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Abstract: There is an increasing interest in applying artificial intelligence techniques to forecast
epileptic seizures. In particular, machine learning algorithms could extract nonlinear statistical
regularities from electroencephalographic (EEG) time series that can anticipate abnormal brain
activity. The recent literature reports promising results in seizure detection and prediction tasks
using machine and deep learning methods. However, performance evaluation is often based on
questionable randomized cross-validation schemes, which can introduce correlated signals (e.g.,
EEG data recorded from the same patient during nearby periods of the day) into the partitioning
of training and test sets. The present study demonstrates that the use of more stringent evaluation
strategies, such as those based on leave-one-patient-out partitioning, leads to a drop in accuracy from
about 80% to 50% for a standard eXtreme Gradient Boosting (XGBoost) classifier on two different
data sets. Our findings suggest that the definition of rigorous evaluation protocols is crucial to ensure
the generalizability of predictive models before proceeding to clinical trials.

Keywords: seizure prediction; epilepsy; electroencephalography; feature extraction; machine learn-
ing; signal processing; artificial intelligence; model validation

1. Introduction

Epilepsy, a severe neurological disease that leads to recurrent seizures, affects more
than 65 million people worldwide, with an incidence rate of 61.44 per 100,000 person-
years [1,2]. Although antiepileptic drugs can reduce clinical complications and mortality
rates, 30% of patients are refractory to such drugs [3], thus urging the development of
alternative treatments. The unpredictable nature of seizures increases the risk of injury and
psychosocial disability, significantly affecting the patient’s quality of life [4]. However, evi-
dence suggests that specific alterations in brain dynamics can be observed before epileptic
attacks [5]. This discovery spurred the interest of academic centers and medical companies
in building devices to anticipate seizures, primarily by analyzing the electroencephalogram
(EEG) [6,7]. Monitoring devices would allow patients to avoid dangerous situations and
plan the administration of preventive treatments, such as electrical stimulation or targeted
drug delivery, with much greater precision.

Seizure prediction aims to anticipate an upcoming seizure before it clinically mani-
fests. This task differs significantly from seizure detection, a simpler binary classification
problem that requires discriminating between normal and seizure brain activity. However,
predicting seizures using EEG analysis is challenging, as EEG manifestations vary widely
between patients and even within the same patient. Ten years ago, the prototype of the first
implanted seizure advisory system was tested in human patients [8]. The system could

Appl. Sci. 2023, 13, 4262. https://doi.org/10.3390/app13074262 https://www.mdpi.com/journal/applsci

https://doi.org/10.3390/app13074262
https://doi.org/10.3390/app13074262
https://creativecommons.org/
https://creativecommons.org/licenses/by/4.0/
https://creativecommons.org/licenses/by/4.0/
https://www.mdpi.com/journal/applsci
https://www.mdpi.com
https://orcid.org/0000-0002-5462-4893
https://orcid.org/0000-0002-0778-3920
https://orcid.org/0000-0002-1529-2056
https://orcid.org/0000-0002-8390-5897
https://orcid.org/0000-0001-8895-3380
https://orcid.org/0000-0002-3963-0582
https://orcid.org/0000-0002-9448-9059
https://orcid.org/0000-0001-7062-4861
https://doi.org/10.3390/app13074262
https://www.mdpi.com/journal/applsci
https://www.mdpi.com/article/10.3390/app13074262?type=check_update&version=1


Appl. Sci. 2023, 13, 4262 2 of 12

identify periods of low, moderate and high probability of seizures and was developed
with precise target performance criteria, such as reaching a sensitivity of high probability
warnings greater than 65% and an accuracy at least higher than the probability prediction
of random events. Less invasive devices that rely on scalp EEG recordings in the channel
or source space have also been proposed. One hypothesis is that functional connectivity
patterns can reveal information about the dynamics of the epileptic brain, which can be
used to predict the onset and locations of seizures [9].

