models trained with
the optimal

ictal

inter-ictal pre-ictal = post-ictal
Yy

Figure 1. The state of the epileptic seizure. Inter-ictal, pre-ictal, ictal, and post-ictal state. This signal
segment comes from channel FP1-F7 of chb01_03.edf file of case chb01 in the CHB-MIT Scalp EEG
database. It contains a 15-min inter-ictal period, a 15-min pre-ictal period, a 40-s ictal period, and a
5-min post-ictal period.

features perform well on extra undefined pre-ictal window data of majority of patients.
The contributions of this study lie in the following:

1. We verify the importance of feature-specific in seizure prediction.

2. We comprehensively summarize the features of time, frequency, and time—frequency
domains and their interpretations in predicting seizures using EEG signals.

3. The optimal features can provide guidance for studying each patient separately, and
the several features summarized in these have implications for the general design
principle of an epileptic prediction system.

The remainder of the paper is organized as follows. Section 2 provides the details
of our proposed method. Section 3 presents the results of this method, discussions of the
results, and comparisons with related work. Finally, the paper is concluded in Section 4.

2. Materials and Methodology

The framework suggested in the present study consists of four stages: preprocessing,
feature extraction, feature ranking, and classification. The overall implementation process
of this methodology is depicted in Figure 2.
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Figure 2. Schematic representation of the proposed framework for seizure prediction.

2.1. EEG Data

The CHB-MIT Scalp EEG database [4] used in this work includes data from 22 pediatric
patients with intractable seizures at the Children’s Hospital Boston. EEG signals sampled
at 256 samples per second usually contain 23 channels but in some cases contain 24 or
26 channels. The start and end time of seizures judged by clinical experts are stated in
annotation files.

Each case contains between 9 and 42 recordings (edf files) from a single patient. All
recordings were grouped into 23 cases. In particular, case chb21 was obtained from the
same patient 1.5 years after obtaining chb01. For convenience, “patient” and “case” in
this work have the same meaning. The detailed information on these 23 cases is listed
in Table 1.

2.2. Preprocessing

We picked 18 channels common to all cases: FP1-F7, F7-17, T7-P7, P7-O1, FP1-F3,
F3-C3, C3-P3, P3-O1, FP2-F4, F4-C4, C4-P4, P4-O2, FP2-F8, F8-T8, T8-P8, P8-O2, FZ-CZ,
and CZ-PZ. In particular, since the different electrodes were used by each patient in
multiple experiments, a few recordings in case chb12 do not contain the common channels.
Therefore, we drop these recordings in chb12.

As shown in Figure 1, seizure prediction is used to distinguish pre-ictal and inter-
ictal states. The pre-ictal interval needs to be defined in the study of seizure prediction;
nevertheless, it is still controversial. Mormann [2] believes that, when univariate measures
are used to classify the EEG signal, it changes 30 min before onset. Taking into account
that activities of EEG signals vary from patient to patient, we use 15 min as the pre-ictal
interval. Other principles are as follows:

1.  When the second seizure occurs within 15 min after the end of the first seizure, the
data of the last seizure are discarded.

2. Use the previous consecutive recording to supplement the data that do not satisfy
15 min.

3. Any previous recording with a gap larger than 5 s from this recording is marked as
disconsecutive.

4. In the end, a duration of less than 15 min will also be used as a pre-ictal state of
this seizure.
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Table 1. Detailed information on the CHB-MIT Scalp EEG database and the data used in this study. Sex: Female (F), Male (M). Seizure type: simple partial seizure (SP), complex partial
seizure (CP) and generalized tonic-clonic seizure (GTC). No. of channels: Number of channels included in this databse. No. of recordings: Number of edf files. No. of seizures (all/used):

number of seizures included in this database (all), number of seizures used in this study (used). No. of samples: Number of 5-s signal segments used in this study.

Case Sex Age Seizure Type No. of Seizures (All/Used) No. of Channels No. of Recordings No. of Samples
chb01 F 11 SP, CP 7 23 42 4566
chb02 M 11 SP, CP, GTC 3 23 36 1538
chb03 F 14 SP, CP 7 23 38 4218
chb04 M 22 SP, CP, GTC 4 23/24 42 2872
chb05 F 7 CP, GTC 5 23 39 3202
chb06 F 1.5 CP, GTC 10 23 18 6404
chb07 F 14.5 SP, CP, GTC 3 23 19 2154
chb08 M 3.5 SP, CP, GTC 5 23 20 3590
chb09 F 10 CP, GTC 4 23 19 2872
chb10 M 3 SP, CP, GTC 7 23 25 5026
chb11 F 12 SP, CP, GTC 3 23 35 1672
chb12 F 2 SP, CP, GTC 40/11 23/25/24 24 7020
chb13 F 3 SP, CP, GTC 12/10 23/20/18 33 5968
chb14 F 9 CP, GTC 8 23 26 5744
chb15 M 16 SP, CP, GTC 20/17 26/32 40 10,524
chb16 F 7 SP, CP, GTC 10/9 23/18 19 5702
chb17 F 12 SP, CP, GTC 3 23/18 21 2154
chb18 F 18 SP, CP 6/5 18/23 36 3240
chb19 F 19 SP, CP, GTC 3 18/23 30 1672
chb20 F 6 SP, CP, GTC 8 23 29 4690
chb21 F 13 SP, CP 4 23 33 2872
chb22 F 9 - 3 23 31 2154
chb23 F 6 - 7 23 9 4566
Total - - - 185/149 - 664 94,420
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Inter-ictal state accounts for 99% of most epilepsy patients’ lives; hence, we balance
the data by selecting the inter-ictal signals as far away as possible from the ictal state. Each
trimmed recording including pre-ictal and inter-ictal state is divided into 5-s segments
with 2.5 s overlapping as samples for classification. The details on the data we used are
listed in Table 1.

For eliminating low frequency activity and high frequency noise to obtain quasi-
stationary signals, a 5th-order Butterworth filter band-passing between 0.5 and 30 Hz
is employed.

2.3. Feature Extraction

Feeding the raw EEG signals directly into the classifier may adversely affect the
output quality. Thus, we extract features from preprocessed EEG signals. Several features
have been determined to discriminate the changes in EEG signals. These features can be
categorized based on time domain, frequency domain, and time—frequency domain. A
variety of the most common features from these three domains is extracted in this study.
The extracted features are summarized in Table 2. Features are described and explained
with mathematical expressions in Appendix A.

Table 2. The list of the features extracted from time, frequency, and time—frequency domains.

Time Domain Basic statistics Mean, skewness, kurtosis, peak-to-peak amplitude, co-

efficient of variation

Energy related Energy, average power, root mean square, nonlinear en-
ergy

Line length

Entropy based Approximate entropy, sample entropy, singular value
decomposition entropy

Randomly related Hurst exponent, Higuchi fractal dimension

Hjorth parameters Hijorth activity, Hjorth mobility, Hjorth complexity

Detrended fluctuation analysis
Number of zero-crossings
Number of local extrema

Frequency Domain Energy
Intensity weighted Mean frequency, bandwidth
Spectral edge frequency
Spectral entropy
Peak frequency
Time-frequency Domain * Basic statistics Mean of absolute value, skewness, kurtosis , peak-to-
peak amplitude
Energy related Energy, average power, root mean square
Line length
Randomly related Hurst exponent, Higuchi fractal dimension

* All features in this domain are extracted on four frequency sub-bands (4, 6, , B).

Time domain analysis uses the EEG signal directly, that is, the analysis of electrode
voltage amplitude with reference to time series. Time domain analysis can show how the
signal changes according to time which is commonly used in other fields [5]. It can reflect
the physical meaning of the signal straightforwardly. In terms of time domain features, the
basic statistical characteristics (e.g., mean value, skewness and kurtosis) are computed, as
well as the energy related, entropy related, randomly related, Hjorth parameters, and the
number of zero-crossings and local extrema. In addition, line length can reflect changes
in signal amplitude and frequency. The fluctuations in time series can be studied by a
detrended fluctuation analysis.

Frequency domain analysis is the analysis of the signal with reference to frequency,
while the spectral information of EEG is used. It can reflect the distribution of frequency
components or signal power in the whole frequency range. Research in other fields [6]
often benefits from frequency domain analysis. Power Spectral Density (PSD) is the
measure of a signal’s power content versus frequency. The fast Fourier transform is applied
using Welch’s method [7] to obtain the PSD of signals. The energy and entropy of PSD,
intensity weighted mean frequency and bandwidth, edge frequency, and peak frequency
are extracted in the frequency domain.

