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Abstract

In the past decade, artificial intelligence has been the subject of intense media hyvpe
and research investigation, Deep learning, in particnlar, has emerged as the go-to
technology for information processing. The ability of the neural networks to learn from
data, approximate highly nonlinear patterns, and processing unstructured data make
it possibly the most powerful technology nowadays. A sector that ean benefit the most
from advancements in this field is biomedical engineering. This thesis presents novel
applications for this technology in the biomedical engineering domain and also discusses
what is missing to fully apply these methods in real world scenarios. In the last chapter,
a new paradipm is proposed which addresses some of the diseussed shorteomings. The
dissertation is divided into an introduetion and theoretical analysis, a set of publications
representing the contribution of the author to applying deep learning in biomedical
applications, and the proposition of a new methodology.

Keywords: deep learning; biomedical engineering; fuzzy logic; fuzzy inference sys-
tems.
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Chapter 1

Introduction

1.1 History of artificial intelligence

Despite heing studied for many vears, artificial intelligenee (Al) is still one of the most
enigmatic topics in computer science. This is because the subject is so broad and hazy.
Al includes evervthing from extremely intelligent machines to search algorithms used
in board games. It can be applicd in almost any way we use computers nowadays.
Although it is difficult to pinpoint, the roots of Al can probably be traced back to the
19405, specifically 1942, when the American Science Fiction writer Isaac Asimov pub-
lished his short story Runaround [1]. I 1950, Alan Turing, a mathematician widely
referred to as the father of computer science, published his seminal arricle entitled
“Computing Machinery and Intelligence”, where he described how to create intelligent
machines and in particular how to test their intelligence. This Turing test is still consid-
ered today as a benchmark for identifying the intelligence of an artificial system. The
test was set up as an experiment to validate that a human interacting with a machine
through language will not be able to distinguish the machine from other humans{1]. The
term artificial intelligence was first coined by McCarthy in 1956 when he held the first
academic conference on the subject. Together with Marvin Minsky (another computer
scientist ), organized an eight-week workshop on artificial intelligence called Dartmouth
Summer Research Project on Artificial Intelligence (DSRPAI) at Darthmouth College
in New Hampshire, The objective of DSRPAI was to bring together researchers from
varions fields to create a new research area that aims to build machines capable of
simulating human intelligence [1].

1.1.1 Al spring

Following the Dartmouth Conference, the field of artificial intelligence has experienced
substantial success for nearly two decades. An carly example is the famous ELIZA
computer program. created between 1964 and 1966 by Joseph Weizenbaum at the Mas-
sachusetts Institute of Technology [1]. ELIZA was a natural language processing tool
capable of eonducting a conversation with a human and one of the first programs capa-
ble of attempting to pass the Turing test mentioned above [1]. In 1970, Marvin Minsky
gave an interview to Life Magazine in which he stated that a machine with the general
intelligence of an average human being could be developed in three to eight years [1].



1.1.2 Al winter

Three years after the aforementioned claim made by Marvin Minsky, immense invest-
ments in Al development have provoked sharp criticism from the US Congress. In the
same year, British mathematician James Lighthill questioned the optimistic progno-
sis offered by Al researchers in a paper commissioned by the British Science Research
Couneil. In games like chess; machines would only ever be able to compete at the
level of a "seasoned amateur”, according to Lighthill, and they would never he capable
of using common sense reasoning. As a consequence, the British government stopped
funding research into Al This perind started the Al Winter. Although the Japanese
government began to heavily fund Al research in the 1980s, to which the US DARPA
responded by a funding increase as well, no further advances were made in the following
years [1].

1.2 Expert systems

An expert system seeks to capture the knowledge of a human expert-an individual
whose knowledge within a highly specialized area is recognized to be superior [2]. To
understand how expert systems operate, it is necessary to understand a few fundamental
ideas.

1.2.1 Knowledge engineering

The process of collecting knowledge from human experts and representing it in a com-
puter is called 'knowledge engineering’. There are really two problems here; acquiring
and representing human knowledge in the computer system. Knowledge acquisition is
the process of extracting knowledge from the human expert [2]. Knowledge represen-
tation is a process of converting acquired knowledge into a form that can be accessed
and processed using a computer.

1.2.2 Knowledge base

Software engineering can collaborate with haman subject matter experts to understand
a particular area of concern, Next, they nse the many programming languages and tech-
niques available to Al to encode this knowledge, building a knowledge base. The notion
of a knowledge base leads 1o the concepts of knowledge-based systems and knowledge-
hased programming. The field of knowledge-based systems is closely related to the field
of expert systems. A knowledge-based system may be thought of as a system that
possesses general knowledge, perhaps extracted from multiple individuals and perhaps
from general reference works within a particular problem domain [2]. There are several
tvpes of data structures that can represent a knowledge base.

» Hierarchical tree structure - this knowledge base organizes the information
into a tree-like structure where each node in the tree represents a category or a
sub-category,

» Relational database - this knowledge base organizes the information in a form
of rows and columns,



o Graphs - a knowledge graph represents objects as nodes and their relation to
each other as links. This can be useful for representing complex and abstract
relationships between different pieces of information,

e Fuzzy base - a system that utilizes fuzzy logic to represent knowledge via lin-
guistic variables and fuzzy rules that apply to them. It was created to mimic the
human way of dealing with ambiguity in the data.

1.2.3 Fuzzy logic

Fuzzy logic is a mathematical framework for dealing with uncertainty and imprecision
in decision-making. It was first introduced by Loth A, Zadeh, a mathematician and
computer scientist, in 1965 [3]. Zadeh came to the conclusion that many real-world
issues are too intricate to be explained by conventional binary logic, which only accepts
true or false values. Instead, he suggested "fuzzy logic,” a more flexible method that
accepts varying degrees of truth and partial degrees of membership in categories. De-
pending on how well a specific item or notion fits into several categories. fuzzy logic
assigns varving degrees of membership to those categories. Numbers between 0 and 1
are used to symbolize these degrees of membership, with 0 denoting "not a member at
all” and 1 denoting " completely a member.” Funetions that fuzzify an input feature are
called membership functions. The most popular membership functions used nowadays
are listed below:

1. Singleton - assigns membership value of 1 to a particular value of x (input
variable) and assigns 0 to the rest. It is represented by an impulse function. A
mathematical formulation is presented by 1.1. The graphical representation of
this function is presented in Figure 1.1

u

plr) = {l =k (1.1)

0 otherwise

X =

Figure 1.1: Singleton membership
function [

2. Triangular - assigns the membership value following a triangular-shaped fune-
tion, It is delined by three parameters: a lower bound a, an upper bound b, and
a peak value ¢. The membership function increases linearly from a to e, reaches
its maximum value of 1 at ¢, and then decreases linearly from ¢ to b. The math-
ematical formula is deseribed as 2. The graphical interpretation is presented in
the figure 2



3.

i ifz<a
222 ffa<zr<ce
z) =48 i 1.2
#a) E ife<cr<h (12)
0 ifx>h
a b c
Figure 1.2: Triangular membership
funetion [4

Trapezoidal - this membership funetion is defined by four parameters: a lower
bound a, a left plateau b, a right plateau ¢, and an upper bound . The mem-
bership funetion is 1 in the range between b and e, and increases linearly from a
to b and from ¢ to d. The mathematical formula is deseribed as 3. The graphieal
interpretation is presented in Figure 1.3

T
1 _ i (0 ifz<a
= fa<r<bh
plz) =41 fb<cz<e (1.3)
- == fe<ax<d
a b c d Xx

0 ifx=d

Figure 1.3: Trapezoidal member-
ship function [4]

. Gaussian - this membership function is defined by two parameters: a mean value

m and a standard deviation 7. The mathematical formula is described as 4. The
graphical interpretation is presented in Figure 1.4
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Figure 1.4: Ganssian membership
function [4]

5. Generalized Bell - this membership function is defined by three parameters: a,
b, e, This function has a maximum value of 1 at r = ¢, and gradually decreases to
0l as & moves further away from ¢ in either direction. The parameter a determines
the width of the curve. while the parameter b controls the shape of the curve,
allowing it to be symmetric (when b = 1) or skewed (when b £ 1). The parameter
¢ determines the center of the curve. The mathematical formula is described as
1.5. The graphical interpretation is presented in Figure 1.5

u

-

plx) = (1.5)

! 1
/ \ 1+|?|H’
c-a C Cc+a

Figure 1.5: Generalized Bell mem-
bership function [4]