In recent years, the increasing success of artificial intelligence techniques in clinical
diagnosis [10] and disease forecasting [11] has revived the interest in leveraging machine
learning for the challenging task of seizure prediction (for reviews, see [12–14]). One com-
mon approach involves extracting various descriptive features from EEG recordings and
using them to train machine learning algorithms to identify time blocks proximal (e.g., 2 h,
1 h, or 30 min) to an upcoming seizure. These features include time- and frequency-based
indexes, information theory measures, and sophisticated metrics derived from dynamical
systems theory [15,16]. For example, some studies extracted 22 linear univariate features
from 6 EEG channels and achieved an average sensitivity of approximately 73% using
classifiers such as support vector machines (SVMs) and artificial neural networks [17,18].
A similar approach trained SVMs with a reduced set of bivariate features and achieved
slightly better accuracy [19]. An alternative method based on the extraction of histogram
bins combined with Gaussian mixture models reported an average sensitivity of 88% [20].

The application of machine learning techniques to predict seizures has thus shown
great potential. However, concerns have been raised about the possibility of robustly
detecting preictal states with respect to the reproducibility and statistical validation of
these techniques [13]. For example, despite achieving impressive performance in various
epilepsy research applications, follow-up validation studies have often shown that the
reported findings may not accurately reflect the robustness of the methods [21]. This issue
is especially evident when models are trained using small data sets, which is common in
epilepsy research. In such cases, machine learning algorithms are prone to overfitting [22],
which occurs when the model learns irrelevant patterns originating from noise in the data.
Although performance is high in the training set, an overfitted model will fail to predict
future observations; that is, it will not be able to generalize to unseen data. For example, in
medical applications, it could happen that a model will learn to perform a classification
task by relying on patient-specific characteristics that are not representative of the clinical
population or by detecting spurious features related to the measurement tools [23]. It is
therefore important to evaluate machine learning models on left-out test samples, which
should be as independent as possible from those used during the training phase.

In this work, we evaluate the performance of seizure prediction models based on
standard machine learning algorithms by systematically comparing two cross-validation
methods. To allow comparison with existing approaches, various supervised classifiers
were trained with a commonly used set of features extracted from scalp EEG recordings.
Two data sets were evaluated: the classic benchmark of the seizure prediction literature
(CHB-MIT) and a new data set collected by the Epilepsy and Clinical Neurophysiology
Unit of the Eugenio Medea IRCCS Hospital in Conegliano (Italy). The latter will be called
“our data set” throughout the paper.

The first part of the Materials and Methods section illustrates the details of the two
EEG data sets, including the data annotation procedure. Then, we describe the EEG
signal processing pipeline and the feature extraction stage. The machine learning models
considered and the characteristics of the two evaluation procedures are described at the end
of the Materials and Methods section.

Our best model achieved an average precision of 79% on the CHB-MIT data set and
82% on our data set. However, these numbers dropped to approximately 50% (chance
level) when the models were evaluated using a more challenging leave-one-patient-out
validation scheme, where the entire set of recordings from single patients was iteratively
excluded from the training phase. We conclude our article with a critical discussion of our
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findings and propose research directions to build more robust predictive models of seizure
occurrence.

2. Materials and Methods
2.1. EEG Data Sets

In this study, we used two EEG data sets containing long-term continuous multichan-
nel recordings, which were obtained using the international standard 10–20 EEG scalp
electrode positioning system, with a sampling rate of 256 Hz. We randomly selected 8 pa-
tients from the CHB-MIT data set and 10 patients from our data set to further demonstrate
that high accuracy can be achieved even with a small subset of patients, as reported in
similar studies [24,25]. A data cleaning phase was carried out to ensure that at least one
recording containing at least 4 hours of monitoring was available before a seizure for all
patients, and seizures separated by intervals of less than 3 h were removed [26]. The first
data set contained recordings of eight patients (two males, five females, and one unknown)
selected from the CHB-MIT data set [27]. It includes 28 seizures, recorded using the 22
common EEG channels listed in Table A1. Our data set instead contained recordings of 10
patients (4 males and 6 females) totaling 40 seizures. These recordings were obtained using
20 common EEG channels, and their distribution in the scalp is represented in Figure 1.

Figure 1. Scalp positioning of the 20 common EEG channels used in our data set.