Time-frequency domain analysis, which is available for other fields [8,9], can obtain the
relationship between frequency and time. It is necessary to have time—frequency analysis,
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as the EEG signals’ frequency characteristics are changing constantly. Wavelet transform is
known to capture both frequency and location in signals. Delta (0.5-30 Hz), Theta (4-7 Hz),
Alpha (8-13 Hz), and Beta (14-30 Hz) are four basic patterns of EEG signals. Following the
discrete wavelet transform method and EEG patterns, we use a 3-level filter bank (as shown
in Figure 3) with Daubechies 1 (db1) mother wavelet function to decompose each raw
EEG signal. Finally, four different frequency sub-bands, which are detail coefficients and
approximation coefficients, are formed. Basic statistics, energy based, randomly based, and
line length introduced in the time domain are also used in the time—frequency domain. The
difference is that features are extracted from four sub-bands in time—frequency domains.

X
CAs
(0.5-3Hz)

X

CDy
(4-TH2)

X

(0.5-30Hz) 4doi2)

Figure 3. Wavelet decomposition. X: preprocessed EEG signal. h: high-pass filter. g: low-pass filter.
Down arrow: subsampled by 2. CD;: detail coefficients. CA;: approximation coefficients.

The selection of EEG signal channels is still an open research topic. In order to capture
the characteristics of signals on all channels, we extract these 67 features from every channel.
Having calculated the measurements using the above parameters, the 18 x 67 feature matrix
is obtained. After aggregating this feature matrix, we acquire a 1206-dimensional vector
(called channel-based feature vector or feature-channel vector) for every sample.

2.4. Feature Ranking

The minimal-redundancy-maximal-relevance algorithm [10] selects features not only
based on the dependency between features and sample categories, but also considers the
relationship between features. In this research, we reorder the variables in the extracted
channel-based feature vector based on the mRMR criterion. Suppose there is a dataset D
with N samples and M (1206) features. The purpose of feature ranking is to generate a new
set S from an M-dimensional set F = {f;,i =1,..., M}.

The Max-Dependency criterion uses mutual information as the dependency of features
on target class ¢ to select features. Since the Max-Dependency is hard to implement, the
mean value of all mutual information values between individual feature f; and class c,
Max-Relevance, is used as an approximation of Max-Dependency:

max D(S,c), D I(fi;c), 1)

|S| fles

where I(+) is the mutual information function, f; is the ith feature in F, and c is the class
label vector. The mutual information of two random variables x and y is defined by their
probability density functions p(x), p(y) and the joint probability density function p(x,y):

pxy) 4
(x; x,y)lo )
y / / P ]/ 82 N () ( ) P(y) ]/

Only considering dependency could have rich redundancy, so the relationship be-
tween features should be considered. Min-Redundancy condition, which is the mean value
of all mutual information values between every two features in S, can be added to select
mutually exclusive features. It has the following form:

minR(S),R:i2 Y I(fufj) ®)
|S‘ f,',f]ES
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There are two selection schemes, the mutual information quotient (MIQ) and mutual
information difference (MID), to combine D and R for discrete data. We denote the operator
®(D, R) scheme, and use MIQ in this study. The final optimization is:

max®(D,R),® = D/R. 4)

The incremental search method is used to obtain the near-optimal solution. Then,
when we want to select mth promising feature from the set {F — S,,_1}, the formula of (4)
can be written as:

max I(f]-;c)/ﬁ Z I(fj; fi) |- ®)

fi€F=Sm Fi€8ma

2.5. Classification

Support vector machines are classical classifiers most commonly applied in the seizure
prediction problem. In this work, we combine a sequential forward selection approach and
Support Vector Machine (SVM) to optimize feature subsets and train models.

SVM finds an optimal hyperplane by maximizing the distance between two cate-
gories [11]. Given trainingset T = {(x;,y;) | i = 1,..., N} with N samples of n-dimensional
vector, where x; € R", y; € {+1,—1}. The problem of maximizing the margin can be
written as a dual problem:

min *22"“"]%% (xi, ) — 2"‘1'

11]

s.t. Z wiy; =0,
i=1

0<wa;<C,i=12,...,N,

(6)

where C is the penalty term that acts as an inverse regularization parameter. K(-) is the
kernel function. The radial basis function (RBF) kernel used in this study on two samples x
and z is defined as:

K(x,z) = exp(—7llx - z), )

where 1 is kernel coefficient. After solving this problem, the optimal b* can be obtained
using a*. Then, the decision function of classifying sample x becomes:

N
f(x) = sign()_ ajyiK(x, x;) +b*). 8)
i=1

Since hyperparameters directly control the behavior of the SVM algorithm, choosing
hyperparameters plays a crucial role in the success of classifiers. Two hyperparameters (C
and 7) should be tuning in our classifier. We use a grid-search method to find the most
optimal hyperparameter combination. Grid-search exhaustive searches over specified
parameter values, which is crude but effective.

Various combinations of feature-channels (1) are tried. The one with the highest model
accuracy will be regarded as the optimal subset of a patient. The whole algorithm for
finding the optimal combination is as shown in Algorithm 1.

2.6. Performance Evaluation

Cross-validation (CV) is a model validation technique for assessing how the results of
a model will generalize to an independent dataset. In order to obtain a reliable outcome, a
leave-one-out CV method is used. Compared with k-fold cross-validation, leave-one-out is
more practical and deterministic.
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Algorithm 1 Finding optimal feature-channels using a sequential forward selection ap-
proach

Require:
The reordered feature-channel set S = {s;,i =1,...,N};
Ensure:
The optimal feature-channel subset S';
Initial the model accuracy Acc < 0;
for each n € [1,N] do
Feed the feature subset {sy, ..., s, } to SVM classifier;
Tune the parameters of SVM using grid-search;
Use leave-one-out to get model accuracy acc;
if acc > Acc then
Acc < acc
S <= {s1,...,81}
end if
end for

In leave-one-out CV, one observation contains some pre-ictal and inter-ictal samples,
which correspond to a seizure. Suppose there are P observations for a certain case, where
the value of P depends on the number of seizures (used) in Table 1. Leave-one-out uses
one observation as the validation set and the remaining P — 1 observations as the training
set. This is repeated on all observations to obtain P validation results. The average of these
results is defined as the performance of this model.

In order to produce the best and most robust models, classifiers with different hyper-
parameters are tried. It is a practical method that the candidate parameter sequence of SVM
conforms to exponential growth. Therefore, we do a grid search on y € [2’15 2718 28 ]
and C € [1074,1073,...,10%].

Seven metrics are applied to measure the performance. Accuracy is defined as the per-
centage of correct classification in the total samples, which can mirror overall performance
of the model when using balanced data. The false prediction rate (FPR) is defined as the
proportions of the duration which is wrongly predicted as the pre-ictal in the inter-ictal
period per hour. Sensitivity (SEN) is the rightness rate of pre-ictal prediction. Moreover,
Area Under Curve (AUC), F1, and kappa are used to measure the classification ability.
Cost is the average prediction time spent on a sample, including preprocessing, feature
extraction, and classification. All experiments are implemented in Python 3.6 on a server
of six 3.7 GHz Intel Core (TM) CPUs running Ubuntu 16.04.

3. Results and Discussion

This section presents the results of the proposed feature design method applied to
the scalp EEG data, and compares it with other design principles. Then, visualization of
required features and the generalization capacity of models are studied.

3.1. Performance of Different Numbers of Feature-Channels

As shown in Algorithm 1, combinations with different feature-channels are fed into
the classifier to predict seizures in a patient-specific approach. In order to study the
prediction performance of different # on different patients, five cases are randomly selected
for detailed analysis.