Fuzzy logie is particularly useful for systems that involve human judgment or per-
ception, where there is often a great deal of ambiguity or uncertainty. Some popular
applications of fuzzy logic include control systems for industrial processes, image and
signal processing, and decision making in ficlds such as finance and medicine [5].Systems
that use fuzzv logic to determine what to do next are called fuzzy systems. A set of
fuzzy rules that describe how several inputs should be combined to produce an ontput
often makes up these systems, The rules are typically stated as "if-then” phrases, such
as "lower the flow rate if the temperature is too high.” The system then combines these
rules using fuzzy logic to create the final result, which can be either a numerical number
or a collection of language phrases (e.g. "hot.,” "medium” or "cold™) [6].
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1.2.4 The downfall of expert systems

Expert systems were once hailed as a breakthrough technology that wonld revolutionize
the way people solve complex problems. However, their popularity declined in the
early 2000s, and today they are being used less and less. One of the main reasons for
the downfall of expert systems is their inability to learn from data; they rely on the
predetermined set of miles and expertise provided by the human experts. Thus, these
systems at their peak will be as good as the software engineers who created them and
are incapable of providing new ideas in the scope of scientific knowledge. They are
incapahle of processing unstructured data such as:

e images,

* toext,

e time-series,
¢ graphs.

e videos.

which decreased their utilization even more. Owverall, expert systems' demise can
he largely linked to their limited capacity for learning and adaption, their reliance
on human subject matter experts, and the development of more sophisticated and
adaptable technology.

1.3 Machine learning

Expert systems were the first attempt to make computers solve problems in our daily
life. The biggest flaw in their development pipeline was the fact that they required
humans at every step. from data collection, throngh feature extraction, to decision-
making at the very end. Researchers working in the field of Al saw that faw and
developed a series of solutions that would automate at least one of these steps, decision
making. Those algorithms expect a series of features describing a particular problem
and try to map it onto the decision space hy adjusting the decision boundary, which
is a hyperplane that separates the input space into different regions based on a given
classification rule. When given enough examples those statistical models can actually
hecome a good estimator for future data points, There are several modes of learning
(optimization methods) and potential methods for each of them,

1.3.1 Modes of learning

There are three main modes of learning. Two of them concern how much we help the
machine make the correct predictions. The third is about teaching an algorithm to do
things/explore the environment.

1. Supervised learning - this mode of learning is often described as the student-
teacher mode. In supervised learning, the data set is a collection labeled examples

[ =]



{x;, yi};il. Each element x; among N is called a feature vector. A feature vector is
a vector in which each dimension j = 1,..., D contains a value that describes the
example in some way. Each feature is denoted as r'). The goal of a supervised
learning algorithm is to use the data set to produce a model that takes a feature
vector x as input and outputs information that allows to label this feature vector.
For example, the model created using the data set of people could take as input
a feature vector describing a person and output a probability that the person has
cancer 7).

2. Unsupervised learning - in this mode the data set is a collection of unlabeled
examples ;¥ . The goal of an unsupervised learning algorithm is to create a
model that takes a feature vector and either transforms it into another vector
(often called an embedding) or into a value that can be used to solve a particular
problem, For example, in clustering, the model returns an identifier for a specific
cluster for each feature vector in a data set. In dimensionality reduction. the
output of a model 18 a feature vector that has fewer features than the inpat x. In
outlier detection, the output is a real number that indicates how specific input
vector is different from the "typical” example in a data set [7].

3. Reinforcement learning - this mode of learning is special because it is driven by
an agent (machine learning model) interacting with the environment (simulation);
thus. by exploring it, the model can learn solving different tasks. The machine
can execute actions in every state, Different actions bring different rewards and
could also move the machine to another state of the environment. The goal of
a reinforcement learning algorithm is to learn a poliey. A policy is a function f
{(similar to the model in supervised learning) that takes the feature vector of a
state as input and outputs an optimal action to exeente in that state. The action
is optimal if it maximizes the expected average reward [7].

1.3.2 Popular algorithms

There exist several algorithms for each mode of learning. Most popular of them are
listed below.

e Linear Regression - it is one of the oldest and most widely practiced data
analysis methods, In many real data settings, least squares linear regression leads
to performance on par with state-of-the-art (and often far more complicated)
methods while remaining amenable to interpretation (8], It works by finding
through optimization process, a set of parameters a, b that minimizes and the
objective function, a measare of error between prediction and target value (for
example, mean squarved error). Given a linear model as:

Joslz) =ax+b {1.6)

we want to minimize the objective function that measures an error. The objective
funetion can be defined as:



N
L= Sl fusla)P? (17

=1

It is worth noting that for the linear regression case. there exist a number of
methods to find the optimal set of parameters that does not require complex
optimization. The above solution is just an example.

Logistic Regression - similarly to linear regression, this method optimizes a
set of two parameters to perform the classification task. The most widely used
function is a sigmoid function which can be mathematically expressed as:

1
1 + g=laxth)

far(z) = (1.8)
In logistic regression, instead of using a squared loss and trying to minimize
empirical risk, we maximize the likelihood of our training set according to the
model. In statisties, the likelihood function defines how likely the cbservation
{an example) is according to our model. The optimization criterion in logistic
regression is called maximum likelibood. Instead of minimizing the average loss,
as in linear regression, we now maximize the likelihood of training data according
to our model [7]:

N
L= [ fastz" (1 = fualz))'-* (1.9)

i=]

Decision Tree - a decision tree is a model that predicts a label associated with
a feature vector hy traveling from a root node of a tree to a leaf. At each node
in the root-to-leaf path, the successor child is chosen on the basis of splitting the
input space. Usually, the splitting is based on one of the features of x or on a
predefined set of splitting rules. A leaf contains a specific label [0].

Support Vector Machines - the goal of this algorithm is to search for “large
margin” separators. Roughly speaking, a half-space separates a training set with
a large margin if all the examples are not only on the correct side of the separating
hyperplane but also far away from it, Restricting the algorithm to output a large
margin separator can yield a small sample complexity even if the dimensionality
of the feature space is high (and even infinite) [9].

K-Nearest Neighbors is a nonparametric learning algorithm. Contrary to other
learning algorithms that allow one to discard the training data after the model
is built, kNN keeps all the training examples in memory. Once a new, previously
unseen example x comes in, the kNN algorithm finds k training examples closest to
x and returns the majority label (in case of classification) or the average label (in
case of regression), The closeness of two points is given by a distance function.
For example, the Euclidean distance seen above is frequently nsed in practice.
Another popular choice of the distance function is the negative cosine similarity
[7].



1.3.3 Where machine learning fails

Although the immense success that methods of machine learning have brought in the
Internet and big data era. they still were not enough to solve many of computer science
problems. Machine learning algorithms still suffer from the inability to deal with the
data in its raw form (audio, video, images, text). Moreover, these solutions still rely on
the fearures provided by himans, thus assuming that software engineers and computer
scientists are capable of creating a set of instructions that will extract meaningful
information for a given problem.

1.4 Deep learning

Conventional machine-learning techniques were limited in their ability to process natu-
ral data in raw form. For decades, the construction of a pattern recognition or machine
learning system required careful engineering and considerable domain expertise to de-
sign a feature extractor that transformed raw data (such as the pixel values of an image)
into a suitable internal representation or feature veetor from which the learning sub-
system, often a classifier, could detect or classify patterns [10]. In recent yvears. deep
learning has emerged as a leading approach to Al

Deep learning methods are representation-learning methods with multiple levels of
representation, obtained by composing simple but nonlinear modules that each trans-
form the representation at one level (starting with the raw input) into a representation
at a higher, slightly more abstract level, With the composition of enough such transfor-
mations, very complex functions can be learned [10]. The suceess of A, Krizhevsky. 1.
Sutskever and G. Hinton limageNet paper [11], which deseribed a deep neural network
that can categorize images with previously impossible acenracy, achieving 16.4 % top-5
error rate started a new "revolution” in Al community. Their team was the only team
that used a neural network in 2012, The next year, the deep learning computer vision
revolution was in full foree with the vast majority of teams entering using deep neural
networks, and the winning error rate dropped again substantially to 11, 7%. The hu-
man error on this task is just above 5% if the human practices for 20 hours. During
the years 2011 to 2017, the winning Imagenet error rate dropped sharply from 26% in
2011 to 2.3% in 2017 IEE].
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Figure 1.6: lmageNet top-5 error rate over time [12].