2.2. Data Labeling

The EEG signal recorded in epileptic patients can be categorized into four main stages:
(1) the interictal state, which is a period of regular brain activity between two consecutive
seizures; (2) the preictal state, which refers to the period included between approximately
60 and 90 min before seizure onset; (3) the ictal state, which is when the seizure occurs;
and (4) the postictal state, which is the period immediately following a seizure for a few
minutes [28–30]. The beginning and end of the ictal state were manually marked by the
clinicians A.D. and P.B. based on the electroclinical and video-recorded information derived
from video EEG monitoring. Our prediction task was designed to discriminate between
the portion of the preictal state immediately preceding the seizure and a normal signal
recorded during the interictal state (see Figure 2). To this end, we defined two binary
categories based on the distance from the upcoming seizure: class 1 contained signals
sampled from the time window between 0 and 30 min before the seizure, while class 2 had
signals sampled from 30 min randomly selected from the interictal state activity.
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Figure 2. Standard segmentation for the EEG recording of an epileptic patient. (A) The trace depicts
480 min of recording from the F7 channel during a seizure divided into four main stages: interictal,
preictal, ictal, and postictal. The green areas represent the 30 min from the preictal and interictal
states used for the binary prediction task. Panels (B–E) illustrate magnifications of 20 s of recordings
from 20 channels at the beginning of the interictal, preictal, ictal, and postictal states, respectively.

2.3. Data Preprocessing and Feature Extraction

The signal was initially processed by applying Notch filters at 50 and 100 Hz to
eliminate power line interference, and a high-pass filter at 1 Hz was implemented to remove
the DC offset and baseline fluctuations on all signals using the MNE package Python
version 3.8.5 [31,32]. Next, a low-pass filter was implemented at 125 Hz to maintain higher
frequencies that could characterize abnormal brain activity [33,34]. After preprocessing, the
EEG signal was divided into 5 s non-overlapping time windows, and a set of 53 commonly
used features [16] was extracted using the MNE-Features subpackage (see Table A2). These
features contained time domain features such as the mean, variance, standard deviation,
skewness, and kurtosis, as well as essential frequency domain features such as the power
spectral density, spectral entropy, and Hjorth parameters (mobility and complexity).

2.4. Machine Learning Models

The primary purpose of this study was to predict seizures through a binary classifica-
tion task, which would allow raising warning alarms before the appearance of a seizure.
Different supervised machine learning models, including support vector machines (SVMs),
decision trees, k-nearest neighbors, logistic regression, naive Bayes, random forests, and
gradient boosting, were applied to discriminate between the preictal and interictal states.
The best-performing model was selected, considering the highest average accuracy in all
patient data. The best model was XGBoost, which is well suited to classifying large-scale
data thanks to its scalability and parallelization [35].

The Optuna framework [36] was used to tune the hyperparameters and improve the
performance of the default settings. The search space included the booster type (gbtree,
gblinear, or dart), lambda (1 × 10−8 to 1.0), and alpha (1 × 10−8 to 1.0) parameters.
Additionally, depending on whether the booster was gbtree or dart, the max_depth (1 to 9),
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eta (from 1 × 10−8 to 1.0), gamma (from 1 × 10−8 to 1.0), and grow_policy (depthwise and
lossguide) were also tuned. When the dart booster was selected, the sample_type (uniform
and weighted), normalize_type (tree and forest), rate_drop (from 1 × 10−8 to 1.0), and
skip_drop (from 1 × 10−8 to 1.0) were finally searched to find more effective values. This
dynamic space search was iterated 30 times to find optimized hyperparameters.

2.5. Model Evaluation

The performance was measured considering the accuracy (ACC), sensitivity (SEN),
and specificity (SPE), which vary between 0 and 1:

Accuracy = ((tp + tn)/(tp + tn + f n + f p)), (1)

Sensitivity = (tp/(tp + f n)), (2)

Speci f icity = (tn/(tn + f p)), (3)

where tp indicates true positives, tn indicates true negatives, fn indicates false negatives,
and fp indicates false positives.