Figure 4a visualizes the mRMR scores of these five cases, which are chb01, chb02,
chb11, chb19, and chb21, from top to bottom. The vertical axis represents 18 channels, and
the horizontal axis represents 67 features. A brighter color indicates that the feature-channel
is more valuable to this patient. The accuracies of five models with different n from 1 to
200 are presented in Figure 4b. The selection order of first n-ranked feature-channels is
based on mRMR score.
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As can be seen from Figure 4, finding a specific feature-channel subset for each patient
is crucial to seizure prediction. The effects of same feature and channel on different patients
are diverse. In addition, the number of required feature-channels differ from patient to
patient. According to the accuracy curve of each patient, as features are added, the model
will gradually reach the optimum. However, with the further increase of features, model
accuracy will decline and tend to flatten. Hence, in order to highlight the difference, only
the accuracy with n from 1 to 200 are displayed. The selection of feature subset is based
on the evaluation of the mRMR algorithm. Therefore, the feature-channel that is added
to the feature subset firstly has the maximal relevance with the category. For case chb11,
the accuracy of model is 74.4% when only nonlinear energy-FP2-F4 was used in the model.
When the fourth feature-channel is added, the accuracy of the model will decrease from
87.8% to 87.7%. This kind of fluctuation is very common in the training and evaluation
process of some machine learning algorithms (e.g., SVM), for which the model is not
guaranteed to achieve the best performance. However, this fluctuation will not affect
the overall trend. Compared to the first six feature-channels, the added feature-channels
are redundant as the feature subset is optimal. In particular, case chb01 only needs local
extrema-FP1-F3 to achieve the optimal performance. The new redundant feature-channels
will reduce the accuracy of the model. Finally, when using first 10, 1, 6, 36, and 17 feature-
channels combination, respectively, the optimal model can obtained for cases chb01, chb02,
chb11, chb19, and chb21.

The model trained with these optimal feature-channels is considered the best model
for the patient. After 23 patients with 146 seizures in the CHB-MIT sEEG database were
evaluated, the number of items in optimal feature-channel combination and classifier
parameters of the best model are presented in Table 3. The complete list of optimal feature-
channel combinations is described in Appendix B. The features and channels that contribute
most to the seizure prediction in each patient are provided for future research. We can
see that the number of optimal feature-channels and the combination varies greatly from
patient to patient.

3.2. Comparison of Different Feature Design Principles

To examine whether the proposed prediction method is significantly different from the
general feature design principle in previous works, comparison and discussion between
optimal feature-channel subset, summarized feature subset, and complete feature-channel
set are presented.

Summarized feature subset is the combination of the top 11 features (except channel)
with the most occurrences in the optimal feature-channel combinations in Table Al. The
statistics of a total of 62 features are presented in Figure 5, in which the features with a
sky-blue bar are regarded as summarized features. These 11 features are extracted from
18 channels for all patients. Then, 198-D feature vectors are fed into the classifier in a
patient-specific method.

The complete channel-based feature set is the combination of all feature-channels
extracted from time, frequency, and time-frequency domains. Feature vectors with 1206-D
are used to train the SVM classifier.

Figure 6 presents the comparison of classification accuracy obtained by these three
feature sets. The optimal feature-channel subset gives an overall accuracy of 90.4%, while
summarized feature subset and complete feature set achieve an accuracy of 84.8% and
85.0%, respectively.

Other metrics are also applied to measure the performance of these three feature sets
(as shown in Table 4). Models trained using optimal feature subsets reach a sensitivity of
90.2% with FPR of 0.096/h.
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Table 3. Optimal number of features and classifier parameters for all cases. n: the number of items in
optimal channel-based feature combination. C, gamma: SVM classifier hyperparameters.

Case n C Gamma
chb01 10 10~2 25
chb02 1 102 29
chb03 19 104 2-11
chb04 58 10! 25
chb05 4 10~* 2-11
chb06 28 10~2 2-11
chb07 57 10! 23
chb08 30 103 29
chb09 1 1071 23
chb10 7 10~4 2-3
chb11 6 104 2-15
chb12 31 10! 2-5
chb13 37 10! 2-7
chb14 55 10! 2-5
chb15 58 10! 25
chb16 56 104 2-11
chb17 6 10! 29
chb18 60 102 2-5
chb19 36 10~4 2-7
chb20 26 10! 2-5
chb21 17 10~4 29
chb22 22 10~4 29
chb23 37 10! 2-5
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Figure 5. Times of feature appearance in optimal channel-based feature combinations. The top 11 of
62 features with sky-blue bar are regarded as summarized features.

In summary, the overall performance of each patient model obtained when using
the optimal feature-channel subset is higher than the other two. Comparing summarized
feature subset and complete feature set, even when a generous amount of features in the
complete feature set is used, the upgrade in performance is negligible. Features in the
complete set may have shared similar contributions, making them redundant in the training
process. Especially in chb19, there is a significant difference between the performance of
these two feature sets. It also indicates that only specific features can effectively discriminate
the signal states in some patients.
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Figure 6. Comparison between the classification accuracy obtained using optimal, summarized, and

complete feature sets.

Table 4. Performance of models when using optimal, summarized, and complete feature set.

Optimal Feature Subset

Summarized Feature Subset

Complete Feature Set

Case FPR (/h) SEN  AUC F1 kappa FPR (/h) SEN  AUC F1 kappa FPR (/h) SEN  AUC F1 kappa
chb01 0.024 0986 0999  0.982 0.963 0.006 0875 099 0926  0.870 0.103 0961 0998  0.939 0.858
chb02 0.055 0.962 0987  0.954 0.907 0.362 0.980 0.803 0.866 0.618 0.447 0.954 0.846  0.814 0.507
chb03 0.084 0.698 0.876  0.750 0.619 0.155 0.755 0.899 0.772 0.601 0.116 0.735 0897 0771 0.614
chb04 0.024 0981 0997 0978 0.956 0.052 0936 0974 0942  0.884 0.054 0936 0954  0.941 0.882
chb05 0.152 0.888 0947  0.869 0.736 0.210 0788 0917 0772 0578 0.169 0763 0949  0.769 0.594
chb06 0.156 0.807 0827 0.775 0.651 0.210 0.840 0903 0787  0.631 0.187 0812 0869 0.775 0.625
chb07 0.060 0.973 0.988 0.957 0.913 0.082 0.920 0957  0.919 0.838 0.085 0.916 0947 0915 0.830
chb08 0.116 0.899 0937 0.894 0.783 0.172 0.865 0.898  0.853 0.692 0.173 0.869 0902  0.858 0.696
chb09 0.112 0.899 0903  0.889 0.787 0.124 0728 0842  0.741 0.604 0.085 0.648  0.818  0.662 0.563
chb10 0.064 0920 0989  0.926 0.856 0.093 0861 0971  0.861 0.768 0.092 0.854 0982 0857  0.762
chb11 0.075 0.921 0.983 0.922 0.845 0.127 0.900 0.966 0.888 0.774 0.083 0.872 0.963 0.891 0.789
chb12 0.077 0.946 0.975 0.937 0.869 0.071 0.935 0.984 0.932 0.864 0.061 0.906 0.983 0.917 0.845
chb13 0.208 0.855  0.893  0.840 0.647 0.162 0783  0.828 0.779 0.621 0.172 0752 0815 0.758 0.580
chb14 0.126 0.871 0942 0872 0.745 0.156 0.844 0896 0844  0.688 0.156 0.843  0.898  0.844 0.687
chb15 0.102 0875 0954 0.885 0.773 0.163 0.833 0906  0.835 0.670 0.167 0.829 0.896  0.830 0.662
chbl6 0.160 0.813 0.905 0.810 0.653 0.176 0.785 0.866 0.790 0.610 0.161 0.812 0.890  0.811 0.651
chbl17 0.108 0.839 0.965 0.862 0.732 0.347 0.943 0.808 0.851 0.596 0.333 0.896 0.826  0.832 0.563
chb18 0.045 0971 0993  0.963 0.926 0.074 0933 0976 0930  0.859 0.080 0931 0966  0.926 0.851
chb19 0.187 0933 0920 0.886 0.746 0.346 0535 0563  0.533 0.189 0.168 0717 0865  0.765 0.549
chb20 0.002 0.998  1.000  0.998 0.996 0.001 0.997  1.000  0.998 0.996 0.004 0994 0999  0.995 0.990
chb21 0.151 0.786 0.886  0.810 0.635 0.289 0.866  0.826 0.816 0.577 0.265 0.847  0.850  0.809 0.582
chb22 0.069 0.955 0964  0.945 0.887 0.064 0.661 0937  0.710 0.597 0.063 0.639 0.938 0.686 0.576
chb23 0.041 0979 0994 0971 0.939 0.114 0987 0990 0950  0.872 0.126 0979 0987  0.942 0.852
Total 0.096 0902 0949  0.899 0.807 0.155 0.850  0.900  0.839 0.696 0.146 0.846 0915 0.839 0.700

The method of iteratively selecting the optimal features for each patient still suffers
from the problem of great time complexity. Therefore, in the case of ensuring acceptable
performance, the 11 summarized features (line length-beta [12], local extrema [13], Higuchi
FD-beta, zero-crossings, line length-alpha, line length-theta, Higuchi FD [14], SVDEn [15], peak
frequency [16], Hurst exponent [15,17], and Higuchi FD-alpha) that are commonly applied in
seizure prediction can still be used as a guide for general features of all patients.