Deep learning is making substantial progress in addressing problems that have long
defied the best efforts of the artificial intelligence community. Because of its success in
identifying complex structures in high-dimensional data, it can be used in a wide range
of seientific and commercial applications. Examples of applications are listed below.

o language modelling [13],

o machine translation [14],

e text generation [13],

e image classification [15. 16, 17],
e ohject detection [18, 19, 20],

e semantic segmentation (21, 22|,
e time series forecasting (23],

e speech recognition [24],

e pgraph classification [25].

e drug discovery [20]

e and many others,

10



With increasing amounts of data, deep learning has surpassed the conventional
machine learning maodels. Modern architectures have yet to reach their limits on some
tasks, The comparison between deep learning models and machine learning models can
be seen in Figure 1.7.

')

Amount of Data

Figure 1.7: Performence comparison between neural networks and machine learning
models [27].

1.4.1 Deep learning paradigm

Deep learning went one step further than traditional machine learning methods. In-
stead of actively trying to design features for classification task, it automates feature
extraction process and decision making in a single architecture. The machine generates
an output in the form of a vector of scores, one for each category, after heing presented
with examples of data during training. Prior to training, it is improbable that the
targeted category would have the best score of all categories. The error (or distance)
hetween the output scores and the desired pattern is ealenlated using an ohjective
function. To reduce this inaccuracy, the machine then alters its internal adjustable
parameters, These programmable variables, frequently referred to as weights, are val-
nes that control the machine's input-output functionality. There may be hundreds of
millions of these configurable weights and hundreds of millions of tagged samples in a
typical deep learning system. To properly adjust the weight vector, the learning algo-
rithm computes a gradient vector that, for each weight, indicates by what amount the
error would inerease or decrease if the weight were increased by a tiny amount, The
weight vector is then adjusted in the opposite direction to the gradient vector [10)].
Nowidays one of the most popular optimization procedures is called stochastic gra-
dient descent, which was first formalized in the paper [28]. After computing an error

11



value for a subset of the whole data set, we compute the gradient of the objective func-
tion with respect to all the weights of the neural network. Computation of the output
is often referred to as "forward propagation” and propagating the error signal through
the network as "backward propagation” or “backpropagation™ for short. Both forward
I.8a and backward 1.8h procedures are illustrated in Figure | 8.

=f
— =z
=3 mn
ke H2
Hidden units H2 n=la)
a=3 way,
JeHl
Hidden units H1 ¥i=re)
5= 3 wx,
i Input
Input wnits
{a)
Compane outputs with cormect
snswer to get error derivatives
aE b
> =k
B _E
iy an
3 3
ar.“..}.:.,“u-
_Em
iz, iy, e, o ,,!E
W vz
L/
g dy, g

(b)

Figure 1.8: Computation procedure of neural network illustrated [10].

Estimating gradients for compositions of functions can be computed using the chain
rule, The partial derivative gﬁ measures the influence of a variable r on another y. The
Ve denotes the gradient vector of a scalar J with respect to some vector of variables 4.
The computation graph of gradient estimation for compaosition of functions is illustrated

in Figure 1.9,

12



Ay = aﬁx
y Az = A
» k=5
Figure 1.9: Gradient estimation for simple composition of functions [29].
What we are interested in is how a small change in z influences 2. The objective

function z = J(g(#)) is what we optimize for. Taking ¢ as a scalar, the gradient can be
decomposed by chain rule as follows:

dg(b
Vo (a(0)) = Voo (9(6) 2 (1.10)
If g would be a vector, the equation 1.10 can be rewritten as shown in equation 1.11
_ -~ 9J((g(6)) Bgilf)

which sums the influences of # on J{g(#)) through all intermediate variables g,(#).

1.4.2 Useful modules and methods

To make deep neural networks work and work efficiently, a lot of engineering has been
introduced to the training procedure. Things like

¢ Data pre-processing - technigues such as Min-Max 30| formulated as 1.12, or
Standarization 1.13

et 0y (1.12)

ML — Wiy

X = (X = ps)/o: (1.13)

where:

— jb - mean,

— g=standard deviation

» Regularization - methods such as dropout [31], vibration [32], 11 and 12 [33],
data angmentation [34]

— Data augmentation - describe a set of transformations that when applied
to existing data, expand it. Often used in image classification [34],

13



— Dropout - is a technique where during training some nodes are being
"dropped-off’ from the network and there is no computation between these
nodes; see .10

(1) After applying dropot.

Figure 1.10: Dropout illustrated [31].

= L1 - sometimes called lasso regression, adds an absolute value of magnitude
of the coefficient as penalty term to the loss 1.14

1]
L=L+)\Y_ |u (1.14)

i=]

— L2 - sometimes called ridge regression, adds a squared magnitude of coeffi-
cient as penalty term to the loss 1.15

P
L=L+X) uf (1.15)
i=1
where:
# A - a hyperparameter that determines how severe the penalty is,
# w - coeflicients of the system.

e Batch normalization - an idea that during training we normalize the output of
each consecutive layer before passing it to the next laver [35]. 1t can be formulated
as 1.16. There are several benefits from this approach:

— Longer training, but faster convergence,

— Allows to use higher learning rates which further speeds-up the training
procedure,

— Stabilizes the training using different weight initialization methods,
— Simplifies the creation of deeper networks,

= Improves generalization results.

14



X"=ve X'+ B=v%[(X - EX])/VG +8 (1.16)

where:

+ = scaling factor,

A - shifting factor,
— @ - variance of the processed batch,
— E[X] - mean of the processed batch.

e Layer Normalization - this idea is similar to batch normalization [35], but
instead of normalizing the output of a layer, we normalize the layer itself [36].

¢ Continuous activation functions - nowadays they are standard, but in the
carly days of neural networks researchers tried to optimize neural networks with
discrete, logical activation, which made it impossible to train them via backprop-
agation. Some of the most popular activation functions are listed below.

— Rectified linear unit (ReLu) - transformation of the output of the pre-
vious layer that contains only its positive parts. It is formulated as 1.17

fr<

B g
ifx>0 ( )

ReLU(z) = {E

— Hyperbolic tangent - transforms the input data to be in between [=1,1]
range,

— Sigmoid - transforms the input data to be in between [0, 1] range with
formula 1.15. Often used for binary classification problems,

1
14e™™

a(z) = (1.18)

— Softmax - transforms the input vector into a probability distribution 1.19.
It is often used in multiclass/multi-label classification problems,

&t
e

s Objective functions - they are necessary to train neural networks or any learn-
ing system. There exist a number of different ohjective funetions that one may
want to use depending on the task at hand.

(1.19)

alr) =

— Squared Error - most commaonly used in the 1980s and 1990s. Today, it is
mostly used when dealing with regression problems [20]. The mathematical
formmlation is described as 1.3),

L{fo(x).y) = || falx) = y|I* (1.20)
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— Cross Entropy - when the target is a discrete label (i.e. for classification),
other objective functions such as the Bernoulli negative log-likelihood have
been found to be more appropriate than the squared error. In the binary
case, this loss looks like 1.21

L(fo(z),y) = —ylog fo(x) = (1 - y) log(1 — fo(z)) (1.21)

~ Contrastive - this objective function takes the output of the network for a
positive example and caleulates its distance to an example of the same class
and contrasts that with the distance to negative examples, In other words,
the loss is low if positive samples are encoded to similar (closer) representa-
tions, and negative examples are encoded to different (farther) representa-
tions. It uses the cosine distance to caleulate the similarity between samples
1.22. It is formulated as 1.23

v E' L ity (1.22)
Tallzlvilz — s el 2 e '
apltinlia; s} 7)
ket EXplsimizi, 20) /7))

sim(u,v) =

L(z,2;) = —log =35 (1.23)

1.4.3 Popular architectures

Modern deep learning provides a very powerful framework for supervised learning. By
adding more layers and more units within a layer, a deep network can represent functions
of increasing complexity, Given a sufficiently large model and a data set of labeled
training samples, deep learning can be used to complete most tasks that involve quickly
translating an input data into an ontput vector [24]. For input of varying data type
(text, image), there are several architectures that can be used separately or together to
solve a particular task.

s Multilayer Perceptron - it is a feedforward neural network made up of numer-
ous layers of connected nodes, where each layer is in charge of handling a distinet
feature of processing input data. The input layer is the first layer that receives
the input data. After passing throngh a number of hidden layers, the input data
finally reaches the ontput layer. MLP is an effective tool for a variety of applica-
tions becanse it can simulate intricate nonlinear interactions between inputs and
outputs. Figure 1.11 shows a vanilla MLP architecture with a single hidden layer.
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QO O0000
Figure 1.11; Shallow MLP with one hidden layer [29],

MLPs can learn powerful non-linear transformations: in fact, with enough hidden
units, they can represent arbitrarily complex but smooth function. In fact, they
can be universal approximators and represent arbitrarily complex but smooth
functions if there are enough hidden units [20]. A MLP can distort the input
space to make the data classes linearly separable [10].

