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Simple Summary: The ambulatory ECG (AECG) is an important diagnostic tool for many heart
electrophysiology-related cases. This review covers some key Ambulatory ECG applications of
Machine Learning algorithms, which include both statistical learning and neural network-based deep
learning algorithms.

Abstract: The ambulatory ECG (AECG) is an important diagnostic tool for many heart electrophysiol
ogy-related cases. AECG covers a wide spectrum of devices and applications. At the core of these
devices and applications are the algorithms responsible for signal conditioning, ECG beat detection
and classification, and event detections. Over the years, there has been huge progress for algorithm
development and implementation thanks to great efforts by researchers, engineers, and physicians,
alongside the rapid development of electronics and signal processing, especially machine learning
(ML). The current efforts and progress in machine learning fields are unprecedented, and many of
these ML algorithms have also been successfully applied to AECG applications. This review covers
some key AECG applications of ML algorithms. However, instead of doing a general review of ML
algorithms, we are focusing on the central tasks of AECG and discussing what ML can bring to solve
the key challenges AECG is facing. The center tasks of AECG signal processing listed in the review
include signal preprocessing, beat detection and classification, event detection, and event prediction.
Each AECG device/system might have different portions and forms of those signal components
depending on its application and the target, but these are the topics most relevant and of greatest
concern to the people working in this area.

Keywords: ambulatory ECG; machine learning; deep learning; pattern recognition; noise reduction;
Holter ECG

1. Introduction

Ambulatory electrocardiograms (AECG) have evolved greatly from the traditional
24-48 h of Holter monitoring devices. Now, AECGs can last as short as 30 s to as long
as 30 days. There is a much wider range for lead selection, with AECGs coming in the
form of a small patch with a small vector to a full-scale 12-lead electrocardiogram (ECG)
with a wide coverage of heart electrical activity. The clinical applications for AECGs
have also expanded from limited arrhythmia analysis to morphology analysis of ST level
and QT interval and risk stratification/prediction [1]. Figure 1 is a diagram of the scope
for AECG devices and algorithms. In the figure, the most noticeable development of
AECG in recent years is innovation in miniaturized devices and applications such as patch
devices, wearable devices such as smart watches (Apple Watch), and convenient home
use devices such as Alivecor’s Kardia Mobile™. These recent innovations are not only
convenient to use by patients, they are also FDA-approved medical devices and medical
applications [2—4].

Although there have been many new and exciting developments for AECGs involving
device type, data capacity, and physical size, the core of AECGs—the basic algorithms, as
shown in Figure 1’s core circle, which include signal conditioning, beat detection, event
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detection, and interpretation—have not changed very much. However, key challenges for
each of the four processing tasks listed above remain, particularly in noise handling, how
to reduce noise during preprocessing, and how to differentiate noise and signals during
beat detection and classification. The reason noise continues to be a challenge for AECGs
is mainly because most AECGs are recorded outside of hospitals. Therefore, there is no
trained medical personnel to monitor the signal quality, patients move around and engage
in various activities while carrying the recording devices, and the recording time can also
be long. It also needs to be indicated that most recent AECG recordings based on home-use
devices such as Kardia Mobile/6L and Apple Watch are short-segment/noncontinuous
vs. traditional continuous recordings from Holter recording of 24-72 h. For long Holter
recordings, some learning algorithms can be applied for a period to accumulate initial
templates, and the learning process can be updated with the longitudinal data to refine the
template matching and beat detection. On the other hand, short recordings of AECG cannot
afford too long of a learning segment, and thus they are more dependent on pre-learned
model performance.
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Figure 1. There are a wide range of AECG devices and applications. The recording length can be
from 30 s to 30 days, and the number of leads of ECG can be from 1 to 12. At the center of all these
lies the AECG algorithms including filtering, beat detection and classifications, and event detection
and prediction. For devices with 1 or 2 leads, the events are mainly in rhythm abnormalities, such as
sinus, AFIB, or tachycardia/bradycardia. For devices with more leads, some morphology analysis
can be added such as ST, QT, LVH, or BBB.

Thirty-five years ago, a limited capacity microprocessor-based AECG algorithm could
already achieve AECG beat detection accuracy to around 99% for normal beats and 96% for
ectopic beats [5]. It is this remaining 2-3% of AECG signals that remain uncharacterized
due to the challenges discussed above. Now the question or challenge is whether modern
techniques offer significantly better performances than the ‘old” ones.

In recent years, with the rapid development of machine learning (ML), deep learning
(DL) in particular, many researchers have applied ML /DL methods to AECG algorithms [6-11].
Unlike the previous wave of interest in ML and neural networks around the 1980s to the
1990s, the recent development in the field has shown more promise, primarily due to the
availability of larger training data sets and the maturity of the ML algorithms, especially
convolution neural networks (CNN) and recurrent neural networks (RNN) [12,13]. One
major advancement of the CNN-based AECG algorithms is that they can directly process
ECG waveforms after initial preprocessing, without the need for ECG feature extraction,
which the last generation of neural network algorithms relied on. Theoretically, since
feature extraction of ECG signals from noisy data is usually difficult and time-consuming,
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the advantage of not relying on predefined feature extraction is that it can increase the
efficiency of building new AECG algorithms from scratch if a large training data set is
available.

The traditional 24-48 h Holter AECG might be described as the first attempt at big
data analysis, but with less impressive results and with far greater effort compared to
some current methods. An average of 100,000 to 200,000 plus heartbeat cycles of ECG data
needed to be processed for a single data recording. Either automatic or semi-automatic
learning models, which include template matching and clustering, were used during the
analysis [14]. These types of learning algorithms were mainly limited to current patient
data, instead of using a wide group of patients’ data for training sets as the most current
DL algorithms do. Most recent applications of DL methods to AECG have used large data
sets consisting of multiple patients” data recordings as the training set, followed by the
application of automatic pattern matching during analysis. A combination of large data
sets at the pre-learning stage and the individual data’s continuous learning can be a key to
improve the analysis accuracy for such a relatively long AECG analysis [15].

After the initial excitement of experiencing ML/DL’s performance of processing
AECG, it is important to understand how ML algorithms work and perform in comparison
to more traditional algorithms. Instead of a general overview of ML /DL techniques, which
have been recently discussed in other reviews, this review focuses on how these new
ML/DL algorithms can perform better in recognizing differences between physiologically
meaningful signals and noise, and ways in which these new algorithms can be used
together with traditional models to achieve even better performance and interpretability.
Interpretability is very important for most medical applications, not only because it can
help us better understand how the algorithms work, but also because it is more relevant for
causality analysis—fundamental to helping physicians find causes and better treatments.
We here cover how these points are relevant to each key step of AECG processing.