3.3. Visualization of Optimal Feature-Channels

To investigate how the optimal feature-channels contributed to the classification, we
project the optimal feature-channel vector of cases chb01, chb20, chb23 and chb14 onto a
2D plane using t-SNE [18] algorithm. The selection principle is based on various 7, which
are 10, 26, 37, and 55, respectively.



Processes 2021, 9, 682 13 of 21

Figure 7 shows the dimension reduction results of optimal features of these four cases.
The blue dots represent pre-ictal samples, and the orange ones represent inter-ictal samples.

(b) (c) (d)

Figure 7. Visualization of optimal feature-channel vector of various patients. (a—d) illustrate the 10-feature, 26-feature,
37-feature and 55-feature subsets from chb01, chb20, chb23 and chb14 embedded onto a 2D space, respectively. The points
with blue correspond to pre-ictal samples, and the others represent the inter-ictal samples.

It can be seen that the samples represented by the optimal feature-channels can be
well divided into two categories. This indicates that these features are also friendly to other
classifiers, not only to SVM.

3.4. Evaluation of Generalization Ability

In order to verify the generalization ability of models, the optimal models are evalu-
ated on the extended pre-ictal data. Many studies have found that characteristic changes in
EEG signals occur within 30 min before onset [2,19]. Since the data 15 min before onset are
used to train and evaluate the models, we use the same criteria in Section 2.2 to collect the
EEG signals from 15 to 30 min before onset as the extended pre-ictal data. These data are
divided into three datasets at 5 min intervals, which are —30 to —25 min dataset, —25 to
—20 min dataset, and —20 to —15 min dataset.

The evaluation of models trained with optimal feature-channels on these three datasets
is presented in Table 5.

Table 5. Evaluation Results of extended pre-ictal data using optimal models. The extended data 15 to 30 min before the
onset is divided into three datasets. These three datasets with same number of seizures are —30 to —25 min dataset, —25
to —20 min dataset and —20 to —15 min dataset. # of samples: Number of 5-s segments used for prediction. SEN: The
percentage of the samples that are correctly predicted as pre-ictal state. Cost: Average time to predict a sample. AVG SEN:
Average sensitivity of these three dataset on each case.

—30 to —25 min Dataset —25 to —20 min Dataset —20 to —15 min Dataset
Case  #of Seizures AVG SEN
#of Samples  SEN Cost (sec) #of Samples  SEN Cost (sec) #of samples  SEN Cost (sec)
chb01 4 416 0.827 848 x 1072 476 0.887  9.06 x 1072 476 0964 8.02 x 1072 0.893
chb02 2 238 0.996 7.64 x107* 238 0.954 750 x 1074 238 0975 7.87x107* 0.975
chb03 5 565 0979  7.50 x 1072 595 0.887 894 x 1072 595 0911 691 x 1072 0.926
chb04 4 427 0970 2.69 x 107! 476 0950 271 x 107! 476 0.968 270 x 107! 0.963
chb05 3 357 0.706  1.84 x 1072 357 0812 219x 1072 357 0.868 1.86 x 1072 0.796
chb06 8 921 0.722  6.09 x 1072 952 0.808  6.40 x 1072 952 0.834 581 x 1072 0.788
chb07 3 357 0922 274 x107! 357 0.835 272 x 107! 357 0.846 2.76 x 107! 0.867
chb08 5 595 0.839 271 x107! 595 0.830 272 x107! 595 0.820 2.70 x 107! 0.830
chb09 4 476 0.855 6.53 x 1074 476 0815 653 x107* 476 0.813  6.66 x 107* 0.828
chb10 6 714 0542 292x1072 714 0573 299 x 1072 714 0.731 295 x 1072 0.615
chb11 1 119 0916 3.64x 1072 119 0.891 3.71x 1072 119 0.773 353 x 1072 0.860
chb12 5 395 0.820 629 x 1072 595 0.805 6.28 x 1072 595 0.825 6.19 x 1072 0.817
chb13 4 476 0.908 273 x 107! 476 0975 273 x 107! 476 0977 273 x 107! 0.953
chb14 5 595 0.677 270 x 107! 595 0.655 2.70 x 107! 595 0.608 2.69 x 107! 0.647
chb15 4 372 0704 271 x 107! 476 0.681 2.69 x 107! 476 0.708  2.69 x 107! 0.698
chbl6 2 238 0.777 273 x 107! 238 0811 272x107! 238 0.777 273 x 107! 0.789
chb17 3 357 0.675 128 x1073 357 0734 122x1073 357 0.790 129 x 1073 0.733
chb18 4 476 0790 271 x107! 476 0.651 2.67 x 107! 476 0.750 270 x 107! 0.730
chb19 2 238 0.634 320x1072 238 0.655  3.10 x 1072 238 0.840 3.16 x 1072 0.710
chb20 2 238 1.000 2.69 x 107! 238 1.000 2.69 x 107! 238 1.000 2.70 x 107! 1.000
chb21 3 357 0549 267 x 107! 357 0437 2.69x 107! 357 0423 270 x 107! 0.470
chb22 2 238 0.832 271x107! 238 0714 271x107! 238 0.748 2.74x 107! 0.765
chb23 5 498 0994 653x1072 595 0971  6.11x1072 595 0.983 5.82x 1072 0.983
Total 86 9663 0.810 150 x 107! 10234 0.797 151x 107! 10234 0.823 149 x 107! 0.810
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Since the pre-ictal state exists within 30 min before onset, most models can also
accurately predict the data that is not involved in training. The prediction time of our
models are much shorter than 5 s, so it can be easily applied in the application of real-
time prediction.

However, some patient models (e.g., chb21) have negative results on these data. The
possible reason is that the signal 15 min before onset of this patient is very different from
the signal 15 to 30 min before onset. This suggests that the pre-ictal window varies greatly
from patient to patient.

Generally, we believe that the closer the distance to onset, the more obvious character-
istics. However, many models (e.g., chb03, chb07 et al.) have better prediction results on
the dataset of —30 to —25 min than on the one from —25 to —20 min. Therefore, a detailed
analysis of time on epilepsy may be worthy of examination in future studies.

3.5. Comparison to Prior Works

A comparison of the proposed framework and other methodology from the works
in pre-ictal/inter-ictal classification is presented in Table 6. The focus of the comparison
is studies such as ours that have been evaluated within the CHB-MIT database. From
the methods perspective, a similar workflow is used, with each work using different
sets of features and classifiers. Models trained with optimal features show a promising
performance with high sensitivity and low FPR.

Table 6. Comparison with prior works.

Study # of Used Cases Pre-Ictal Window Features Classifier SEN FPR (/h)
(Minutes)
Zandi et al., 2013 [20] 3 40 Positive zero-crossing Bayesian Gaussian mixture model ~ 88.34 0.155
intervals
Chu et al., 2017 [21] 13 86 Spectral measure Warning threshold 86.67 0.367
Alotaiby et al., 2017 [22] 24 120 CcspP LDA 89 0.39
Truong et al., 2018 [23] 13 5 STFT CNN 81.2 0.16
A. Agboola et al., 2019 [24] 17 60 Normalized Logarithmic SVM 87.26 0.08
Wavelet Packet Coefficient
Energy Ratios
The proposed framework 23 15 Time, frequency, SVM 90.2 0.096

time—frequency domain
features

4. Conclusions

In this study, mRMR is employed to determine the quality of each channel-based
feature from time, frequency, and time—frequency domains. Based on this, we use the
prediction accuracy of SVM combined with a sequential forward selection method to
determine the optimal subset of features for each case. These models trained with optimal
features achieve an overall sensitivity of 90.2% and an FPR of 0.096/h in the classification
of pre-ictal and inter-ictal on the CHB-MIT database. In addition, a comparison of the
optimal features with the summarized feature subset and the complete set of features from
three domains show that finding an optimal feature-channel for each patient represents an
important step in seizure prediction. This suggests a valuable future research trajectory of
applying a method that combines feature quality measurement with classification to save
training time.
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Appendix A. Detailed Description of Features

In this section, the features expressed in italics are briefly described and explained
with mathematical expressions.