Convolutional Neural Networks ( CNNs) - were designed to process data with
a specified grid structure. They are a particular subtype of neural network. Time-
series data, which may be depicted as a 1D grid capturing samples at predeter-
mined intervals, and image data, which can be represented as a 2D grid of pixels,
or a grid of voxels for 3D medical images (MRI, CT), The name “convolutional
neural network™ indicates that the network employs a mathematical operation
called convolution. Convolution is a specialized kind of linear operation. Con-
volutional networks are simply nearal networks that use convolution instead of
general matrix multiplication at at least one of their layers [29),

A convolution of two functions is an operation that defines an integral of the
product of these functions 1.24.

st = [ gt~y (1.24)
The convolution operation is often denoted with the **" (asterik operator) 1.25.
s(t) = (f+g)(t) (1.25)

The discrete form for the convolution operation is described by equation 1.26
sit = (f2g)t)= D fimlglt — m| (1.26)

The first argument to convolution, in this case the function f, is frequently referred
to as the input and the second argument, in this case the function g, as the kernel
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in the context of convolutional networks. The output is known as the feature
map. For a two-dimensional input, the convolution operation is defined like 1.27

sli, ] = Z z_f[mm!g[i —m,j—n] (1.27)

L

The architecture of a typical CNN (see 1.12) - is structured as a series of stages.
The first stages are made up of two types of layers: convolutional layers and
pooling layers [10]. The neurons of a convolutional layer are arranged in feature
maps, and each neuron is connected to specific local patches in the feature maps
of the laver below using a filter bank, which is a collection of weights. After that,
a non-linearity funetion is applied to the local weighted sum's output. All nenrons
in a feature map share the same filter bank [10]. The role of the convolution layer
is to detect local features from the previous layer. The pooling operation is used
to merge semantically similar features into one feature map [10] and reduce the
dimensionality of the data.
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Figure 1.12: CNX feature extractor [10].

The eonvolutional neural network leverages three important ideas that make it
an efficient learning system:

l. Sparse interactions - multilayer perceptron uses a matrix multiplication
to deseribe the interaction between each input unit and each output unit.
This means that every output unit interacts with every input unit. However,
convolutional networks typically have sparse interactions. This is achieved
by making the kernel smaller than the input [29]. As a result, we need to
keep fewer parameters, which lowers the model’'s memory requirements and
boosts its statistical effectiveness. Moreover, it means that fewer operations
are needed to compute the outcome,

b

Parameter sharing - refers to using the same parameter for more than
one function in a model |20]. In MLI* each element of the weight matrix is
used exactly once when computing the output of a layer. It is multiplied by
one element of the input [29]. On the other hand, in convolutional neural
networks, each kernel in a layer is used at every position of the input function.
This means that instead of learning a separate set of parameters for every
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location, we learn only one set. This feature reduces the required memory
capacity for all trainable parameters.

3. Equivariance to translation - thiz property is directly related to the prop-
erties of parameter sharing and sparse interactions properties. The function
f is equivariant to the function g if the changes in the input of the function
f cause the same changes in the outpnt of the function g 1.28. Taking into
account the input image, if we move the object in the input, its representa-
tion will move the same amount in the output. This is useful when we know
that the same local function is useful everywhere in the input.

flg(x)) = g(f(x)) (1.28)

s Reccurent Neural Networks (R NVNs) - this type of neural network was specifi-
cally designed for sequence processing - where the prediction of the future depends
on an arbitrary number of steps into the past. RNNs process an input sequence
one element at a time, maintaining in their hidden units a state vector that con-
tains information about all past elements of the sequence [10. The RNNs suffer
from the problem of vanishing or exploding gradients. Because at each time step,
gradients computed for the particular neuron either shrink or grow, which makes
them problematic to train on a long sequences of data. Also, because they process
one input sample at a time, they are diffienlt to parallalize, which makes their
training more expensive.

‘i:j == 'l"ViTH—rCf:TO?
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Figure 1.13: A recurrent neural network and the unfolding in time of the computation
involved in its forward computation [10].

e Transformers - one of the most recent revolutions in the field of deep learning
was the transformer architecture, introduced in the paper [37]. The transformer
presented in figure 1.14 is a deep neural network that, in its core, replaced the
recurrent connections with the self-attention mechanism. Self-attention allows
the model to capture longer dependencies between tokens. It was introduced as
the segZseq model, which task was to translate hetween langunges. That is why
it was first designed as the encoder-decoder type model. The overall architecture
is using stacked self-attention and point-wise, fully-connected layers for both the
encoder and the decoder.
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Figure 1.14: Transformer architecture [37],

The main building blocks in the transformer architecture are as follows:

1. Positional Encoding - because this architecture does not utilize recurrent
connections and no convolution operation, in order for a model to make use
of the order of the input tokens, the authors proposed injecting additional
information in a form of what is called positional encoding. In the original
paper, they used sine 1.29 and cosine 1.30 functions at different frequencies
to denote the relative position of a token in a sequence [37],

ot pasd ;
PE(pauaiy = sin (mosir—) (1.29)
- ws L
PE i) = coS (m—m) {1.30)

2. Scaled Dot-Product Attention - the attention mechanism can be de-
scribed as mapping a query and a set of key=value pairs to an output, where
the query, keys, values, and output are all vectors. The attention score is
caleulated as a weighted sum of the values, where the weight assigned to
each value is caleulated using a compatibility function of the query with the
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corresponding key [37]. In the case of transformers, the authors have ap-
plied the scaling factor called dy which refers to the number of keys used
for the particular sequence. After that, they apply the softmar 1.19 activa-
tion function to normalize the output across all tokens in a sequence, This
attention can be expressed as 1.31. The multi-head attention refers to the
concatenation procedure of different attention heads.

, ) QK™Y .,
Attention(Q, K, V') = softmax V (1.31)
Vi

3. Position-wise MLP - in addition to scaled dot-product attention, each of

the layers contains a multilayer perceptron, which is applied to each position.

It projects the vector produced by the multi-head attention module to a

higher-dimensional representation, making those representations richer in
information.

1.4.4 Summary

Deep learning has transformed the world in the last decade. With the advent of neural
networks, which power can be utilized by aggregating exponentially growmg digital
information and computing capabilities, new applications have become possible,

One domain that can be revolutionized using this technology is medicine and medical
seiences. Medical data are often high-dimensional information with highly nonlinear
relationships. Some of the potential use cases are listed below.

* Medical Imaging - neural networks can be used to examine medical images such
as X-rays [38], CT scans [39], and MRIs [40].

e Medical Signal Processing - neural networks can be used to examine biomed-
ical signals, such as EEG signals [11],

e Drug Discovery - developing new drugs is an expensive and time-consuming
process. Neural networks can help speed up this process by predicting the prop-
erties of the newly discovered drug or even designing them from scrateh [42].

In general, deep learning has the potential to revolutionize medicine and healtheare
by enhancing patient therapies, diagnosis, and care. We may anticipate seeing more
deep learning applications in healthcare and medicine as new neural network models
are created and more data hecome available,
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Chapter 2
Aim of the doctoral thesis

The main goal of this thesis is to evaluate different applications in which deep learning
can be helpful to the field of biomedical engineering. It also shows that while deep
learning is an incredible piece of technology, it has its shortcomings, which are crucial,
especially considering possible applications in the medical domain, Chapter 3 describes
different techniques that have been published as possible solutions to a given problem
in the biomedical engineering domain. Chapter 4 proposes a new paradigm in which
some of the shortcomings are addressed. Each of the selected papers has four sections
that describe;

o paper title,
o exact reference,

o paper contribution - describes the novelty of a given paper as well as possible use
cases of the solution,

o author contribution - deseribes the involvment of the author to the given paper.
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Chapter 3

Deep learning in biomedical
engineering - selected papers

3.1 Predicting Molecule Toxicity Using Deep Learn-
ing
3.1.1 Citation

Exact reference: [13]

3.1.2 Paper Contribution

Predicting molecule properties is widely considered one of the most important tasks
in the discovery of computational drugs and materials, as many methods rely on pre-
dicted molecular properties to evaluate, select and generate molecules. It is one of the
critical tasks. With the development of deep neural networks. molecular representation
learning exhibits a great advantage over feature engineering-based methods. This paper
introduees 4 new method to approach toxicity prediction,

Novelty aspects:

¢ introducing the hybrid CNN-RKN architecture that allows for extracting features
in both local receptive field as well as in the sequential manner,

e prevents overfitting by using class-weighting.
o prevents overfitting by using mean-false-error objective,
e prevents overfitting by using focal-loss objective,

o provents overfitting by using cyclical learning rate.
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Possible use cases:

e laboratory system which evaluates the toxicity of the produced molecules,

e laboratory system that evaluates the toxicity of the hypothetical molecules gen-
erated via another algorithm,

e extracting the knowledge learned by the model to create new hypothesis that can
be validated experimentally.