2. A Summary of Machine Learning Algorithms Used for AECG

Various machine learning algorithms have been used for AECG signal processing and
detection for several decades, although DL algorithms have only become more widely
used in recent years [13-16]. Therefore, we can list DL vs. non-DL algorithms separately.
The purpose of this section is not to introduce each algorithm, rather for the convenience
of the discussions in a later section.

2.1. Machine Learning Algorithms without Deep Learning

As shown in Figure 2, there are many ML algorithms in this category. We can divide
them into supervised and unsupervised learning [17]. Supervised learning requires an
input-label /reference pair for training the algorithm, while unsupervised learning does
not need reference/labeling (note: this might not be a complete list of all the algorithms).

e  Fuzzy logic algorithm—Using fuzzy logic for rule-based classifications. The fuzzy
logic uses a ‘soft edge’ decision boundary to replace the ‘crispy” decision boundary on
the basis of multiple criteria. It maintains its interpretable nature while being able to
adapt to the complicated decision boundaries. However, the algorithm complexity
can increase very fast with the increase of the number of input features.

e Linear regression—It builds a linear correlation model between inputs and outputs,
mostly used for continuous value output.

e Logistic regression—It also builds the correlation model between inputs and outputs,
converging to binary level output by logistic functions such as sigmoid. It can be used
for categorical classifications.

e Decision tree—Automatically generates a rule-based classification by a tree-like
model. It usually has very intuitive flowchart symbols and rules, and therefore
it is simple to understand and interpret. However, it can be relatively inaccurate
compared to other predictors with the similar data.
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e  SVM (support vector machine)—A binary classification to maximize the distance
between two classes. It has become one of the most robust binary classifiers. It also
can perform nonlinear classification with its kernel functions.

e Bayesian network (naive Bayesian network)—Applies simplified Bayesian theorem
for classifications. It builds a probabilistic relationship between symptoms and mea-
surements with the causes of diseases, and therefore is usually a better causality
model than neural networks’ ‘black box” models. However, it requires more known
knowledge such as conditional /joint probabilities of input variables.

e  k-NN (k-nearest neighbors)—A very intuitive classification algorithm wherein a
sample is classified on the basis of a common majority rule of its k closest neighbors.
It is a very effective classification algorithm with limited training samples. It works
better with a small number of input features.

e Random forest—An ensemble learning method by constructing multiple decision
trees. A test sample is classified on the basis of the selections made by most trees. It has
some relationship with the decision tree algorithm but is better for avoiding overfitting.
It has become one of the most widely used classification algorithms outside of neural
networks models.
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Figure 2. A diagram for the most widely used statistical learning algorithms. Most of the non-deep
learning algorithms listed here can work on moderate-sized data since their independent parameters
are limited. These algorithms mostly work on previously extracted features, or they can help to
identify the best features such as PCA. On the left is unsupervised learning mainly used for clustering
and feature optimization; on the right are supervised learning algorithms, requiring pairs of inputs
and labels. All these methods have been used widely in AECG applications in the last several decades.

Here is a list for the most widely used unsupervised algorithms:

e K-mean—A clustering algorithm based on vector quantization that partitions n ob-
servations into K clusters, e.g., clustering ECG beats into templates in Holter analysis
(not to be confused with k-NN, which is a supervised classification algorithm).

e  BSS (blind signal separation)—Separates a set of source signals with little informa-
tion about source signals, e.g., separate signal and noise of AECG.

e PCA (principal component analysis)—One of the most popular unsupervised algo-
rithms for data reduction and feature optimization, e.g., determining which ECG
features are more important for AFIB detection.



Hearts 2021, 2

476

e HMM (hidden Markov model)—Assume signals to be a Markov process, current
state, X(n) only depend on immediate previous state X(n-1). e.g., to describe R-R
interval sequence of AFIB ECGs.

These groups of algorithms mostly belong to statistical learning and modeling with
mathematical equations, instead of distributed weights and layers in neural networks
and DL algorithms. Most statistical algorithms listed here can work on moderate-sized
data since their independent parameters are limited. These algorithms mostly work on
previously extracted features, or they can help to identify the best features.

2.2. Neural Network Deep Learning Algorithms for AECG

Different from the statistical learning algorithms above, neural network (NN) learning
algorithms are based on the parallel and layered structure. The optimization is usually
done through minimizing cost functions by some sort of backpropagation of gradients [18].
Previous NN learning started in the 1980s with many applications in ECG processing
and pattern recognition [19,20]. The NN models were mostly 1-2 hidden layers, so-
called ‘shallow learning’, whose inputs were mostly pre-extracted features or localized
waveforms [21]. The current wave of DL models of NN started in around 2012, although
a CNN-based DL algorithm for digits was published earlier [22,23]. A list of the most
widely used DL algorithms is found below (Figure 3 is a diagram for a summary of DL
algorithms).

Supervised Learning:

e  Convolutional neural network deep learning (CNN)—The most popular DL algo-
rithm with many applications in AECG. The multi-layer structures of CNN act as a
filter bank, and the nonlinear activation functions of CNN act as feature extraction.
Therefore, the CNN models are capable of handling original ECG waveforms directly.

e  Recursive neural network deep learning (RNN)—RNN models add links among
their hidden units (cells) to add memories for time series signals, similar to the concept
of IIR filters used in signal processing. AECG signals are time-series signals whose
features such as P-R and R-R intervals can be well fitted to certain time-series models.

o  Transfer learning—This algorithm is very useful for DL models without enough
training data for the current application. A pre-trained DL model for another domain
is transferred to the current application. It only re-trains fewer layers of the transferred
model or adds fewer new layers for retraining.

e  Ensemble learning—This algorithm is not only useful for DL models. Random forest
learning mentioned above is a type of ensemble learning. General ensemble learning
can be extended to a wide range of groups of model collections and voting, suitable for
complicated detection and prediction applications. Statistically, ensemble learning can
also be viewed as an application of the central limit theorem. However, in practical
use, it needs to know if computation power is enough to handle multiple models
running.

e  Self (semi)-supervised learning—This learning method deals with limited labeled
data and large amounts of unlabeled data, which almost all applications are facing.
It can be very useful in applications of AECG, although there are not too many
mentioned thus far.

e  Online learning—It allows for a pre-trained large model to be updated with the new
coming samples, while still maintaining good performance for previously trained
samples. This is a particularly good concept but lacks matured algorithms thus far.
Some of the transfer learning examples can be viewed as special cases for online
learning with only new training samples updated from a pre-trained model, but “old
samples’ are most likely forgotten.

Unsupervised learning;:
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e  Auto-encoder (AE)—This algorithm is a DL model for encoding the original input,
such as ECG waveforms. After training, it can represent ECG waveform with a
much-condensed latent variable vector.

e  Variational auto-encoder (VAE)—It has the same structure and training as AE. How-
ever, during the applications, one can adjust its latent vector to form different variation
patterns of the original waveforms, for example, to synthesize different noise patterns.