Appendix A.1. Time Domain Features

Time domain features are directly estimated on raw EEG signals that are a function
of time and amplitude. Amplitude refers to the instantaneous energy, which emphasizes
the changes. Therefore, the time domain features are the numerical embodiment of the
changes of signals. X = {xy,x,...,x, } refers to the signal with time #.

¢  Basic statistics:
Basic statistics features have been frequently used to distinguish pre-ictal pattern from
an inter-ictal pattern. Mean, skewness, kurtosis, peak-to-peak amplitude, and coefficient
of variation are used in this work. Skewness counting the asymmetry of the signal
distribution is calculated as:

1 Xi— U 3
Skew = nl;[(g) ],

where y is the mean value, and ¢ is the standard deviation of signal X. Kurtosis can be
used to measure the steepness of a signal as follows:

.1 Xi— U 4
Kurtoszs—nlﬁl(g) )

Peak-to-peak amplitude quantifies the range of signal. Coefficient of variation is a normal-
ized measures of signal dispersion, which is defined as the ratio of standard deviation
to average value.
¢ Energy related:

The energy is the sum of squares of the signal. The average power is the mean square of
the signal, which is the average energy. The root mean square is the root mean square
of the signal, which is the square root of the average power. The last energy related
feature is nonlinear energy, which was originally presented in [25]. This feature can
track the instantaneous frequency of the signal effectively, and its output is given by:

n—2

NE = Z (xlz —Xi_1- xi+1>~

i=1

e Line length:
Line length derived from Katz’s fractal dimension was first proposed by [26]. It
increases as the amplitude or frequency of the signal increase. The normailzed line
length can be represented as:

1 n
1—1 Z‘xi_xi—l .

i=2

LL =

e  Entropy based:
Entropy, as the measure of uncertainty and disorder in the data, has been verified
in a lot signal processing research. Approximate entropy (ApEn), sample entropy (Sam-
pEn), and singular value decomposition entropy (SVDEn) are the features used in this
work. ApEn [27] can be used to quantify the regularity of the signal. The signal X
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is cut into subsequence u, (i) for {i | 1 < i < n—m + 1} using m as the sliding
window. Subsequence i is presented by u; = {x;, X;1,..., Xitm—1}. Then, the ApEn is
defined as:

1 n7i+l
ApEn(m,r,n) =——— InC"(r)—
n-m+1 = !
1 n—m 1
— X; InC"*(r),
1=

where C"(r) is the proportion of the distance between subsequence u; and all subse-
quence less than tolerance value r = 0.2 * std(X). It can be calculated by:

n 1 n—m-+1
Cl'(r) = prpmprrpres | ]; H(r —d(u;,u;)),

where H (t) is the Heaviside step function, and d(t) is the distance function. SampEn [28]
is based upon concepts similar to ApEn. It is only for calculated other subsequences
when calculation distance, so the B"(r) corresponding to C}"(r) is:

1 n—m-+1

2 H(r —d(ui,u;)),j # i.
=

)=
In addition, it performs logarithmic operations in the final entropy calculation. There-
fore, the SampEn is defined by:

1 n—m

Y B'(r)-
n—m:

i=1

1 n—m

Y BTH(r).

i=1

SampEn(m,r,n) =In

In

n—m

Smaller values indicate more self-similar and regular signals, while larger values
characterize higher complexity. SVDEn [29] measures the dimensionality of the
signals. It uses the embedding matrix Y, which can be written as:

yi = [x;, Xitjr-- -,xi-&-(m—l)j}r

Y =[yny2 - Yne(mo)]
where m is the embedding dimension, and j is the time delay. Then, this entropy is
described as follows: y

SVDEn = — ) | d;log, 7;,
i=1

where M is the number of the singular values of the embedding matrix Y and 7; is the
normalized singular value. Since SVDEn is calculated on all channels, the value can
indicate a pattern of pre-ictal signal in both space and time.
Hurst exponent:
Hurst exponent can evaluate the predictability of a time series, and it has been proven
that the epileptic brain is long term anticorrelated [30]. Rescaled range analysis is a
commonly used calculation method in time series. The cumulative deviate series can
be defined as follows:

i
Zl: Z(xu—‘u),i:LZ,...,l’l,

u=1
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then compute the range:

R, = Z:t— min {Z;}.
n @g{& @g{&

In addition, the standard deviation is:
S, =o0.

A Hurst exponent complies with the following rules:

(5) et

S n

Higuchi Fractal Dimension:

Fractal dimension can be used to measure the signal complexity. Higuchi fractal
dimension [31] calculates the fractal dimension of time series in the time domain. Use
discrete time interval k to construct a set of new time series U = {u; | 1 < i < k},
where u; = {x;, x;, ... 'xiﬂ’%fjk}'i =1,2,...,k. The average length of new time

series u; is computed as:

n—1
=1

Thus, the total average length of all new series can be written as:

[(n—i)/k]
Li= ). |xiijc— xm+(]’71)k‘
=1

L=) L.

k
=1

Finally, Higuchi fractal dimension is the slope of the linear regression between In L
and In %

Hjorth parameters:

Three Hjorth parameters proposed by [32] can together characterize the EEG signal in
terms of amplitude, time scale, and complexity. Hjorth parameters were calculated on
raw signal series X, the first derivative of the series X', and the second derivative X".
The derivatives were obtained as differences, namely:

X' = X1 —X,j=1,2,...,n—1,
X" = x]’-Jrl —x;-,j: 1,2,...,n—2.
The first parameter, Hjorth activity, is the variance 0% of the signal X. The second
parameter, Hjorth mobility, can be expressed as:
(%°¢

mobility = T
X

The third parameters called Hjorth complexity is defined as:

Uxf//le

complexity = .
P Y oxr /ox

Detrended fluctuation analysis (DFA):

DEFA [33] is another long-range correlations analysis method, which is similar to the
rescaled range analysis. Construct a new series using the mean of X, u; = 2;:1 (xj—m),
then segmented into k subintervals using length list v = {v1,v,,...,7v¢}. In each



Processes 2021, 9, 682

18 of 21

subinterval, the data are fitted by polynomial regression to obtain the function #;, and
the mean-squared residual is found:

Finally, DFA is the slope of the 1D least-square regression between Inv and In F.
Number of zero-crossings:

Zero-crossing, a favorite feature, is a point where the sign of the signal amplitude
changes. Therefore, number of zero-crossings is these points” quantity in a signal series.
It indirectly reflects the change of signal frequency. When this number is large, it
infers that there are relatively high frequency components in this signal.

Number of local extrema:

Local extrema consist of local maxima and minima. The local maxima, the so-called
peaks, is obtained by a simple comparison of neighboring values. In the same way,
local minima is found. Number of local extrema is also an indirect measurement of
signal frequency similar to the number of zero-crossings.

Appendix A.2. Frequency Domain Features

Power Spectral Density describes how the power of a signal is distributed over fre-

quency. We use P = {p;, p2, ..., pn} to denote the signal’s PSD with a frequency range
from 1 to 1 and use P to denote the normalized the PSD to the total power.

Energy-PSD:

The same as the energy in time domain, the energy of the PSD named energy-PSD,
similar to the energy in time domain, is the sum of the squares of the PSD.

Intensity weighted mean frequency (IWMF):

IWMF, also known as the mean frequency, is the weighted mean of the frequencies
present in the normalized PSD estimation for signal series. It is defined as:

n
IWMF =) ip;.
i=1

Intensity weighted bandwidth (IWBW):
IWBW, also called standard deviation frequency, is a measure of the normalized PSD
width expressed in standard deviation, and is defined to be:

n
IWBW = \/ Y i(p; — IWMF)2.
i=1

Spectral edge frequency (SEF):
We use SEFs5 [34], the median frequency, defined as the minimum frequency that can
reach 50% of the total spectral power of reference frequency fies:

f* fref
SEFsp = min{f* | } " p; > Y p;-05}.
i=1 j=1

Spectral entropy:
The entropy of power spectrum [35] can determine EEG’s irregularity. Spectral entropy
is calculated on the normalized PSD using the classical entropy [36]. Thus, it is defined
to be: .
SE=—)_ pilog, pi.
i=1

1=
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®  Peak frequency:
Peak frequency [37], also called dominant frequency, is the frequency at the peak which
has the largest average power in its full-width-half-maximum (FWHM) band. The
FWHM band is defined by two frequencies, which are within the rising slope and
falling slope, respectively, and their amplitudes are equal to half of the peak’s ampli-
tude. This feature can find the most prominent rhythmic component of the signal.