3.1.3 Author’s Contribution

The author coneceptualized the project, surveyed the related literature, developed and
tested the methodology for data pre-processing, training and evaluating a deep learning
maodel, analyzed the results and written parts of the manuseript.
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Predicting Molecule Toxicity Using Deep
Learning

Konrad M. Duraj™ @ and Natalia J. Plasecann®

Diepartment of Bicsensors and Processing of Biomedical Signals,
Faculiy of Biomedical Engineering, Stlesian University of Technology,
Rowsevelta 40, Zabrze 41-800, Poland
konrad.durajOpolsl.pl

Abstract. Knowledge about certain features of molesules is cructal in
many fields such as drag design. Toxicity of o compound gives infor-
mustion on the degree to which it can be harmful to a living organism.
Faperimental svaluation of o maolecile’s toxieity reguires specialised stafl
el equipioent -and generates high costs. Deep learning is & tool used in
mustsy fieldds and ean abso be helphul fn the cose of predicting the nolecile's
toscicity. For the dotaset we nsed a free databiase called SSMILES Toxdie-
ity" which i= avnilable on kaggle. This dataset consiets of G608 non-takic
maleculies md 964 toxie ome=. Its imbalance creates the problem. called
‘overfitting”. In this article, we deseribe several methods for overcoming
the overfitting problem, We developed ten models with well-balanoed
true positives to false positives ratio. With the first model, we achieved
065 acouraey on the training set, 29% on the validation et ol 65% on
the btest set. The second modid] seored the following wdues of secwrmey:
80%% om the traiming set, TR% on the walidation st and 775 on the test
el

Keywords: Toxicity prediction - SMILES - Deep learning

1 Introduction

We are being exposed to o large mumber of chemicals everyday - through our
enviromment, food, medicioe, ete. Kuowledge about the properties of certain
substances i crocial (o insalate onr bodies from exposition o daogerons fie-
tors: The degree to which a substance can harm an organisan is called toxicity.
Chemical experiments evaluating the toxicity of & substanes can be expensive
and time comsmming. This evaluation is one of the most essential steps in the
process of designing drogs [1.2].

Maolecule tosicity prediction b an important area of research considering its
potential in belping millions of people. Given the recent advances in the feld
of maching learming and especially its subfield called deep learning, we can now
wse these technigues Lo belp researchers and doctors all around the world make

@ The Author(s], wnabor oxelusive lcense ta Sprlges Nature Switserlamd M3 M3
K, Passcens st al. (Fads ) EMES IC8 2000, AISO L6, pp, 1625, 3Gk
b koo f I RENDT AT D BRET-0_ 3



Predicting Molecule Todeity Using Deep Learning 14

better predictions and speed-up the chemical /drug development process [3]. By
leveraging these methods we can now analyze the chemical structure of the
molecules o the form of text, images or graphs [4].

For this project, we have developed o deep recurrent neural network which
can distinguish between toxic molecules from nop-toxic ones. The main objective
of this work is to develop a decp leamning model which will be able to distinguish
between toxic and non-tosic molecules from their character-based representation.
Ohir motivation i based on three particular aspects:

- eompound toxicity prediction is a challenging and eritical task in drog dis-
COVETY,

- purrent methods are restricted by the availability of experimental facilities,
thieir resources and acoess Lo trained personnel,
those methods are high cost in terms of both money and time,
creating o fast, explainable and accirate way to determine the molecule’s:
characteristics bns a potential to help millions of people.

2 Materials and Methods

2.1 Datasot
For the datuset, we used ‘SMILES Taxicity’ which is awmilahle on the popular
dats selence website ‘dmgglecom’ [5], 1t contains the moleeules’ names, their

SMILE -format representation and labels (if the molecule s toxie or non-toxic).
The ‘SMILE' strings are also provided in the form of onehot-encoded veetors,
which can be almost directly passed to a deep neural network model.

The SMILES (Simplified Moleeular-Input Line-Entry System) are ASCII
strings that describe the atoms, bonds, and connectivity of n compound in a
vy that is hoth precise and easy to store, Nevertheless, it lucks the moleenle's
3D information; which may be crucinl in certain tasks.

The datisel contains of:

the training set: 6760 non-toxie molecnles and 937 toxic moleeales,
the test set: 238 non-toxic molecules and 27 toxic molecules,

The problem with the aforementioned dataset is the hmbalance between classes.
This kined of disproportion in the dataset crentes Che penral petwork's problem
ealled ‘overfitting’ - that means that we could not ebtain n well-balanced model,
bt the one that predicts only ‘non-toxic’ category,

The aforementioned problem is guite common and there are several ways to
avercome it. We ean divide these methods into two categories: data-driven and
algorithm=driven. Data-driven methods apply transformations to create new,
synthetic data that would resemble the minority class. This process is called
data augmentation. Algorithm-deiven methods prevent overfitting by manipu-
lating the npeursl network’s loss function and optimization process, which helps
Lo compensate for the unequal distribution of categories,
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2.2 Model I

The first attempt to overcome the overfitting problem wis to create o new train-
ing et in which we reduced the niomber of non-toxic elements to 4500, Addition-
ally, we have created new instances of toxic molecules by copying the already
existing ones in the dataset. As a result of this operation, we obtained 3240 toxic
moleeules in the training set. While conduocting the experiments. we manipulated
these proportions s well and chose the ones giving the most promising resualts,
Wi also divided the original training set into reaining and validation sets. In
thiat step, we have made the reeurrent nenral network actuadly trying to opti-
mize by analyzing sequences of one-hot-cneoded moleeules. The test sol remained
the same so that we can objectively measure the performance of the developed
miosclel.

Tha ereated classitier is o deep, hidirectional, recurrent nearal network which
starts with an embedding layer to prepare the network for the sequentinl data
format. Tt is followed by two bidirectional long shori-term memory (LSTM)
netwirks which are initfnlized with 64 and 32 cells, respectively. This moiel

input_1:InputLayer
B
embedding Embedding

bidirectional{lstm) Bidirectional(LSTM)

bidirectional(lstm)_1. Bidirectional(LSTM)

Plg. 1. Architecture of the madel |
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ends with a dropout luyer and the final classifying layer with n single neuron
ai"mtﬂ:l by the sigmold function. The architecture of the model is presented in
1.

Wi have decided to implement o recurrent-type network because of the
character-based data type and the et that these networks work well when
analyzing time-dependent /gequential data, We have come to the conelusion that
the SMILE files should also be analyveed from the beginning to the end and viee-
versa becanse we cannot consider some part of & molecule to be the start or an
end of it, that is why the recurrent units were set to learn from both these forms,

2.3 Model I

There nre several methods that peevent overfitting by manipulating the neural
network's loss function and optimization process. They include:

1. Loss function-tased:
- class weighting,
— Mean False Error (MFE),
- focal loss;
2. Optimization-hased:
- cyclical /decaying learning rate.

To create s more reliahle model, we decided to apply a set of the aforemen-
tioned techniques. We chose class welghting and cyclical learning mte. These
technigques help to compensate for the anequal distribution of categories.

Cyelical leaming rate is a policy of learning rte adjustment that increases the
learning rate of a base valoe-in a cyclical nature, This method helps the neural
network converge faster [(]. The cycles of learning rate prevents the model from
getting stuck in the loeal minima which helps in one case to avoid the overfitting
problem. Class weighting applies penalization for the misclnssified rounples with
a certain weight. The higher the cliss weight, the more emphasis ts put on this
ecertain elass, For our problem, s used 30 and 0.5 weights for toxic and non-
toxie clnsses, respectively,

The implementod model is a hybrid of long short-term memory (LSTAM) and
comvolution network (CNXN). It contains:

= hidirectional, recurrent lnyer - extracting information from dats in & sequen-
tinl manner,

— batch normalization - regularization method,

~ poaling layer - data reduction method,
comviolutinnal layer - extracting features in a spatial manner,
neural lnver - network's classification head.