Reinforcement learning (RL):

Reinforcement learning is the third large type of learning algorithm that recently
achieved very promising results in many fields, especially in game playing [24,25]. RLs
use agents to fit into an environment in order to maximize reward. There are also some
attempts of RL for AECG processing but with limited successes [26].

Figure 3 is a diagram of a summary of DL algorithms. In summary, DL models need a
large database to train. The rapid development of DL models goes side-by-side with the
availability of big data and big computation power. For AECG, a large ECG waveform
database with corresponding labels is needed for training purposes.
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Figure 3. A diagram of a summary of DL algorithms. DL models rely on big data. For AECG, a
large ECG waveform database with corresponding labels is needed for training purposes. In the
list, CNN and RNN are the most popular DL models. Transfer learning and ensemble learning also
become practical for AECG. However, there has been limited use of reinforcement learning and self-
supervised learning thus far. AE and VAE are very useful for noise detection and feature extraction.

3. AECG Signal Preprocessing—Noise Filtering

The main purpose of the preprocessing of AECG signals is to reduce noise while
bringing minimum distortion to the original signals. Any type of filtering can distort the
signals, and therefore we need to make sure that the distortion is tolerable and meets the
standards defined for each application.

A typical noise handling task in AECG can be described by a diagram shown in
Figure 4, where there are two parallel paths for preprocessing: one (the upper path) is
mainly for noise reduction and signal-to-noise ratio (SNR) improvement, but with some
signal distortion; the other (the bottom path) is also for noise reduction but with minimal
signal distortion. The results from the first path can be used to assist the second path, e.g.,
signal averaging; as shown in the figure, an average beat is formed with the trigger points
detected from the first path.
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Figure 4. Signal preprocessing can have 2 parallel paths, one (the upper path) is mainly for noise
reduction and SNR improvement, but with some signal distortion, while the other (the bottom path)
is also for noise reduction but with minimal signal distortion. The results from the first path can
be used to assist the second path, e.g., signal averaging; as shown in the figure, an average beat is
formed with the trigger points detected from the first path.

3.1. AECG Signal Processing-Noise Reduction

The conventional bandwidth for AECG is 0.5-40 Hz, compared to a diagnostic resting
ECGs 0.05-150 Hz [1,27,28]. Since most AECG applications are focused on rhythm and
arrhythmia analysis, the main task for preprocessing is to enhance the QRS complex as
shown in the upper path of Figure 4. With the applications expanding to other ECG
morphology analyses such as ST and QT, preprocessing also needs to consider reducing
the signal distortion to other signal segments while enhancing the QRS complex segment,
but we here focus on the mainstream application of AECGs.

If the noise’s frequency contents are higher than 40 Hz, it is called ‘out-band’ noise,
which can usually be removed or reduced by a bandpass filter. If the noise’s frequency
contents are within 40 Hz, then it is called ‘in-band’ noise, which can be caused by motion
and muscle contraction; this is almost unavoidable for AECG. It is this in-band noise that
needs to be dealt with using more specialized methods. Compared to the preprocessing
of diagnostic ECGs with very a small tolerance for signal distortion, AECG signals are
allowed to have a larger tolerance for signal distortion. Therefore, there are more choices
for filtering methods.

It should be noted that if preprocessing is only to form some type of detection function
for the purpose of QRS or P wave detection—not for analyzing ECG morphology—then
processing methods can be more flexible as long as signal-to-be-detected can be enhanced
while uninterested portions can be attenuated. For example, the QRS detection function
applied in this classic paper [5] enhanced QRS complex and attenuated noise, and even P
and T waves, such as the output of the upper path of Figure 4.

Usually, there are two parallel paths for ECG signal preprocessing, as shown in Figure 4,
one for beat detection (which maximizes the SNR of QRS) and one for more detailed ECG
analysis with a minimized distortion to the original waveform shape. If needed, signal
averaging or median beats can be formed from the second path signal output.

3.2. Early Stage of ML Filtering of AECG

As most recent studies using ML for AECGs are focused on beat-classification and
event detection, it needs to be pointed out that many ML technologies are evolved from
the various adaptive filtering algorithms that include the earliest attempts to AECG’s
powerline interference reduction [29]. In those ECG adaptive filtering applications, the
models were learned and converged in real time, and most of the time the model is linear
and very compact and therefore it can converge fast. There are some similarities of those



Hearts 2021, 2

479

adaptive filtering models to the current ML learning model, such as minimizing the error
of prediction and target with the steepest descent of gradient of the errors.

The first nonlinear adaptive filtering was proposed and applied to AECG in the early
1990s [19]. This research created a neural network model for real-time filtering, and it
achieved better performance for beat detection for noisy data. The reason is that the
nonlinear model can adapt to color noise better than linear models so as to improve the
accuracy of the match filters.

The wavelet methods are also among the advanced noise filtering methods for
AECG [30]. It is also a nonlinear signal processing method, in which different wavelet trans-
formed scales were filtered differently and then inverse transformed back to time-domain
signals.

3.3. Using Deep Learning Models for ECG Denoising

The ML algorithms can be used for both the detection function and waveform analysis.
The first major task of any ML algorithm is to read and format the ECG data from originally
sampled formats, which can be an involved task since data can come from different devices
with different formats. For AECG, large data sets are mostly shared with the following
three formats: (1) Physionet-MIT data format [31], (2) International Society for Holter and
Noninvasive Electrocardiology (ISHNE) format [1], and (3) devices” outputs in Json/XML
format with readable ECG data.

The study of [32] applied several DL models to ECG signal denoising, in which
a multilayer CNN model and an RNN model were used separately for a supervised
regression. For the training set, inputs are noisy ECG signals, and the targets are denoised
ECG. The model is more like an auto-encoder where input and target pair have the same
signals, with the exception of the target signal, which is to be a leaned version of the input
signal [33].

The auto-encoder is designed to extract the independent latent representation, and
is also employed in the conditioning of ECG signals [33-36]. The auto-encoder usually
has an inversely symmetric architect where the input signal is transformed into a latent
representation vector with significantly fewer dimensions. The signal is then reconstructed
solely on the basis of the latent representation vector. Therefore, with a clean signal as
a target for reconstruction from noisy inputs, an auto-encoder can perform as an ECG
signal conditioner. The input of an auto-encoder is usually ECG signal without the need
for labels, making it much more achievable than supervised DL methods. Some even
applied generative adversarial networks (GAN) in feeding auto-encoders to further reduce
the need for large datasets [37]. Due to the dimension reduction nature of the method,
auto-encoders can also be applied in other applications such as compression [38—40].

The study of [32] combined conventional filtering with a CNN DL model to obtain a
higher SNR improvement. The initial filtering of ECG signals included a bandpass filter
(0.1-30 Hz), an IIR notch filter, and a wavelet filter for removing baseline wander. The
filtered signals were fed into a 15-layer CNN model.