The randomized cross-validation (RCV) and leave-one-patient-out (LOO) validation
methods were compared to evaluate the performance of the model. In RCV, the data
samples were randomly split into training and test sets using fivefold cross-validation. The
performance metrics were computed separately for each patient in the test set, and the
process was repeated five times. The average performance metrics were then reported [24].
On the other hand, in LOO validation, each patient’s recordings were iteratively left out of
the training set. The performance of the model was evaluated separately for each patient,
and the results were compared for both data sets to assess the differences between the two
validation strategies.

3. Results
3.1. RCV

The RCV results for the CHB-MIT data set are presented in Table 1. The findings show
that chb01 had the highest ACC (91.33%) and SEN (100%), indicating that the model could
accurately identify the correct preictal and interictal states of this patient. Furthermore, three
patients had 100% SPE, reflecting the ability of the model to correctly identify interictal states.
On average, the model achieved an ACC of 78.75%, SEN of 64.48%, and SPE of 78.20% in
all patients. In contrast, chb04 had the lowest ACC (68.85%), and chb05 had the lowest SEN
(33.28%), indicating that the model’s performance was relatively lower for these patients.
For chb01, the model failed to identify the interictal states, probably due to the very short
interictal time interval, leading to an SPE of 0%. It is interesting to notice that the prediction
performance can significantly differ among patients. One possible explanation is that the
considered cohort might contain patients with heterogeneous types of seizures, which can
manifest with a variety of EEG signatures that might be more or less challenging to detect.

The RCV results in our data set were similar, as shown in Table 2. The best accuracy
of 86.23% was achieved for p8, whereas p4 had the highest sensitivity of 83.40%. Eight
patients obtained a specificity of 100%. The mean values for ACC, SEN, and SPE in all
patients were 81.68%, 64.66%, and 96.12%, respectively. Among the patients, p10 had the
smallest ACC and SEN with 73.24% and 49.80%, respectively, while p7 had the minimum
SPE with 72.39%. These results demonstrate that the RCV validation method can achieve
high prediction performance in both data sets.
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Table 1. RCV results for the CHB-MIT data set. Bold format highlights maximum values.

Patient Number Gender Total Seizures ACC (%) SEN (%) SPE (%)

chb01 f 3 91.33 100.00 0.00
chb04 m 3 68.85 66.59 71.29
chb05 f 3 72.18 33.28 89.38
chb06 f 5 81.81 60.05 97.37
chb07 f 2 75.95 49.90 100.00
chb12 f 4 86.05 75.08 100.00
chb15 m 6 76.53 80.73 67.57
chb24 - 2 77.32 50.20 100.00

Average 78.75 64.48 78.20

Table 2. RCV results for our data set. Bold format highlights maximum values.

Patient Number Gender Total Seizures ACC (%) SEN (%) SPE (%)

p1 m 10 82.90 68.99 100.00
p2 f 3 85.75 66.61 100.00
p3 m 2 79.49 49.91 100.00
p4 f 6 85.92 83.40 88.82
p5 f 3 84.20 62.08 100.00
p6 f 4 80.36 69.19 100.00
p7 f 5 76.95 79.99 72.39
p8 m 3 86.23 66.68 100.00
p9 m 2 81.77 49.97 100.00
p10 f 2 73.24 49.80 100.00

Average 81.68 64.66 96.12

Figure 3 compares the RCV performance metrics between the two data sets. The
results indicate that the model achieved similar performance in both data sets, with a
noticeable difference of almost 18% only for the SPE metric.

Figure 3. Average performance computed using the RCV validation method on the two data sets.
The bar chart displays the average performance metrics and the standard error of the mean.

3.2. LOO

Table 3 reports the performance measured using the LOO validation method on the
CHB-MIT data set. The average values of ACC, SEN, and SPE in all patients were 49.55%,
55.56%, and 43.54%, respectively, representing a dramatic decrease compared with the RCV
validation method. The results indicate that chb07 achieved the highest ACC (57.64%) and
SEN (79.31%) among all patients, while chb12 had the highest SPE (51.53%).
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The performance measured using LOO validation in our data set is shown in Table 4.
In addition, in this case, we observed a significant drop in performance, with average
metric values of 50.93%, 48.62%, and 54.58% for ACC, SEN, and SPE, respectively. The
highest values were obtained in the same patient p5, with 79.20% for ACC, 77.79% for SEN,
and 80.09% for SPE.