This model wis trained using Uhe originn] dataser without any alierations. Total
mumber of parameters was 329 665, The architecture of the model is presented
in the Fig. 2.
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convid_1:Conv1D
max_pooling1d_1:MaxPooling 1D
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flatten Flatten
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dense Dense

Fig- 3. Architecture of the model 11
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3 Results

3.1 Model I

With the first model, we have schieved 96% necumaey on the training set, 895 on
the validation set (partly synthetic), and on the test set the model seored 65%.
Although this model did not achieve high accuracy, it was the best-balanced one
between true positives and true negatives (TP: 16; TN: 154; FP: 11; FN: 84.).
Results obtained using other models (with different structure, hyper-parameters
of dataset proportions) performed better an the test set (up to 81% accuracy) but
they were also imbalanced belween trie positive and trie negative predictions.

The test set contained 265 samples in which only 27 represented toxic
molecules, so the model with 16 accurate identifications was almost G0% times
vorrect, Unfortunately, this model yiclded a much lower area under the ROC
curve score than the second one (0.54), which is close to random prediction,
which automatically disqualifies this process as the potential solution.

3.2 Model T

The model achioved 80%: soeuraey and 0,45 loss on the train set, On the wlida-
tion set, model scored TR acciracy and 049 loss. Learning etrves are presented
in the Fig. X

L | 'Iﬂilﬁlﬂﬂlﬂﬂ‘ﬂ- . L Hﬂﬁﬂﬂlﬂ‘ﬂ'“
(@) Accuracy curve () Loss curve

Fig. 3. Learning curves

In the Fig. 4 the melre enrves ate presented, Model scored:
precision: 33% on the train set and 30% on the validation set,

— recall: G4% on the train set and 58% on the validation set,

— wrea under the ROC Corve: (08 for the train set and 0. 74 for the validation
sel,

The developed modiel wis eviduated nsing the provided test set which eon-
tantned 265 samples in total, o which 27 of thein represented Loxie elements and
238 non-toxic ones. Out of all the experiments, this was the model with most
well-balanced true positives to true negatives ratio and most stable tradning
process. The model yielded the following results on the test sot:
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Aceuracy - 7790, True positives - 14,
. Reeall m;ii';‘% True negarives - 180,
- Arew under ROC eurve - 70%, - False positives - 13,
- Specificity - T9%, - False negatives - 48.
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Fig. 4. Metric curves

As shown in the igures above, this solution is more robust then the first one,

which ean be said based on the area under BOC curve score,

4 Conclusion and Discussion

We developed decp-learning models for evaluating the todeity of molecnles hased
ani the “SMILES Toxicity' database. In our approach, we took into account sev-
eral methods for overcoming the overfitting problem. These methods included:

extending the original toxic molecules set by replicating its instances,

— manipnlating the loss fonetion {class welghting) and eptimization process

{eyelical learning rate)

With these models, wo achicved achieved well-balanced troe positives to true

negatives ratio.
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Thanks to altering the dataset, the firt model scored high sccuracy on the
train and validation set, however, this method is msafficient. On the test set, the
model scored 655 soouracy - this vadue tells us that we did not avold overfitting
and the learning procss could still be improved,

With the second model, we used the provided dataset without any alierations
and yet we managed to achiove better results an the test set. The use of rlass
weighting and eyvelical learning rate allowed us to reach & more stabilized learning
process which makes the model more relisble,

The use of artificinl intelligence (Al) systems becomes important in oy
fields, especially where there is a nesd of expert's knowledge. Thanks to these
systems, the facilities with smaller resourees could wse the knowledge of an expert
in the form of an application. We can now train deep-learning models using the
knowledge of o speeialist nnd create a low-cost tool which will help people with
making important decisions.

In the future, we plan to combine ‘SMILES Teedeity’ and another dataset
ealled ‘Tox?1' to perforn experiments using the created models on them. This
way we can achieve more halanced classes with unigue instances. We also plan
o npply sdditional technigques Lo the imbalanced dataset problem that will sta-
bilize the training process and explore mechanisms such as attention and active
learning to create & more robust model,
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3.2 Recognition of Drivers’ Activity Based on 1D
Convolutional Neural Network

3.2.1 Citation
Exact reference: [44]

3.2.2 Paper Contribution

Driving a car is a complex activity that involves movements of the whole body. Many
studies on driver behavior are conducted to improve road traffic safety, This paper
attempts to develop a classifier of scenarios related to learning to drive based on the
data obtained in real road traffic conditions through smart glasses.

Novelty aspects:

e constructing first (to our knowledge) data set for driver action recognition based
ol simart-glasses,

e developing a classifier that ean aceurately recognize driver's action based solely
on EOG signal.

Possible use cases:

o additional safety system for young and inexperienced drivers,

e automatic assessment of a correctly performed maneuver.

3.2.3 Author’s Contribution

The anthor was responsible for the pre-processing of the data set, developing a method-
ology, including model development, training and evaluation, and visnalization of the
results. Parts of the manuscript concerning those elements were also written by the
author.



. electronics ﬁl\ngl

Arlicle
Recognition of Drivers’ Activity Based on 1D
Convolutional Neural Network

Rafal ). Doniec '®, Szymon Siecifiski *®, Konrad M. Duraj '@, Natalia J. Piaseczna '@,
Katarzyna Mocny-Pachoriska 2@ and Ewaryst ]. Tkacz '®

! Department of Biosensors and Processing of Biomedical Signals, Faculty of Biomedical Engineering,
Silesian University of Technology, Roosevelta 40, 41-800 Zabrze, Poland; rafal doniec@paolshpl (R.D.);
konrad duraj@polsl.pl (K.M.D.); natalia piaseczna@polsl.pl (N..1); etkace@paolsl.pl (ELT.)

¥ Department of Conservative Dentistry with Endodontics, Faculty of Medical Science,

Medical University of Silesia, P1. Akademicki 17, 41-902 Bytom, Poland; kpachonska@sum.edu.pl

* Correspondence: szymon siecinski@polsl.pl

F check for
Received: 3 November 2020; Accepted: 21 November 2020; Published: 25 November 2020 - updates

Abstract: Background and objective: Driving a car is a complex activity which involves movements
of the whole body, Many studies on drivers’ behavior are conducted to improve road traffic safety.
Such studies involve the registration and processing of multiple signals, such as electroencephalography
{EEG), electronculography (EOG) and the images of the driver's face. In our research, we attempt to
develop a classifier of scenarios related to learning to drive based on the data obtained in real road traffic
conditions via smart glasses. In our approach, we try to minimize the number of signals which can
be used to recognize the activities performed while driving a car. Material and methods: We attempt
to evaluate the drivers’ activilies using both electrooculography (EOG) and a deep learning approach.
To acquire data we used JINS MEME smart glasses furnished with 3-point EOG electrodes, 3-axial
accelerometer and 3-axial gyroscope. Sensor data were acquired on 20 drivers (ten experienced and ten
learner drivers) on the same 28.7 km route under real road conditions in southern Poland. The drivers
performed several tasks while wearing the smart glasses and the tasks were linked to the signal during
the drive. For the recognition of four activities (parking, driving through a roundabout, city traffic and
driving through an intersection), we used one-dimensional convolutional neural network (1D CNN}).
Results: The maximum accuracy was 95.6% on validation set and 99.8% on training set. The results prove
that the model based on 1D CNN can classify the actions performed by drivers accurately. Conclusions:
We have proved the feasibility of recognizing drivers’ activity based solely on EOG data, regardless of
the driving experience and style. Our findings may be useful in the objective assessment of driving skills
and thus, improving driving safety.

Keywaords: activity recognition; car driving; classification; electrooculography; convolutional neural
network; smart glasses; wearable devices

1. Introduction

Driving a car is a complex activity which involves movements of the whole body [1]. The decisions
and behavior of drivers regarding the surrounding traffic are crucial for road safety [2]. The factors
which affect the road traffic safety can be divided into two categories: the environmental factors and the
state of the driver. The environmental factors include weather and road conditions. We define the state
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of the driver as driver's aleriness, concentration (focus), cognitive abilities and the fact of performing
secondary tasks.