Unlike arrhythmia analysis or beat classification where ground truth requires medical
expertise, for ECG denoising analysis, a training data set can be obtained by adding
synthetic noise to a presumed clean ECG signal [41,42].

These types of DL model-based denoising filters have much more computational
burden than other types of filters. Therefore, usage is limited for applications with compu-
tational and/or battery life limitations.

4. AECG Beat Detection and Classification

Beat detection and classification are the essential tasks of any AECG application. The
good news is that the accuracy of beat detection (QRS complex) had already reached more
than 99% before any advanced ML algorithms were invented or applied years ago [5].
However, the performances of those beat detections are very much dependent on the test
databases. In addition, it needs to be indicated that the performance of beat classifiers is
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usually not as good as the beat detection only algorithms. The challenges for current ML
enthusiasts are not just to prove that ML, especially DL algorithms, can work on AECG beat
detection and classification, but also to show improved performance for the remaining 1%
of the widely used test databases, and also for improved performance on more challenge
databases.

4.1. Conventional Algorithms for Beat Detection and Classification

In a conventional AECG analysis program, after the preprocessing and the detection
function is formed, a combination of thresholding and pattern matching algorithms are
used for both beat detection and classification. Here, the task of beat detection is to detect
any QRS complex, regardless of its source of origin, which can start from sinus, atrial, junc-
tional, ventricle, fusion, etc. The beat classification separates beats into different categories
or templates. There are two main challenges for both beat detection and classifications:
noise handling and the time-series nature of the beats.

4.1.1. Use Both Thresholding and Template Pattern Matching

The biggest challenge is still noise—electrode motion noise, muscle noise, powerline
interference, etc. Noise detection is a major part of any AECG algorithm. After various
filtering and techniques are used, as reviewed in the previous section, AECG’s SNR is
improved so much that the beat detection accuracy can be as good as 99% or even higher.
For a 24-h Holter recording, there are about 100,000 beats on average. Thus, a 99% accuracy
means there are still about 1000 beats missed. We would hope a Holter ECG reviewer does
not have to correct each miss beat-by-beat, otherwise, it could be a time-consuming task.
A good thresholding method is to find the optimal threshold between QRS complex and
the noise floor. Due to the nature of the AECG’s relatively high noise level, sometimes the
separation of beat and noise is difficult.

The pattern matching method can work better than using a threshold only, especially
under low SNR situations in which a bank of collected templates is matched with an under-
lying signal beat. If the correlation coefficient is high, then a beat can be identified. If the
correlation coefficient is low, then a new template might be added to the template collection.
The matching can be feature-based or waveform-based. The feature-based template matching
can be more computationally efficient, but it requires a feature extraction process.

4.1.2. Time Series Analysis

By nature, AECG is a time-sequence signal, meaning it has beat cycles. Within
each cycle, there are sequences propagating along certain pathways. Therefore, the beat
detection and classification also need to take this time-series feature into consideration.
For example, when a beat is identified, the following 200-250 ms is called the refractory
period when heart tissue cannot be triggered. This logic is easily applied in conventional
algorithms, but also needs to be considered for machine learning—deep learning neural
network (ML-DNN)-based algorithms.

4.2. ML/DL-Based Beat Detection and Classification

The majority of ML /DL-based AECG studies are beat classifications and arrhythmia
detection [7,13]. Among those studies, most DL algorithms are CNN-based supervised
learning, while few are RNN-based algorithms trying to fit into time-series features of
AECG. Although quite a few papers targeted beat detection and classification, DNN-based
algorithms showed a potential of directly classifying arrhythmia events without explicitly
marking each beat and its type. In one of the first CNN-based large AECG dataset studies,
12 arrhythmias were classified directly from 1 lead ECG with a selected 30 s segment [10].
Another large study also showed a CNN-based model for classifying multiple arrhythmias
and morphology-related abnormalities from multi-lead ECG waveforms directly without
beat detection and beat classification [12].
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Figure 5 shows a general DL model for beat detection and classifications, where one
real value of applying DNN models to AECGs is to possibly skip beat-by-beat analysis
altogether, instead obtaining the final event detection from ECG waveform in one large
model. This works as long as large training sets are available, and Hannun'’s study [10]
had about 90,000 ECGs while Kashou'’s study [9] had about 2.4 million ECGs. For the
learning data set, one key parameter is the length of the input data for each input-label
pair, which can be arranged from 1 s to 10 s, as indicated by the dotted window in Figure 5.
A short window with only one QRS beat can be used to teach the model how to recognize
various QRS beats, whereas a longer window including 3—4 beats can teach the model for
the current QRS beat and its surrounding beats and noise. The longer window is also better
for PVC detection by the model since the window includes the current PVC beat and its
previous and following beats. However, the longer window for input data usually requires
a larger training set since it has more variations of the beat series pattern. Therefore, if the
training set is large enough, the optimal input data window is around 34 s.

Reference formed with beat labels
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Figure 5. DL models can be trained for beat detection and classification directly from ECG waveform. The key is to define

the input/reference pair. The label can indicate beat type and noise segment.

In some AECG applications, especially consumer-based wearable and home-used
devices, the one-step ‘black box” approach might be more preferred. However, for those
AECG applications such as 24 h + Holter and ECG patch, a more comprehensive analysis
including detailed beat detection and beat classification might be preferred, since these
data are edited and annotated for a final medical report and are also more interpretable.

4.2.1. DL Supervised Learning for Beat Detection and Classification

As shown in the drawing of a general CNN-based ECG learning in Figure 6, the
input can be a one-beat or multiple-beat ECG waveform, also being able to have one or
multiple leads. Borrowing the idea of image recognition for original CNN applications, we
can also call this input an ECG image. For the input of multiple-lead ECG signals, either
2-D CNN or 1-D CNN can be used. However, to handle one lead ECG, 1-D CNN is the
better choice. For supervised learning, model structure design also includes selecting a
pair of input-targets (reference), in addition to the number of filters, kernel length, and a
number of layers. The paper of [6] reviewed several CNN-based beat classifiers by model
structure, input data, target class, and other features. All of the studies reviewed took ECG
waveforms with different preprocessing as inputs. Some of them also added extracted ECG
features such as pre- and post-RR intervals of the current beat. It also stated that the CNN
models can perform better for noisy data than conventional feature-based beat detection,
and, as shown in the drawing of general CNN-based ECG learning in Figure 6, the input
can be a one-beat or multiple-beat ECG waveform, being able to also have one or multiple
leads. Borrowing the idea of image recognition for original CNN applications, we can also
call this input an ECG image. For the input of multiple-lead ECG signals, either 2-D CNN
or 1-D CNN can be used. However, to handle one-lead ECG, 1-D CNN is the better choice.
For supervised learning, model structure design also includes selecting a pair of input
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targets (reference), in addition to the number of filters, kernel length, and the number of
layers. Below are several key parameters for CNN model structure on AECG:

Input data, length, and dimension: Some studies used one beat cycle, and some used
multiple beat cycles. The advantage of using multiple beat cycles is to add time-series
information. It is also beneficial for differentiating signal and noise. However, using
multiple segments require larger training sets, since the variation is increased.