Appendix A.3. Time—Frequency Domain Features
Features in this domain are applied to four frequency sub-bands (Xs, Xy, Xa, Xﬂ).

Table Al. Optimal feature-channel combinations for every patient. In time and frequency domains, feature_name-

channel_name denotes the channel-based feature. In time-frequency domain, feature_name-pattern_name-channel_name

to represent it.

Case

Optimal n

Optimal Feature-Channel Subset

chb01

chb02
chb03

chb04

chb05

chb06

chb07

chb08

chb09
chb10
chb11
chb12

chb13

chb14

chb15

chbl6

chb17
chb18

10
1
19

58

57

- NEN

37

55

58

56

60

local extrema-P4-O2, hurst exponent-theta-FP2-F4, kurtosis-delta-FP1-F3, hurst exponent-theta-FP1-F7, energy-alpha-P4-O2, Higuchi FD-beta-T8-P8, line length-beta-FP1-F7, local extrema-C4-P4, hurst
exponent-FP2-F4, SVDEn-FZ-CZ

local extrema-FP1-F3

hurst exponent-P3-O1, zero-crossings-F8-T8, Higuchi FD-beta-C3-P3, line length-alpha-P3-O1, peak frequency-P8-O2, local extrema-CZ-PZ, energy-delta-F7-T7, skewness-beta-T8-P8, ApEn-CZ-PZ, mean-
P7-O1, mean of absolute-delta-P7-O1, Higuchi FD-beta-F3-C3, root mean square-theta-FZ-CZ, Hjorth complexity-P7-O1, root mean square-delta-P7-O1, hurst exponent-P4-O2, hurst exponent-delta-C4-P4,
peak frequency-T8-P8, ptp amplitude-alpha-F8-T8

mean of absolute-delta-FP1-F3, mean-FP2-F4, line length-beta-FP1-F3, Higuchi FD-P4-O2, root mean square-delta-FP2-F4, Higuchi FD-alpha-FP2-F8, spectral entropy-FZ-CZ, peak frequency-C3-P3,
mean-FP1-F7, peak frequency-P3-O1, ptp amplitude-delta-FP1-F3, Higuchi FD-beta-C4-P4, local extrema-FP2-F8, root mean square-delta-FP1-F3, local extrema-P4-02, mean of absolute-theta-P3-O1, ptp
amplitude-delta-FP2-F4, line length-alpha-FP1-F3, Higuchi FD-C4-P4, mean of absolute-delta-FP2-F4, line length-P3-O1, ptp amplitude-delta-FP1-F7, mean-FP1-F3, mean of absolute-delta-FP1-F7, peak
frequency-C4-P4, mean of absolute-beta-P3-O1, zero-crossings-P3-O1, SVDEn-FP2-F4, line length-delta-FP2-F4, line length-beta-FP1-F7, Higuchi FD-beta-P4-O2, local extrema-FP1-F7, SVDEn-FZ-CZ,
root mean square-delta-FP1-F7, ptp amplitude-FP2-F4, hurst exponent-P4-O2, line length-FP1-F3, local extrema-FP2-F4, mean of absolute-alpha-P3-O1, root mean square-FP2-F4, peak frequency-P4-O2,
zero-crossings-FZ-CZ, average power-FP1-F7, line length-alpha-FP1-F7, root mean square-F4-C4, Higuchi FD-beta-F8-T8, mean of absolute-beta-FP1-F3, peak frequency-FP1-F3, Higuchi FD-FP2-F8, local
extrema-FZ-CZ, SampEn-C3-P3, SVDEn-C4-P4, ptp amplitude-delta-F4-C4, line length-theta-P3-O1, average power-delta-FP1-F3, energy-delta-FP1-F3, peak frequency-P7-O1, mean of absolute-theta-FP1-F3
energy-PSD-P7-O1, spectral entropy-FP1-F3, spectral entropy-P7-O1, local extrema-T7-P7

TWBW-FP2-F8, hurst exponent-beta-P3-O1, local extrema-F8-T8, local extrema-T7-P7, hurst exponent-T7-P7, Higuchi FD-delta-P4-O2, hurst exponent-T8-P8, ptp amplitude-beta-T8-P8, line length-beta-F7-
T7, Higuchi FD-FP2-F8, DFA-P3-O1, hurst exponent-F8-T8, Higuchi FD-theta-T8-P8, Higuchi FD-beta-F7-T7, ptp amplitude-beta-F8-T8, local extrema-P7-O1, Higuchi FD-alpha-F8-T8, line length-beta-FP2-
F8, Hjorth complexity-FP1-F7, line length-alpha-T7-P7, local extrema-T8-P8, Higuchi FD-beta-CZ-PZ, Higuchi FD-beta-T8-P8, Higuchi FD-alpha-T7-P7, skewness-alpha-F8-T8, spectral entropy-P4-O2, hurst
exponent-FP2-F8, local extrema-F7-T7

ptp amplitude-delta-FP1-F3, hurst exponent-FP1-F7, Higuchi FD-beta-P3-O1, Hjorth complexity-C3-P3, ptp amplitude-beta-C4-P4, zero-crossings-T8-P8, line length-beta-F3-C3, ptp amplitude-alpha-F8-T8,
peak frequency-T7-P7, hurst exponent-theta-P8-O2, ptp amplitude-theta-C4-P4, DFA-P3-O1, line length-beta-P3-O1, hurst exponent-F8-T8, local extrema-P4-02, INBW-P4-O2, spectral entropy-FP1-F3, ptp
amplitude-FP2-F4, line length-beta-FP1-F3, hurst exponent-FP2-F8, peak frequency-P3-O1, nonlinear energy-C3-P3, ptp amplitude-delta-FP1-F7, energy-alpha-FP1-F7, line length-alpha-F3-C3, root mean
square-beta-FP1-F3, ptp amplitude-beta-F8-T8, ptp amplitude-alpha-C4-P4, Hjorth complexity-C4-P4, energy-theta-C3-P3, nonlinear energy-C4-P4, peak frequency-C3-P3, SampEn-P7-O1, hurst exponent-
F7-T7, average power-alpha-C3-P3, SEF-P7-O1, Higuchi FD-theta-P4-O2, spectral entropy-P8-O2, ptp amplitude-delta-FP2-F4, line length-delta-CZ-PZ, Higuchi FD-T8-P8, INBW-FP1-F7, peak frequency-
FP2-F8, line length-theta-C4-P4, line length-alpha-P3-O1, hurst exponent-alpha-FP1-F7, Higuchi FD-beta-C3-P3, ptp amplitude-delta-FP2-F8, energy-beta-FP1-F7, energy-beta-C4-P4, peak frequency-P7-O1,
root mean square-alpha-FP1-F3, mean of absolute-beta-P4-O2, INMF-P3-O1, SVDEn-FP2-F4, Higuchi FD-beta-C4-P4, average power-delta-C3-P3

mean of absolute-delta-F3-C3, Higuchi FD-alpha-CZ-PZ, line length-alpha-C4-P4, SampEn-P3-O1, INMF-F3-C3, Higuchi FD-delta-F8-T8, line length-delta-T8-P8, line length-delta-C3-P3, ptp amplitude-
beta-T8-P8, zero-crossings-T8-P8, line length-theta-C4-P4, hurst exponent-FP2-F4, skewness-beta-P8-O2, hurst exponent-alpha-T8-P8, Higuchi FD-alpha-C4-P4, Hjorth mobility-CZ-PZ, zero-crossings-C4-
P4, Higuchi FD-theta-C4-P4, Hjorth complexity-F4-C4, Higuchi FD-theta-P8-O2, hurst exponent-beta-F4-C4, ptp amplitude-delta-FZ-CZ, root mean square-P3-O1, ApEn-T8-P8, SampEn-C4-P4, mean of
absolute-delta-P3-O1, mean of absolute-theta-T8-P8, line length-theta-P8-O2, Higuchi FD-alpha-F4-C4, mean of absolute-theta-C3-P3

peak frequency-P8-O2

mean of absolute-theta-T8-P8, line length-C4-P4, hurst exponent-T7-P7, ptp amplitude-T7-P7, line length-theta-FP1-F7, ptp amplitude-delta-FP1-F7, Higuchi FD-delta-F8-T8