To solve the problem of specifying driver’s activities, we apply recognition based on tracking eye
movements, as most human activities require eyeball movements [3-5]. The analysis of eye movements
may help understand the reasons and determine the beginning and the end of activity. However, most eye
movements are involuntary and remain out of conscious control [6].

The mainstream method for tracking eye movements in human behavior research is analyzing images
registered with a camera [7], because of its advantages: small individual differences, and providing a
non-contact of eye measurements. The drawbacks of using a camera to track eye movements are the
trade-off between processing time and detection accuracy and the susceptibility to lighting conditions,
skin color and sunglasses [5]. Moreover, cameras mounted in vehicles cannot be used to detect the state
of a driver outside the vehicle [Y]. An alternative method is electrooculography (EOG), a technique for
measuring the resting electrical potential between the cornea and retina of the human eye [10], The EOG
signal is registered by electrodes placed around the eyes, The extracted EOG signal is then processed in
order to detect the eyeball movements [4,5,11-13].

The reason for choosing EOG to detect eyeball movements was the availability of JINS MEME
ES_R smart glasses which can register electrooculograms in a non-invasive way (without attaching the
electrodes to the body) while performing various activities (including driving a car) |[4,14] and the fact that
the eyeball movements contain the most information related to activities related to driving a car [2,4,15].
Another reason for using only electrooculography was to design the system for recognizing drivers’
activities regardless of their style of driving and experience.and to find the minimal number of attributes
required to recognize such activities [16).

To the best of our knowledge, the problem of extracting and selecting appropriate features from
electrooculograms in recognition of drivers' behavior has not been thoroughly investigated due to the
cumbersome placement of electrodes and the breadth of the topic, which indicates a clear need for further
research. The studies conducted by Niwa et al. [¢] and Doniec et al. [17] are the only known study on
drivers” behavior which used JINS MEME smart glasses. Another recent study on recognizing the gaze on
the left turn was conducted by Stapel et al. [15].

Because the average accuracy of the classifier based on k-means clustering and BFS reported in
[17] was 85% when analyzing four activities related to driving (driving on the motorway, parking,
urban traffic, traffic in the neighborhood), we attempted to improve the accuracy by changing the approach
to classification.

In recent years, deep learning techniques, such as recurrent neural network (RNN) [19,20],
convolutional neural network (CNNJ [7,19], generative adversarial network (GAN) [21], long short-term
memaory (LSTM) network [20,21], have found their use in classifying the state of the driver based on
various signals, such as electroencephalography (EEG) [19,20,22,23], images [20] and EOG [21].

In our study, we apply a one-dimensional (1D) convolutional neural network (CNN) to perform
classification on raw EOG signals without crafting features prior to classification [24]. Another advantage
of using 1D CNN is the ability to retrain the model on new data sets by using transfer leaming [25].

The purpose of this study was to examine whether it is possible to classify drivers’ activities in
real road conditions based on raw EOG signals and 1D CNN. The performance of the 1D CNN built for
classification was evaluated as precision, recall and Fy-score.

The structure is as follows: material and methods are described in Section 2, which includes the
experiment setup, data preprocessing and classification, The results in Section 3 consist of the loss and
accuracy graphs, the confusion matrix, and receiver operating characteristic (ROC) curves of the proposed
1D CNN model. Finally, we state that, based on the ROC curve and other performance metrics presented in
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the confusion matrix, the model was trained without overfitting and underfitting. In Section 4, we conclude
the paper by discussing the significance of the results and advantages and limitations of our approach.

2. Materials and Methods

2.1. Experiment Setup

The study was conducted in real road conditions in accordance with Chapter 4 of the Act on Vehicle
Drivers of the Republic of Poland [26] on two groups of volunteers: ten experienced drivers (age between
40 and 68) with minimum ten years of driving experience and ten learner drivers who attended driving
lessons at a local driving school (age between 18 and 46). The participants gave consent to participate
in the study. The candidates for drivers made a statement on their health in a questionnaire submitted
to the driving school. Although the candidates for drivers may not reveal the actual health status in the
questionnaires, we assumed that the study group did not have any health conditions which may cause a
direct driving hazard.

In Poland, the drivers and candidates for drivers are subject to medical examination based on
Article 39 of the Act on Road Transportation of the Republic of Poland [27] and Chapter 2 of the Acton
Vehicle Drivers of the Republic of Poland [26]. The medical examinations of drivers include the examination
of vision, hearing, and balance, the state of cardiovascular and respiratory system, kidneys, nervous system,
including epilepsy, obstructive sleep apnea, mental health, symptoms of alcohol abuse, the use of drugs
that may affect the ability to drive and other health conditions that may cause a driving hazard.

To avoid distracting the driver during the field study, data were acquired with JINS MEME ES_R smart
glasses, The device consists of a three-point electrooculography (EOG) and six-axis inertial measurement
unit (IMU) with a gyroscope and an accelerometer. JINS MEME smart glasses acquire ten channels of data;
the acceleration and rotation in X, Y and Z axes, and four EOG channels: electric potentials on the right
and left electrodes and the vertical and horizontal difference between them. All signals are sampled with
the frequency of 100 Hz. The data are transmitted to a computer via Bluetooth or USB and can be exported
to CSV file. Electronculograms were recorded with three-point EOG sensor which consist of left, right
and bridge electrodes and were converted into four lead (channel) recording of EOG signal: left, right,
horizontal and vertical [14].

Each participant had to perform the same set of tasks while wearing the smart glasses. Sensor data
were acquired and linked to scenarios related to driving by the observer sitting on a back seat (see Figure 1).
Each learner driver (learner} drove the same car adapted for driving lessons and marked with the L sign.
The learners drove the car under the supervision of a driving instructor, whereas other drivers drove
their own cars. Sensor data from learner drivers were obtained thanks to the cooperation with a local
driving school.

All participants completed their tasks on the same route of 28.7 km in Tarmowskie Gary, Radzionkdw,
Bytom, and Piekary Slaskie in southern Poland presented in Figure 2. The tasks to be completed during
the drive were based on the regulations on practical driving tests [25] and included;

journey through a motorway;

drive straight ahead in city traffic;

passage of a section straight ahead outside of the urban area;

drive straight ahead in residential traffic;

driving through a roundabout (right turn, driving straight ahead and left turn);
driving through a crossroads (right turm, driving straight ahead and left turn);

parking (parallel, perpendicular, angled).
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Figure 1. Experiment setup. The driver (left) &s wearing JINS smart glasses connected 1o the computer
(foreground ) while recording the signals.

e
i
[ |
'

Figure 2. The test route chosen for the study (map data: Google).

The route included roundabouts and parking lots shown as satellite images in Figures 3 and 4.
Figure 3 presents the bird's eye view of two roundabouts (small and large) and Figure 4 presents the bird's
eve view of public parking spaces with no ticketing along the Artura street in Radzionkdw (Poland).
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(a) (b}

Figure 3. Bird's eve view of two roundabouts: (a) small roundabout (the diameter of circle island: 20 m);
(b} large roundabout (the diameter of circular island: 54 m), Map and satellite images: Google, CNES,
Airbus, Maxar Technologies, 2020

Figure 4. Bird"s eve view of the public parking lots at the Artura Street in Radeionkéw, Poland (map and
satellite image: Google, CNES, Airbus, Maxar Technologies, 2020)

Each activity was labeled manually by the researcher during the drive. A pilot (driving instructor in
case of learmmer drivers and in other cases—the researcher) asked the driver to start performing a particular
activity, and at the same time, recording began. When the task was completed, the pilot asked to stop the
recording. The file with recorded data was named according to the registered activity:

The average time of completing all the tasks during the experiment was 75 min. Experienced drivers
generally completed the route faster than learner drivers, regardless of road conditions [17].

The experiment was carried out following the rules of the Declaration of Helsinki of 1975, revised
2013, and with the permit issued by the Provincial Police Department in Katowice, The participants
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gave their informed consent for inclusion in the study. Study protocol was approved on 16 October
2018 by the Bioethics Committee of the Medical University of Silesia in Katowice (the resolution number
KNW /0022 /KB1/18). The identity of learner drivers is confidential under the agreement with the driving
school, and the same rule applies for the experienced drivers. Experimental data as Supplementary
Materials were made publicly available at [EEE DataPort [29].