CNN kernel filter length and number for each layer: Length of the kernel filter
seems not to affect performance by much, but the number of filters usually increases
from layer to layer, such as 16, 32, and 64. For AECG processing, the number of
filters increased with the complexity of the input signals. For example, if the input
signals are rhythm signals in original sampling frequency, the number of kernel filters
needed can go up to 128 for deep layers. However, if the input signals are shorter
averaged/median beats, the number of filters can be reduced to 32. A large number
of filters generate more latent variables. If there are too many latent variables than
needed, the model learning speed can be unnecessarily slow.

Regular convolution or residual convolution (ResCNN) layer: ResCNN with a skip
layer for each unit can increase training speed. Therefore, most studies adopted the
ResCNN model structure.

Filters : signal size reduce, number of filter
increase

O
O ,‘Q "O
O 0 : Final Classifications
) G
0 @
Multiple CNN blocks Fully connected layers

Figure 6. A diagram of CNN model for AECG classifications. The model input can be a single beat or multiple beats.
Multiple ECG leads can form an ECG image. If only 1 lead is presented, then 1-D CNN can be used. However, if there are
multiple leads as inputs, 2-D CNN can be used. There are multiple CNN blocks to form a deep layer structure. Usually, the

number of filters is gradually increased, but the size of the output of each block is reduced by down-sampling after each

block of max/average pooling and stride operation. The final block of the model consists of fully connected layers. The

final output can be either binary or multiple classifications.

Below are several key strategies for the training of CNN models on AECG:

Batch size: Usually, large batch size is preferred for a big data set and multiple classes,
such as 256 or 512. For binary classification and limited data size, a smaller batch size
can be used, such as 32 or 64. Another consideration is for GPU memory size, since the
whole batch is loaded into GPU memory as one block to speed up the training. The
larger batch will take more GPU memory. For AECG processing, the selection of the
batch size is also heavily dependent on the available training samples. If the training
set is very large, such as 1 million plus, the batch size can be set at 512 to generate a
smoother gradient search path by avoiding too much fluctuation of a smaller batch
size, and most importantly to avoid being ‘trapped’ in a local minimum. However, if
the training set is relatively small, the batch size has to be reduced, with the reduction
of the model layers.

Loss function and output function: These strategies need to be clarified to avoid mis-
use. The classification task can be divided into three categories (as shown in Table 1):
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(1) binary classification, e.g., QRS complex vs. noise; 2) multi-class classification that is
mutually exclusive, e.g., classify QRS beats into N, S, V, F, Q beat types; (3) multi-class
classification but not mutually exclusive, e.g., morphology-related ECG abnormal:
LBBB, ischemia, sinus, etc. Different loss functions and output functions are selected
accordingly. The suggestions are also listed in Table 1.

e  Balance of different class types in each batch of training samples: Very often, we
can have a very different distribution of classes. For example, there are many more
normal beats than PVC or other abnormal beats. If the same distribution is used in the
training batch, it is very likely that the sensitivity of PVC beat detection will be poor.
Therefore, the number of PVC beats can be augmented in each training batch, which
can be in their original form or with variations. Another method is to use weight
balancing. Popular machine learning frameworks, such as Keras, provide a ‘class
weight” parameter for this purpose [43].

e  Prevent overfitting: Theoretically, there are concerns for both underfitting and over-
fitting. However, in most DNN studies, the model size/layer is so large that we might
only need to worry about overfitting problems. The overfitting is usually caused by
a lack of training samples with too many model parameters that need to be trained.
There are several methods that can be used. The first one is to increase the training;
for example, by adding certain noise to the original ECG recording to avoid simple
repetition of the same data. The second method is to apply drop-off to the training
process, which randomly ‘disconnects’ the weights to the output. The third method is
to apply transfer learning [44,45].

Table 1. Selection of loss function and target function for different classification tasks.

Classification Tasks Binary Multi-Class Classifications Multi-Class Classifications
Classification (Mutually Exclusive) (Mutually Nonexclusive)
Examples: QRS beat vs. noise N, S, V, E Q beat types LBBB, ischemia, sinus
Loss function Binary cross-entropy Categorical cross-entropy Binary cross-entropy
Target function One-hot vector (Softmax) One-hot vector (Softmax) Sigmoid, scalar target

4.2.2. Unsupervised Learning for Beat Detection and Classification

Unsupervised learning does not need reference/labels for training, and, therefore,
more data are available for building the algorithms or feature extraction from the models.
The most widely used non-DL algorithms in this category are blind source separation (BSS)
and principal component analysis (PCA).

Blind source separation (BSS) techniques such as ICA and PCA have been widely
applied as a key signal condition method for ECG and other bioelectric signals [46—48].
Most bioelectrical signals have a specific source of generation, and noise observed in
the sensors is generated from independent sources. ECG can be considered as a single
localized electrical signal being observed from the body surface, while typical noise for
ECG—movement artifact, EMG, electrode noise, etc.—are either non-localized or localized
to different locations, making it spatially independent from ECG signal. By the nature
of the ECG signal pattern, the common noise signals are also temporally independent
from ECG signals. In sum, the lack of correlation, both spatially and temporally, is the
foundation of BSS-based ECG noise reduction.

Hidden Markov model (HMM) is a statistical model where the system is assumed to
be a Markovian process—each state entirely depends on its immediately previous states.
Cardiac electricity is a well-controlled and organized electrical process and, therefore,
largely suits the profile of a Markovian state. The application of HMM usually comprises
two stages—the training stage, where the statistical model adapts to the series of events
considered to be part of a Markovian process, and the application stage, where the ‘trained’
HMM is used to provide hidden states as encoded information of the states or provide an
estimation of the incoming state [49-52]. The states can be a subcomponent of an ECG beat
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or segment of ECG rhythms or events. Overall, HMM is a stochastic state model based on a
previous state, and the probability distribution of the model depends on the training data.
The nature of cardiac electricity is deterministic, unlike other bioelectric signals such as
electroencephalogram (EEG), electrogastrogram (EGG), or electromyogram (EMG), making
it a suitable target for HMM.

However, one should note that most arrhythmias are overwhelmingly low in preva-
lence in most populations but very critical for clinical purposes. One good example is
high-degree AV blocks. Consequent P waves without QRS or T waves are very unlikely
in HMM if such a model is trained on the basis of ECG of the general population. This
can lead to false negative detection of P waves that are unsynchronized with QRS waves,
arriving in incorrect rhythm analysis. In the process of ECG analysis, beat segmentation
after, or as part of QRS detection is a key step in a successful ECG beat classification and
analysis. HMM has been applied to ECG segmentation [49,50] to encode each ECG beat
detected. Gaussian mixture model (GMM) is also applied in ECG segmentation and de-
lineation processes. With GMM built for P, QRS, T, and ECG baseline, clustering methods
can be applied to the ECG signal to increase the resolution of ECG segments [53]. Another
unsupervised clustering method, self-organizing neural networks through competitive
learning, is also used to improve QRS onset and offset detection [54].