nonlinear energy-FP2-F4, local extrema-FP1-F7, peak frequency-P3-O1, zero-crossings-T7-P7, INBW-T8-P8, Hjorth complexity-P4-O2

root mean square-beta-F8-T8, ptp amplitude-FZ-CZ, local extrema-F4-C4, hurst exponent-beta-P3-O1, mean of absolute-theta-P3-O1, local extrema-T8-P8, Higuchi FD-theta-FP1-F7, line length-beta-FP2-
F4, ptp amplitude-FP2-F8, ptp amplitude-beta-T8-P8, Higuchi FD-P3-O1, hurst exponent-F8-T8, local extrema-F8-T8, mean of absolute-theta-P4-O2, hurst exponent-beta-T8-P8, kurtosis-delta-FP1-F7, ptp
amplitude-theta-FP2-F8, Higuchi FD-F4-C4, INBW-P8-O2, INBW-F8-T8, ptp amplitude-theta-FZ-CZ, ptp amplitude-beta-T7-P7, zero-crossings-CZ-PZ, line length-beta-T8-P8, hurst exponent-alpha-P8-02,
TWBW-P4-02, Higuchi FD-beta-P7-O1, root mean square-delta-F4-C4, Higuchi FD-beta-T8-P8, mean of absolute-alpha-P3-O1, ptp amplitude-delta-FP2-F§

SEF-C4-P4, skewness-delta-FP1-F7, mean of absolute-beta-C3-P3, Hjorth complexity-C3-P3, local extrema-P4-O2, average power-delta-C4-P4, ApEn-C3-P3, Higuchi FD-beta-C3-P3, kurtosis-delta-F7-T7,
mean of absolute-delta-FP1-F7, Hjorth complexity-P3-O1, energy-delta-F8-T8, SVDEn-C4-P4, hurst exponent-C3-P3, local extrema-P8-O2, hurst exponent-beta-C3-P3, kurtosis-delta-FP1-F7, mean-C3-P3,
zero-crossings-C4-P4, local extrema-P3-O1, hurst exponent-beta-F8-T8, SVDEn-P4-02, SampEn-C3-P3, energy-delta-C4-P4, average power-delta-P4-O2, average power-delta-F8-T8, zero-crossings-P4-O2,
kurtosis-delta-FP1-F3, hurst exponent-alpha-C4-P4, SVDEn-C3-P3, Higuchi FD-C3-P3, line length-theta-C3-P3, Hjorth mobility-C4-P4, local extrema-P7-O1, peak frequency-C3-P3, SEF-F8-T8, mean of
absolute-delta-C4-P4

Higuchi FD-alpha-P8-O2, line length-alpha-FP1-F7, Hjorth activity-FP1-F7, Higuchi FD-delta-P7-O1, energy-PSD-FP1-F3, Higuchi FD-alpha-CZ-PZ, root mean square-beta-FP1-F7, hurst exponent-beta-FP1-
F7, line length-beta-T8-P8, line length-beta-FP2-F8, ptp amplitude-delta-FP1-F7, local extrema-T8-P8, SampEn-T8-P8, line length-beta-FP1-F3, line length-alpha-F7-T7, mean-FP1-F7, SVDEn-F7-T7, peak
frequency-P3-O1, mean of absolute-theta-FP1-F7, Higuchi FD-delta-P4-O2, line length-alpha-F8-T8, Hjorth activity-FP2-F8, INME-P7-O1, line length-beta-FP1-F7, line length-alpha-FP2-F4, SampEn-P8-02,
IWBW-FP1-F7, Hjorth complexity-FP1-F7, Higuchi FD-delta-F4-C4, line length-alpha-FP2-F8, root mean square-FP1-F7, line length-FP1-F7, INMF-P3-O1, line length-alpha-T8-P8, Higuchi FD-CZ-PZ, ptp
amplitude-theta-FP1-F7, zero-crossings-T8-P8, INBW-FP2-F8, mean of absolute-alpha-FP1-F7, line length-beta-F8-T8, average power-FP1-F7, Higuchi FD-delta-C4-P4, zero-crossings-P7-O1, ptp amplitude-
beta-F7-T7, DFA-FP1-F3, ptp amplitude-FP1-F7, ptp amplitude-F7-T7, mean of absolute-beta-FP1-F7, hurst exponent-beta-F3-C3, SVDEN-T8-P8, energy-theta-FP2-F8, zero-crossings-P8-O2, ptp amplitude-
delta-FP1-F3, line length-theta-FP2-F8, ApEn-FP1-F7

mean of absolute-alpha-P4-O2, kurtosis-FZ-CZ, average power-delta-FP2-F4, line length-beta-P4-O2, Hjorth complexity-P3-O1, Higuchi FD-beta-P4-02, line length-theta-FZ-CZ, IWBW-P8-O2, line length-
alpha-P4-02, mean-FP1-F3, SVDEn-T7-P7, kurtosis-delta-F8-T8, mean of absolute-theta-C4-P4, ptp amplitude-delta-FP2-F4, ApEn-C4-P4, skewness-beta-FP1-F3, mean of absolute-beta-P4-O2, average
power-delta-FP1-F3, Higuchi FD-theta-FP1-F7, zero-crossings-P3-O1, local extrema-P4-O2, mean of absolute-alpha-C4-P4, root mean square-delta-P8-O2, local extrema-F4-C4, Higuchi FD-beta-C4-P4,
Hjorth complexity-F3-C3, DFA-T7-P7, line length-alpha-C4-P4, line length-P4-O2, mean of absolute-beta-P8-O2, ptp amplitude-theta-FP1-F3, hurst exponent-theta-F8-T8, line length-theta-C4-P4, energy-
delta-FP2-F4, mean-FP1-F7, kurtosis-FP2-F4, energy-PSD-FP2-F8, ptp amplitude-FP1-F7, DFA-P3-O1, hurst exponent-theta-F7-T7, line length-beta-P8-O2, ptp amplitude-P4-O2, Higuchi FD-C4-P4, average
power-FP2-F4, root mean square-theta-P8-O2, spectral entropy-T7-P7, line length-C4-P4, Higuchi FD-alpha-FP1-F7, energy-delta-FP1-F3, local extrema-F3-C3, line length-P8-O2, line length-theta-F4-C4,
mean of absolute-beta-C4-P4, Higuchi FD-theta-FP2-F4, root mean square-P8-O2, ApEn-P4-0O2, SEF-P3-O1, ptp amplitude-delta-FP1-F3

line length-alpha-CZ-PZ, hurst exponent-P4-02, Hjorth mobility-F7-T7, Higuchi FD-FZ-CZ, mean of absolute-delta-C3-P3, line length-alpha-P4-O2, Hjorth mobility-C3-P3, hurst exponent-alpha-P7-O1,
SVDEN-P7-01, peak frequency-P8-02, Higuchi FD-CZ-PZ, line length-delta-C3-P3, Higuchi FD-beta-P7-O1, SEF-P8-02, SVDEn-F4-C4, Higuchi FD-beta-C4-P4, hurst exponent-P3-O1, Higuchi FD-beta-
FZ-CZ, ptp amplitude-beta-CZ-PZ, DFA-FP2-F8, line length-beta-P4-02, DFA-P7-O1, SVDEn-F3-C3, hurst exponent-theta-P3-O1, SVDEn-F7-T7, Higuchi FD-beta-P4-O2, root mean square-beta-C3-P3,
SVDEN-P8-02, Higuchi FD-F8-T8, Higuchi FD-delta-T8-P8, SVDEn-P3-O1, root mean square-beta-FP1-F7, Higuchi FD-beta-CZ-PZ, Hjorth mobility-P7-O1, average power-theta-P8-O2, INMF-C3-P3, hurst
exponent-beta-P7-O1, DFA-F3-C3, Higuchi FD-alpha-FZ-CZ, Higuchi FD-beta-C3-P3, line length-beta-C4-P4, root mean square-theta-C3-P3, INBW-T8-P8, Hjorth mobility-C4-P4, zero-crossings-F7-T7,
SEF-P7-O1, DFA-P8-02, ptp amplitude-alpha-P8-O2, DFA-F4-C4, Higuchi FD-P4-02, Higuchi FD-alpha-CZ-PZ, root mean square-delta-C3-P3, Hjorth mobility-F3-C3, hurst exponent-beta-T7-P7, Higuchi
FD-P3-0O1, SVDEn-C3-P3