Table 3. LOO validation method’s results on the CHB-MIT data set. Bold format highlights maximum
values.

Patient Number Gender Total Seizure ACC (%) SEN (%) SPE (%)

chb01 f 3 43.23 39.88 46.58
chb04 m 3 48.19 49.54 46.85
chb05 f 3 55.28 62.31 48.24
chb06 f 5 46.86 57.11 36.61
chb07 f 2 57.64 79.31 35.97
chb12 f 4 49.38 47.22 51.53
chb15 m 6 49.15 51.34 46.96
chb24 - 2 46.67 57.78 35.56

Average 49.55 55.56 43.54

Table 4. LOO validation method’s results on our data set. Bold format highlights maximum values.

Patient Number Gender Total Seizure ACC (%) SEN (%) SPE (%)

p1 m 10 44.93 52.80 36.26
p2 f 3 43.09 59.81 32.00
p3 m 2 56.02 52.78 58.04
p4 f 6 37.64 51.30 24.08
p5 f 3 79.20 77.79 80.09
p6 f 4 59.57 48.21 77.61
p7 f 5 54.27 44.22 67.34
p8 m 3 50.41 20.56 68.93
p9 m 2 35.48 59.31 23.32
p10 f 2 48.68 19.44 78.07

Average 50.93 48.62 54.58

The comparison of performance metrics between the two data sets using the LOO
validation method is reported in Figure 4. Similar to the RCV set-up, in this case, we
observed only minor differences between the data sets, with slight variations mainly in
SEN (6.94%) and SPE (11.04%).

Figure 4. The results of the LOO validation method on the CHB-MIT data set and our data set to
classify interictal and preictal phases are indicated. The bar chart displays the average performance
metrics and the standard error of the mean.
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3.3. Comparison between RCV and LOO

Table 5 and Figure 5 illustrate the difference in performance metrics resulting from
the two validation methodologies. Overall, we can observe a striking drop in performance
according to all metrics when adopting the more stringent LOO validation procedure. In
particular, the accuracy decreased by almost 30% for both data sets, and the sensitivity
decreased by 8.92% for CHB-MIT and 16.04% for our data set. The specificity decreased by
35% and 42% for CHB-MIT and our data set, respectively.

The performance metrics’ averages, standard deviations, and results of statistical
significance testing (two-tailed student’s t-test) are reported in Table 5. The estimated p-
values indicate that the differences were always statistically significant; only the sensitivity
metric measured on the CHB-MIT data set did not seem to become significantly worse
when the LOO validation procedure was adopted.

Table 5. Results of the t-test comparing RCV and LOO validation methods on the CHB-MIT data set
and our data set. All performance metrics are illustrated by mean (%) ± standard deviation.

Data Sets Metrics RCV LOO p-Value

ACC 78.75 ± 7.34 49.55 ± 4.72 <0.001
CHB-MIT SEN 64.48 ± 20.88 55.56 ± 11.87 0.31

SPE 78.2 ± 34.21 43.54 ± 6.40 <0.05

ACC 81.68 ± 3.45 50.93 ± 12.80 <0.001
Our data set SEN 64.66 ± 10.34 48.62 ± 15.96 <0.05

SPE 96.12 ± 9.99 54.58 ± 21.81 <0.001

Figure 5. Comparison of the average performance metrics for classifying interictal and preictal
phases on the CHB-MIT data set and our data set using RCV or LOO validation methods. Error bars
represent the standard error of the mean.

4. Discussion

In this study, we used two data sets containing multichannel EEG recordings to evalu-
ate the adequacy of randomized (RCV) and leave-one-patient-out (LOO) cross-validation
strategies to measure machine learning algorithms’ performance in a seizure prediction
task. To this end, 53 features were first extracted from preprocessed EEG data, and various
standard machine learning classifiers were trained to predict whether a signal window
belonged to a preictal vs. interictal state. The best-performing model (XGBoost) was
optimized using a Bayesian hyperparameter tuning procedure based on the Optuna frame-
work and was finally deployed to compare two cross-validation schemes using standard
performance metrics: accuracy, specificity, and sensitivity.