Higher-order HMM (HOHMM) is also applied to beat classification in ECG analy-
sis [51]. HOHMM, with a similar philosophy to RNN, expands the dependency of state to
further the immediate previous state to allow for more complex dynamics to be modeled.

For beat classification, k-nearest neighbors (k-NN) or fuzzy C-means (FCM) methods
are used very often. Clustering methods have been widely used in ECG beat analysis [55-59]
without clearly defined labels of beat types. While the implementation of clustering
methods varies, the core concept is to group the items in the targeted dataset on the basis
of their ‘similarity’. In these clustering methods (KNN, FCM)), the said similarity is defined
directly through the Euclidean distance in the feature space. The major advantage of
the clustering methods is the lack of dependency on labels, a critical bottleneck for all
supervised methods. However, knowledge-based inputs are not completely absent, and
even item by item labels are no longer needed. For FCM and KCM as examples, the number
of clusters is needed for the formulation of the problem, and, therefore, an incorrect number
of clusters will result in either duplication of cluster content or unnecessary mixings of
different types of beats.

An auto-encoder can also be used for beat classification, which can create a latent
representation of ECG with no externally labeled data and, therefore, be able to serve as a
feature extraction component for further beat classification [60-62]. Once the auto-encoder
reconstructs the ECG beats with proper accuracy, one can assume that the most critical
features of the waveform have been captured and consolidated in the latent vector encoded,
becoming the ideal feature for either clustering methods or supervised training methods
that require fewer data. However, for ECG practices, it is not all sunny. In the training
process of auto-encoder methods, the core objective function for reconstruction is usually
second-order norm or energy-based. The clear advantage of the energy-based objective
function is the simplicity in the generation of first-order derivatives and consequently
better efficiency in training. However, this convenience comes at a price. For ECG analysis,
the shape and location of P wave, a very small component in amplitude, is critical for the
analysis of complicated rhythms such as atrial fibrillation or supraventricular arrhythmias.
However, in an energy-based optimization scheme, more efforts will be focused on higher
amplitude segments—QRS and T waves due to their size and less on P waves, especially
when noise is present. Losing track of P waves may not jeopardize the results of simple
tasks such as discriminating normal beats versus ventricular ectopy, but it will affect more
complicated analysis involving atrial or junctional activities.
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4.2.3. Transfer Learning

Transfer learning is useful when there is not enough training data for a relatively
large deep-learning model. The larger-deep model benefits from direct training on ECG
waveform instead of extracted features. The main approach for transfer learning is to start
with a pre-trained model, adding some padding on the front to adapt to the ECG input,
and then adding a couple of layers on the back for final classification. During the training
process, most weights from the original model are fixed, while only the weights of newly
added layers are trained. In this way, the needed training set is much smaller than if the
whole model had been trained. Alternatively, one could use the original deep model for
feature extraction or use an additional simple model for final classification with extracted
features from the deep model. The study of [45] used a very deep model as automatic
feature extraction. The input is the spectrogram of ECG to fit into a 2-D CNN of the original
model. The features are then extracted from the deep layer and fed to a support vector
machine (SVM) for further training. The performance of classifying normal sinus rhythm,
AFIB, VFIB, and ST change is 97%, a very good result considering the limited training
samples (a total of 7008 data instances).

4.2.4. Ensemble Learning

Ensemble learning involves combining multiple classification models to form a better
performing one. This method has been used for computerized ECG interpretations by
statistical learning methods before [63]. Each model can take different or the same input
signal/features; the final classification is obtained by a voting method. Ensemble learning
is much like multiple experts working on the same problem from different angles, and
then the final decision is reached with some ‘consultation” of the multiple solutions and
proposals. Ensemble learning has been used in AECGs [62,64]. In the studies of [62,64],
multiple ML algorithms were assembled to form a ‘super’ classifier for AFIB detection.
The performance of the final ensemble classifier was better than any individual classifier.

The random forest (RF) algorithm is a very powerful and robust ensemble method too.
Instead of working on the ECG waveform, it takes ECG features as input. Inside the model,
there are several random trees, each of which works on a random group of input variables
in parallel. During the test, the sample is classified with the majority of trees agreed
upon. One study used the RF algorithm for AFIB detection, employing 150 ECG time and
frequency domain features as input, achieving high performance for AFIB detection when
compared to other methods [65].

5. AECG Event Detection and Classification

Event detection and classification are the final steps for conventional AECG analysis.
Here, the events are the interpretation of rhythm or morphology-related abnormal ECG
classifications. For example, in rhythm analysis, ECG events can be classified into normal
sinus rhythm, sinus rhythm with sinus arrhythmia, atrial fibrillation (AFIB), atrial flutter
(AFLUT), junctional rhythm, ventricular rhythm, etc. Some morphology classifications
include left or right bundle branch block (LBBB/RBBB), left ventricular hypertrophy
(LVH), ischemia, myocardial infarction (MI), long QT (LQT). An AECG’s event detection
is mainly focused on rhythm analysis, while resting ECG analysis usually targets more
comprehensive rhythm and morphology analysis.

The conventional AECG analysis relies on the early stage of beat detection and beats
classification for the final event detection. However, deep-learning models can potentially
include all steps into one model, i.e., from ECG waveform input to event classification out-
put, as we mentioned was previously shown by some very good performance studies [9,10].
At the same time, more AECG analyses need to provide more detailed reports on different
aspects of beat-related information, such as number of PVC, PVC couplet, short run/long
run VT, AFIB burden, and most crucially the trend of RR intervals. Therefore, the analysis
modules of beat detection, beat classification, and event detection are still needed, even for
ML-DNN-based algorithms.
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RNN model is very useful for AECG time series event detection such as AFIB and
PVC/VT. Figure 7 shows a diagram of a general structure of RNN event detection. Here,
RNN models can include one or multiple RNN layers with multiple cells in each layer. In
this case, long short-term memory (LSTM) cells are used. The cells in the same layer are
connected with either one-directional links or dual-directional links. The input of RNN is a
series of ECG waveforms or ECG parameters, e.g., R-R intervals or P-R-T components. The
last block of the model consists of fully connected layers. The final output can be either
binary or multiple classifications.
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Figure 7. RNN model includes one or multiple RNN layers with multiple cells in each layer. Here,
LSTM cells are used. The input of RNN is a series of ECG waveforms or ECG parameters, e.g., R-R
intervals or P-R-T components. The last block of the model consists of fully connected layers. The
final output can be either binary or multiple classifications.