line length-alpha-FZ-CZ, energy-alpha-P8-02, zero-crossings-FP1-F7, Higuchi FD-CZ-PZ, mean of absolute-theta-F7-T7, local extrema-FP1-F7

kurtosis-theta-FP1-F3, line length-alpha-FP2-F4, line length-delta-CZ-PZ, zero-crossings-FZ-CZ, Higuchi FD-theta-P3-O1, skewness-beta-FP2-F4, line length-beta-FP2-F4, mean of absolute-delta-P7-O1,
skewness-beta-T7-P7, SVDEn-FP2-F4, line length-delta-P7-O1, Higuchi FD-alpha-P3-O1, line length-alpha-F4-C4, kurtosis-beta-FP2-F4, Higuchi FD-theta-P7-O1, local extrema-P3-O1, line length-beta-FP1-
F3, line length-alpha-P7-O1, root mean square-P7-O1, zero-crossings-FP2-F4, line length-theta-FP2-F4, ptp amplitude-alpha-P7-O1, skewness-alpha-FP1-F7, root mean square-beta-F4-C4, skewness-alpha-
F7-T7, mean of absolute-theta-CZ-PZ, Higuchi FD-theta-FP2-F4, skewness-alpha-FP2-F4, line length-FP2-F4, mean of absolute-theta-P7-O1, line length-beta-F4-C4, line length-alpha-P3-O1, root mean
square-delta-P7-O1, Higuchi FD-alpha-FP2-F4, kurtosis-theta-FP2-F4, line length-alpha-FP1-F3, root mean square-alpha-P7-O1, energy-theta-P7-O1, peak frequency-P3-O1, ApEn-FP2-F4, line length-F4-C4,
mean of absolute-alpha-P3-O1, Higuchi FD-alpha-P7-O1, mean of absolute-beta-FP2-F4, zero-crossings-FP2-F8, mean of absolute-alpha-CZ-PZ, INBW-P7-O1, kurtosis-beta-FP2-F8, mean of absolute-alpha-
P7-O1, DFA-FP2-F4, Higuchi FD-alpha-F4-C4, average power-alpha-P7-O1, skewness-theta-FP1-F3, mean of absolute-alpha-FP2-F4, root mean square-alpha-F4-C4, SVDEn-P3-O1, line length-beta-FP2-F8,
average power-theta-P7-O1, mean of absolute-theta-P3-O1, mean of absolute-beta-F4-C4
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Table A1. Cont.

Case

Optimal n Optimal Feature-Channel Subset

chb19

chb20

chb21

chb22

chb23

36 line length-theta-FZ-CZ, skewness-beta-P8-O2, line length-beta-F7-T7, mean of absolute-delta-F8-T8, peak frequency-F3-C3, IWMF-F8-T8, ptp amplitude-theta-FZ-CZ, line length-beta-P8-O2, hurst
exponent-beta-F8-T8, hurst exponent-delta-F8-T8, SEF-F4-C4, zero-crossings-F8-T8, mean of absolute-delta-P3-O1, line length-theta-FP2-F4, local extrema-FP2-F8, spectral entropy-F8-T8, Higuchi FD-delta-
FP2-F8, skewness-beta-P7-O1, line length-alpha-FZ-CZ, skewness-alpha-P4-O2, mean of absolute-delta-FZ-CZ, SEF-F8-T8, line length-beta-C3-P3, Hjorth mobility-F8-T8, line length-delta-FP2-F4, Hjorth
complexity-F8-T8, line length-theta-P4-O2, skewness-alpha-P8-O2, hurst exponent-beta-F4-C4, root mean square-delta-F8-T8, line length-theta-FP1-F3, peak frequency-P4-O2, DFA-F8-T8, line length-theta-
FP1-F7, line length-beta-FZ-CZ, mean of absolute-theta-FZ-CZ

26 line length-beta-P4-O2, line length-theta-P4-O2, hurst exponent-beta-F4-C4, DFA-P3-O1, Hjorth complexity-T8-P8, line length-theta-F7-T7, line length-delta-FP2-F8, line length-beta-P3-O1, Higuchi FD-
alpha-F4-C4, Higuchi FD-alpha-P4-O2, mean of absolute-alpha-FP1-F7, zero-crossings-CZ-PZ, Higuchi FD-delta-P8-O2, SEF-F3-C3, hurst exponent-alpha-F3-C3, mean of absolute-alpha-F8-T8, zero-
crossings-P4-02, Hjorth complexity-F4-C4, hurst exponent-beta-C3-P3, line length-beta-C3-P3, Higuchi FD-alpha-FZ-CZ, line length-delta-FP1-F3, spectral entropy-C4-P4, line length-alpha-P3-O1, line
length-theta-T8-P8, SEF-C3-P3

17 line length-theta-FP1-F3, Higuchi FD-beta-C3-P3, SEF-P3-O1, INMF-F4-C4, energy-alpha-FP2-F4, line length-beta-P3-O1, Higuchi FD-beta-T7-P7, ptp amplitude-alpha-FZ-CZ, zero-crossings-P3-O1, ptp
amplitude-alpha-FP1-F3, SVDEn-P8-O2, Higuchi FD-beta-CZ-PZ, line length-beta-F4-C4, line length-beta-CZ-PZ, SampEn-P7-O1, SVDEn-P3-O1, nonlinear energy-FP2-F4

22 line length-theta-P8-02, line length-alpha-P4-02, SVDEn-FZ-CZ, mean of absolute-theta-T7-P7, zero-crossings-CZ-PZ, hurst exponent-beta-T8-P8, Hjorth complexity-P8-02, IWBW-P4-O2, SampEn-F7-
T7, SampEn-P4-02, skewness-beta-P7-O1, Higuchi FD-delta-F3-C3, Higuchi FD-delta-T7-P7, hurst exponent-delta-F7-T7, line length-beta-P4-O2, hurst exponent-alpha-T7-P7, zero-crossings-FZ-CZ, line
length-theta-P7-O1, line length-delta-T8-P8, hurst exponent-beta-T7-P7, spectral entropy-FZ-CZ, hurst exponent-alpha-P8-O2

37 line length-alpha-P4-02, mean of absolute-theta-F3-C3, skewness-beta-FP1-F3, Higuchi FD-beta-F4-C4, Higuchi FD-beta-P7-O1, mean of absolute-theta-FP1-F3, Higuchi FD-CZ-PZ, ptp amplitude-P4-O2,
peak frequency-C3-P3, Higuchi FD-beta-F3-C3, hurst exponent-theta-F7-T7, Higuchi FD-beta-P3-O1, Hjorth mobility-P4-O2, Higuchi FD-beta-F8-T8, average power-delta-T8-P8, zero-crossings-P3-O1,
Higuchi FD-F3-C3, Higuchi FD-P4-02, SampEn-P3-O1, Higuchi FD-P3-O1, Higuchi FD-P7-O1, line length-theta-FP1-F7, Higuchi FD-beta-CZ-PZ, line length-delta-P4-O2, local extrema-F3-C3, Higuchi
FD-T8-P8, line length-beta-P4-O2, Hjorth mobility-P3-O1, energy-delta-F8-T8, mean-T8-P8, zero-crossings-P4-02, INBW-CZ-PZ, local extrema-F4-C4, Higuchi FD-F4-C4, Higuchi FD-beta-P4-02, local
extrema-P3-O1, INBW-FP1-F3

*  Basic statistics:
Four statistical features are employed. Mean of absolute value, skewness, kurtosis, and
peak-to-peak amplitude are mean of coefficients” absolute values, skewness, kurtosis,
and peak-to-peak amplitude of the coefficients in every sub-band, respectively.

*  Energy related:
Similar to time domain, energy, average power, and root mean square are used to observe
every sub-band’s coefficients amplitude.

e Line length:
Line length can efficiently measure the fractal dimension for each EEG pattern.

e  Randomly related:
Hurst exponent and Higuchi fractal dimension can represent the randomness of each
decomposed sub-band.

Appendix B. Optimal Feature-Channel Combinations

Below, we present the feature-channel subsets (as shown in Table A1) used to obtain
the optimal models. In time and frequency domains, feature_name-channel_name denotes
extracted items in channel-based feature vectors, e.g., mean-FP1-F7. Meanwhile, in the
time—frequency domain, we use feautre_name-pattern_name-channel_name to represent it,
e.g., skewness-delta-FP1-F7.
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