Appl. Sci. 2023, 13, 4262 9 of 12

The results obtained using the RCV validation scheme suggest that machine learning
algorithms can achieve remarkable performance in seizure prediction, with an average
accuracy of 79% for the CHB-MIT data set and 82% for our data set. The accuracy was even
more impressive for individual patients, reaching 91% in CHB-MIT and 86% in our data set.
These findings align with previous results reported in the literature, which used similar
machine learning models for seizure prediction. For example, a study reported an average
sensitivity of 75.8% in discriminating interictal and preictal states using SVMs [19]. Another
reported an average sensitivity of 80% [37], and yet another study obtained an average
accuracy of 81.17% using time-frequency feature extraction combined with classification
techniques [24].

However, our results clearly highlight that the RCV validation method could lead
to overly optimistic conclusions. Indeed, when using the more robust LOO validation
procedure, all performance metrics dramatically dropped, often by more than 20%. This
suggests that a random splitting of EEG windowed signals might consistently increase
the risk of overfitting the training data, making it easier for the model to learn spurious
statistical features that are not representative of the clinical condition. For example, the clas-
sifier could learn to predict an upcoming seizure based on a systematic but uninformative
alteration of the EEG recording, such as a temporary increase in skin conductivity caused
by a patient’s sweating. When tested on a completely different patient, such a classifier
would misinterpret sweating as an alerting signal.

5. Conclusions

The main objective of the present study was to establish a solid validation methodology,
which could be used in future studies to more robustly assess the performance of machine
learning models in epilepsy research. Building a system that could work accurately “out of
the box” with new patients is one of the greatest challenges in seizure prediction, and we
argue that the leave-one-patient-out validation strategy explored in our study is closer to
real-life operating scenarios compared with randomized cross-validation procedures. Such
a conclusion is aligned well with recent proposals that call for the adoption of more stringent
evaluation criteria in seizure prediction [38], as well as with more general guidelines for
the application of artificial intelligence tools in medicine [39]. Indeed, measuring the
performance of a detection model on a completely left-out set of patients, rather than on a
randomly selected split of the data, would allow avoiding introducing spurious correlations
in the training/testing split and thus better assess the robustness and generalization across
clinical settings and patient populations.

Once a proper evaluation methodology has been established, we aim to explore more
advanced machine learning techniques, such as deep neural networks [40]. This would
require collecting and annotating a much higher volume of EEG recordings, but at the same
time, it could significantly improve the prediction accuracy, even in the leave-one-patient-
out setting. We believe that success in this challenging task would finally pave the way
for the clinical testing of supporting technologies based on machine learning, which holds
great potential to improve the lives of epileptic patients.
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Abbreviations
The following abbreviations are used in this manuscript:

EEG Electroencephalography
XGBoost eXtreme Gradient Boosting
SVM Support vector machine
RCV Randomized cross-validation
LOO Leave-one-patient-out
ACC Accuracy
SEN Sensitivity
SPE Specificity

Appendix A

Table A1. List of 22 channels used in the CHB-MIT data set.

Data Set Channel Names

CHB-MIT

FP1-F7, F7-T7, 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, CZ-PZ,

P7-T7, T7-FT9, FT9-FT10, FT10-T8

Table A2. List of 27 APIs used to extract the signal features.

Feature Type API Names

Univariate features

compute_mean, compute_variance,
compute_std, compute_ptp_amp,

compute_skewness, compute_kurtosis,
compute_rms, compute_quantile,

compute_decorr_time,
compute_pow_freq_bands,

compute_hjorth_mobility_spect,
compute_hjorth_complexity_spect,

compute_hjorth_mobility,
compute_hjorth_complexity,

compute_higuchi_fd, compute_katz_fd,
compute_zero_crossings, compute_line_length,
compute_spect_slope, compute_spect_entropy,

compute_energy_freq_bands,
compute_spect_edge_freq,

compute_wavelet_coef_energy,
compute_teager_kaiser_energy

Bivariate features
compute_max_cross_corr,
compute_phase_lock_val,
compute_nonlin_interdep
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