For the application of unsupervised learning, with proper features extracted, most
clustering methods can also be applied to event or rhythm classifications [66-71]. In
contrast to beat clustering, rhythm segments contain significantly more information and
therefore one of the most critical steps for a successful clustering application is to select
proper features. Other than conventional features, DL methods such as auto-encoders have
also been applied to provide features for clustering [61] in a similar fashion to ECG beat
classifications.

The following are some major event detections of AECG:

5.1. AFIB/AFLUT

AFIB is one of the most prevalent arrhythmias, and missed diagnosis can result in
possible stroke and heart failure. Early detection can result in the best treatment options.
In the center of a conventional AFIB detection algorithm, there are two features most
commonly used: R-R sequence and P wave status. For most AECGs, P wave detection
is not reliable due to poor SNR, and therefore R-R sequence becomes the main feature
used in most AFIB detection algorithms. It is not so difficult to build a high-sensitivity
AFIB detection algorithm with RR sequence analysis alone, especially for longer ECG
recordings. It is more challenging to achieve a very high specificity at the same time. Again,
in a conventional AFIB detection algorithm, high specificity requires the result P wave
status detection. For example, some sinus arrhythmias can have similar RR variations
as AFIB, but a regular P wave in front of QRS can rule out AFIB to avoid false positive
detection. However, for most one-lead AECGs, especially wearable devices, usually only
an equivalent of lead I is available, which is not a very good lead for small P wave detection
due to heart vector projection angle. In a standard 12-lead, lead II and v1 usually are the
best leads for P wave detection.
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Can state-of-art DL models detect AFIB better than conventional algorithms? The
Mayo Clinic’s study [9] showed that by using 12-lead 10 s ECG as input, the deep-learning
model achieved an area under the curve (AUC) of 0.999 for AFIB detection with a 2.4 million
ECG data set. Although this model uses the resting ECGs that usually have better SNR,
especially for P wave, it still can be a benchmark for other deep-learning models that use
ECG waveforms as input directly without explicit feature extraction.

In this AFIB detection challenge [64], there are many interesting AFIB algorithms
presented, all of which are machine learning-based. Some of them need explicit feature
extraction, while others are deep-learning models with ECG waveform as input. The best
performance of the challenge was achieved by the method of feeding time sequence of ECG
features to an RNN model [72]. It also provided a high degree of interpretability. These are
very encouraging results since interpretability is still very important for medical applica-
tions. Most deep-learning models achieved good performance by acting as a ‘black box’.
Several top performances were achieved with random forest method, a powerful statistical
machine learning method that combines features of time and frequency domains [65,73].
Furthermore, an ensemble learning is proposed on the basis of the algorithms joined chal-
lenge [64]. It demonstrated that by using top performing algorithms or all algorithms, the
AFIB detection accuracy can be higher than any single algorithm can achieve.

5.2. PVC/VT

The detection of premature ventricular contraction (PVC) is one major task of any
AECG algorithm. Although a few isolated PVCs might not have any pathological signifi-
cance, some more severe arrhythmias such as bigeminy, trigeminy, couplet, and ventricular
tachycardia are all associated with PVC detection.

Conventional machine learning AECG algorithms use feature-based template match-
ing for PVC detection [74]. The features can include R-R intervals, the pattern of QRS
complex, width of QRS complex, and ST-T wave. Noise removal and detection are still
the keys for high-accuracy PVC detection. The pattern matching and clustering technique
mentioned previously can be used for grouping similar morphology complexes together.
Some most often used algorithms include k-nearest neighbors (k-NN) [75], discrete hidden
Markov model [76], support vector machine, Bayesian classification [77], and random
forest [78].

Deep-learning PVC detection algorithms have been presented in many recent stud-
ies [61,79-83]. Many of these algorithms use ECG waveform directly without conducting
explicit feature extraction, although some extract features from DL models and feed them
into a non-deep model such as SVM. Since PVC detection requires both morphological
pattern information and time sequence information, LSTM models that extract time series
features from incoming ECG signals perform well when used properly [61].

The potentials of deep-learning models are not only served to improve pattern classifi-
cation, but can also enhance the causality analysis of PVC. One study applied the CNN
model to detect PVC origin [84]. It combined a ventricular computer model into the training
scheme. The training datasets were generated by multiplying ventricular current dipoles
derived from single pacing at various locations with a patient-specific lead field. The
origins of PVC are localized by calculating the weighted center of gravity of classification
returned by the CNNs. Although the testing results are limited by the number of cases, it
still is a very interesting direction for deep-learning models.

Severe arrhythmias including ventricular and supraventricular tachycardia (VT, SVT)
are the critical target events for many AECG algorithms. DL models have shown the
potential of detecting VT and SVT already [10,80]. Most of those models are CNN deep-
learning with ECG waveform as inputs, while some are RNN-based models. The varying
length of signal segments is used ranges between 1 and 30 s. The longer the segment, the
larger the data set needed. Again, the key is to let models learn the difference between
noise segment and VT/SVT segment. The noise is a major issue for false-positives of
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VT/STV/VF detection in conventional algorithms [85], where both time and frequency
domain features are extracted from every 5 s segment to form a time sequence.

5.3. QT Analysis

QT interval is one of the most difficult ECG measurements, and therefore most di-
agnostic QT estimations are based on resting 12-lead ECG. However, AECG can provide
continuous QT analysis and trends with their longer recording time. Conventional QT
algorithms involve ECG filtering, segmentation, and estimation [86]. The QT algorithm’s
accuracy has been improved significantly over the previous 12-lead QT algorithm [87].

DL algorithms have been applied for QT estimation. This study takes ECG waveform
input directly without feature extraction [88]. It is trained on 2.4 million ECGs from the
Mayo Clinic’s ECG database, but with only 2 out of 12 leads. The algorithm uses both
regression and classification schemes in forming its special cost function. The model
consists of three residual layer blocks and two fully connected layers. The test performance
against the doctor’s annotation is close to that of other major QT algorithms. In addition, the
algorithm was also applied to the data collected with the two-lead mobile electrocardiogram
device, Kardia 6L.™. The results are also within the error range of the measurement
standard (IEC 60601-2-25 (diagnostic electrocardiographs)).

5.4. Noise Segment

It is worth taking a separate section for the discussion of noise in the event detection,
since it is so critical in any AECG processing that it is not surprising to know that half of the
codes of an AECG program can be devoted to noise detection and the separation of noise
from the signals. Another reason for discussing more about noise is that modern machine
learning models have made some significant contributions to noise detection, more than
any other processing stages for AECG processing.

Using DNN models to detect noise segments has been proven to be very robust. The
method of DNN noise detection includes the CNN classification model [89], where training
pair is formed with controlled SNR and the noise labels, the auto-encoder method [90]. The
differences between these two types of noise detection deep-learning models are that the
first type use CNN to classify noisy ECG into noisy/clean directly, and the second type
first uses an auto-encoder to train the encoder to form the latent variables and then use this
layer as the input for next noise classification model. Both methods do not need to extract
features explicitly as conventional noise detection algorithms.

6. ECG Risk Stratification/Prediction

Predictions of severe arrhythmia/cardiac events are always very challenging since the
performance of predictions is usually lower than the detections when the events are already
happening. The low prevalence of the future event is another reason why the prediction
task usually has a very low positive predictive value. Predicting the new onset of AFIB
should be meaningful for prevention purposes since adverse outcomes of undetected AFIB
can be stroke and heart failure. Previous algorithms for predicting AFIB included P wave
averaging analysis [91,92]. The difficulty here is to find the best feature(s) for the prediction.

One study used a large database of 12-lead ECG with 1.6 million ECGs to predict
one-year AFIB occurrence probability [93]. The AFIB prediction performance was 0.85 of
AUC. A more significant study used a machine learning model to detect the mechanism
of AFIB, as well as to guide the best treatment of AFIB ablation [94]. AFIB drives were
induced in two computerized atrial models and combined with eight torso models. A
total of 103 features were extracted from the signals. A binary decision tree classifier was
trained on the simulated data and evaluated using hold-out cross-validation. The classifier
yielded 82.6% specificity and 73.9% sensitivity for detecting pulmonary vein drivers on the
clinical data.

One study focused on risk stratification of mortality of patients with acute myocardial
infarction [95]. It used a large data registry of Korean acute myocardial infarction (AMI),
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including 22,875 AMI patients from 59 hospitals. The study took 36 hospitals’ data for the
training set and 23 hospitals’ data for the testing set. A DL model with ECG and other
clinical parameters was used. The results with the DL model achieved an AUC (area under
the curve) of 0.905 vs. the 0.85 GRACE score.

These studies built prediction models for more life-threatening events, cardiac arrest,
and ventricular fibrillation through DL. DL-based models extract features from ECG
waveforms directly. The advantages might be that the feature extraction is automatic, but
in the meantime, it is a non-transparent model approach, and therefore the mechanism
under hidden features is not clear. In building the prediction models for risk stratification,
understanding the underline mechanism of the risks is also very important as, we learned
from T wave alternans (TWA)-related risk stratification for sudden cardiac death (SCD) [96],
where researchers found TWA is not only closely associated with an increased risk of
SCD, but its mechanism is also connected to perturbations in calcium transport processes.
Therefore, TWA may play a role not only in risk stratification but also in the pathogenesis
of ventricular tachyarrhythmia events. This is what we hope DL-based models can also
contribute to in terms of more such causal prediction and analysis.

7. Discussion

This review covers a very wide range of the AECG application of machine learning-
based algorithms, especially DL models. The development and efforts in the AECG
algorithms have never been so great and so fast, partially due to the fast advancement of
machine learning fields in parallel and interdisciplinary paths.

For conventional AECG algorithms, feature extraction is one of the most important
steps, and also one of the most demanding tasks. There are two main reasons to explain
why feature extraction is so critical. The first one is that most features used in the algorithm
have links to the underlying physiological structures and conditions. For example, P waves
are associated with atrial excitation of the heart, QRS is associated with ventricular depo-
larization, and ST-T segments are related to the repolarization process. The second reason
is that most currently used interpretive algorithms are expert system-based, following
the same logic and analysis that physicians are using to analyze pathological changes of
the heart.

As we have indicated, among the most noticeable advantages of DL models is their
ability to handle ECG waveform directly without an explicit feature extraction process.
At the same time, this waveform-to-event-detection process of DL models also brings the
arguments of the ‘black box” model versus a more transparent model of an expert system-
based algorithm. Is there a way to take advantage of both approaches to have a more
automatic and transparent model? There have been some efforts in this regard. One study
used an input sensitivity analysis for trained neural networks for acute MI detection [97].
This feature sensitivity analysis was also extended to DL models, and thus it was made
clear as to which part of ECG segments was more significant for their contribution to the
final output. For example, for an ML model that differentiates sinus rhythm from atrial
fibrillation, it would be helpful to understand if the model makes the detection only on the
basis of R-R interval information, or whether it actually also uses P wave information itself.
There are some other efforts to make DL models more interpretable [98].

There is already much research to build risk stratification algorithms from AECGs,
such as T wave alternans (TWA), heart rate turbulence (HRT), heart rate variability (HRV),
and QT interval dynamicity. The center point of those algorithms is to identify the features
related to the physiological system. For example, TWA is linked to the substrate of myocar-
dial tissues, and HRT and HRYV are related to the control of the autonomous system to the
heart condition. Those features help us to understand the mechanism of the changes of
ECG. Thus far, most DL models are still only performing a better job on pattern recognition.
It is important to improve the accuracy of detecting cardiac events with AECG, but it shall
also be meaningful to reveal the causal relationships between surface ECG and underlying
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mechanisms. With the large data sets and large models, it might help us to find more
relevant features.

One topic not discussed here is so-called online learning, or adaptive learning, mean-
ing that an event detection model can be updated with the incoming data and new labels
that can be edited by physicians [99]. There have been few to no successful online learning
models in AECG. This is partly due to the technical challenge of balancing pre-trained
models with the new data and is partly due to the difficulty of meeting regulatory con-
straints, which require a model to be fully tested and verified to pass certain standards.
However, in this era of deep learning and big data, it is reasonable to take more action in
this direction. One big advantage of machine learning is that the model can be built quickly
and automatically with the available big data. The technical challenge is how to balance the
previously trained data set and the new data set. Some methods and ideas from transfer
learning can be borrowed, such as fixing most parts of an already trained model, only
retraining, or adding a few layers for the new data. However, an automatic verification
process also needs to be built into the process to meet the regulator requirements.

It is no secret that DL models heavily rely on the availability of big data sets for
training. The model overfitting is caused by not enough training data for a large model
so that the performance for independent test data is poor. This is what we called ‘model
generalization’. To some extent, the test and verification are more important for deep-
learning models than conventional detection algorithms when a smaller data set is used.
Many papers and research studies use MIT/BME ECG databases on the Physionet [31],
classic data sets that have been used for the last 30 years to test various ECG algorithms. The
question is whether these databases are still sufficient for building and testing deep-learning
models. If not, perhaps work toward building larger public data sets for deep-learning
models of AECG is required? We are so glad to see the efforts in this direction in the
studies/challenges organized by Computing in Cardiology [100]. In these challenges, large
data sets were donated by different institutes, and multiple algorithms were built and
shared in the AECG society. What is even more exciting is the effort of putting all these
algorithms in the direction of ensemble learning. This type of collaborative learning can
also be very promising for targeting some very complicated AECG tasks in the future.
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