2.2. Data Preprocessing

The data set consists of 520 labeled recordings of electrooculograms, acceleration and gyration
signals from both experienced and inexperienced drivers acquired with JINS_MEME ES_R smart glasses
and is available at the IEEE DataPort [29]. The reason for analyzing the recordings acquired form both
experienced and inexperienced drivers is based on the fact that there are no significant differences in
overall cognitive and motor skills [30].

The recordings were divided into four scenarios (categories): parking, driving through a roundabout,
driving in city traffic and driving through an intersection chosen based on the classification accuracy
reparted in [17]. By considering only EOG signals, we can distinguish specific patterns associated with
analyzed activities, regardless of style of driving, driving dynamics and experience visible in acceleration
and gyration,

The recordings were divided into each category as follows:

parking: 120 recordings,

driving through a roundabout: 120 recordings,
driving in city traffic; 160 recordings,

driving through an intersection: 120 recordings,

Each of these activities can be further divided into categories described in the Section 2.1, We focused
on recognizing 4 activities to verify the feasibility of classification based on 1D CNN,

The data were preprocessed before classification in Python 3.7.5 with Pandas, NumPy, Matplotlib
and Scikit-learn. The first step was to unify the length of the signals because the length of the original
signal vector varies from 320 to 32,357 samples (considering all of the categories). In order to unify the
input signals, we took the maximum length value across all the recordings and tiled the shorter vectors to
match that value. This approach turned out to be the easiest and the fastest way to standardize input data
without losing the inherent characteristics of the signal for each category.

The second step of preprocessing was normalizing the input values to prevent the occurrence of the
exploding/vanishing gradient problem [31]. After normalization, the data were divided into training and
validation sets. The best performance was achieved with validation split equal to 20%. The number of
samples in both sets and for each category was shown in the Figures 5 and 6.

2.3. Classification

In this study, we propose an approach to driver activity recognition using a one-dimensional
convoelutional neural network (1D CNN). This neural network model has proven its effectiveness in
signal classification, yielding state-of-the-art results [32,33]. Because biological signals have non-linear
characteristics, convolutional neural networks are an adequate choice, as they are precisely developed for
recognizing non-linear patterns in the data | 34), Considering that there have not been established patterns
in EOG signals related to driver’s activity, we applied 1D CNN due to the ability of automatic extraction
of features. By using convolutional lavers, we can also visualize the set of filters after training and try to
learn which characteristics of the input signal are related to certain activity.

The architecture of the proposed model is shown in Figure 7,
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Figure 5. Number of samples in each category in training set.
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Figure 6. Number of samples in each category in validation set.
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Figure 7. Architecture of the proposed 1D convolutional neural network (CNN) model generated by Keras
and graphviz. None is the variable batch size.
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The architecture consists of the following elements:

s Convolution with max pooling block—first convelution layer produces 64 feature maps which are
then processed by activation function in order to capture non-linear patterns and followed by pooling
layer with kernel size of two to reduce the extracted information. The second convolution layer
generates 32 feature maps with kernel of size three (as in the first block), followed again by rectified
linear unit (ReLU) and pooling layer [35]. Although the kernel size of convolutional layer may be
much higher in the case of 1D CNN than in their two-dimensional (2D) counterpart, the best results
were achieved with the smaller kernel.

s  Dropout layer—the dropout layer was set with the rate of (.5. This layer turned out to be the key
element because it prevents overfitting at the beginning of the training phase [36].

®  Dense and flatten blocks—after obtaining the data from the second convolutional pooling block,
the feature maps are mapped into their one-dimensional representation and classified with the single
and final layer consisting of four neurons followed by softmax probability activation function.

The conducted training process lasted 100 epochs, the batch size was 20 and the decaying leaming
rate was 0,001 at the start. The 1D CNN model was developed in Python 3.7.5 using Keras library with
Tensorflow version 2.1 as the backend. To accelerate the computation, we set up the GPU (graphics
processing unit) support with Nvidia CUDA (Compute Unified Device Architecture) version 10.1.

Data preprocessing and classification of 520 labeled recordings was run on the Nvidia GTX 1060
with 6 GB of VRAM (Video RAM) and training the proposed model for 100 epochs took circa 10-15 min.
The source code of classifier was made publicly available at |EEE DataPort [29].

3. Results

This section prcwide-s and describes the results of classification of four analyzed driving scenarios
registered in 520 labeled recordings using 1D CNN,

The accuracy on the training set was 99.8% on and 95.6% on the validation set. The performance
of the training process was presented as the learning curves and the decaying learning rate curve on
Figures 510,

The accuracy curve shows the correctness of the model’s performance among the epochs. Both train
and test accuracy achieved high values (above 90%) after circa 40 epochs.

The loss function is the sum of errors made after each epoch. After circa 40 iterations, loss stabilizes
{circa 0 for training set and below (.2 for validation set).

Figure 10 shows how the leaming rate was changed among iterations. In this case, the learning rate
was halved after five epochs if the validation loss did not decrease.

The performance of the proposed classifier is presented in the form of confusion matrix (Figure 11)
and receiver operating characteristic (ROC) curves for each activity (see Figure 12).

The confusion matrix presents the numbers of cases classified to a specific group (predicted label) in
comparison with their real classification (true label). The correctness of the classification is-as follows:

s for parking—ten out of 108 signals were classified incorrectly (two as driving through a roundabout,
four as driving in city traffic and four as driving through an intersection);

o for driving through a roundabout—two out of 96 signals were classifted incorrectly (one as parking
and one as driving in city traffic);

s for driving in city traffic—three out of 120 signals were classified incorrectly (as one of each group);
for driving through an intersection—one out of 92 signals was classified incorrectly (as driving in
city traffic).



Figure 9. Loss of the proposed 10 CNN model.
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Figure 12. Precision recall curves of the classifier.

Based on the confusion matrix, the following parameters (adapted for multi-category classification)

were calculated:

Precision is the proportion of positive samples out of the retrieved samples (true positive and

false positive).
—— True Positioe (1
" True Positive + False Positior )

Recall (sensitivity) measures how accurate is the model within all the positive samples,

Recall = True Positive @)
True Positive + False Negative

Fy score—combination of the two aforementioned metrics which rises when both precision and

recall increases. .
Precision = Recall

Precision + Recall

FiSeore =2 % (3)
The calculated values of aforementioned metrics are presented in the Table 1.

Table 1. The performance of the classification of four driving scenarios.

Category Precision Recall Fi-Score
{l—parking 0.958 097 0942
l—roundabout  0.97 0.98 0.97
2—city traffic 085 0975 096
A—intersection 095 .98 (968

The highest precision was obtained for parking (0.98), the highest recall was obtained for driving

through a roundabout and driving through and intersection (0.98 in both cases) and the highest Fy-score
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for driving through a roundabout. The lowest precision was obtained for city traffic, and the lowest recall
and Fy-score was obtained for parking.

The ROC curve measures the capability of distinguishing given classes by the analyzed model and is
presented as true positive rate to false positive rate. With the multi-class problem, we measure this ratio for
each single category against all the other categories [37]. The receiver operator characteristic curve shows
that the created model was well trained, without overfitting and underfitting. 1t also shows that there are
no unbalanced ratios between true positives and false positives, which again leads to the conclusion that
the model was not biased.

Based on the confusion matrix and ROC curve, we can observe that most of the misclassified samples
belong to the parking activity (see Figure 11). The reason is the fact that parking can be performed in
different ways (angle, perpendicular, parallel) and is also associated with frequent movement of head and
eyeballs reflected in the EOG signal. However, the EOG signals linked to parking may resemble the other
activities, such as driving on a roundabout,

4. Discussion

We built the classifier of driver’s activity based on 1D CNN. Its accuracy was 99.8% on the training set
and 95.,6% on the validation set. The accuracy of our classifier is higher than in other studies, especially:

s Doniec et al.'s study, which used BFS approach with 2-fold cross validation on seven activities
{(62% driving on a highway, parking in front, parallel parking, slope parking, driving around a
roundabout, driving in city traffic, driving in residential traffic) and four activities (85% for driving
on a freeway, city traffic, parking, driving in a residential area) [17];

e Jiang etal study which used k-nearest neighbors (kNN) and SVM classifying approach on signals
from wearable devices (9(¥%) |38];

»  Vora et al's study which used driver’s eye tracking in video recording and CNM-based classifier
(95.2%) [25);

» Galarza et al."s study, which used a video recording of the driver's face, statistical model and Google
API-based classifier (93.37%) [39];

#  Mulhall et al.'s study; which used binary logistic regression for recognition of lane departures {73%)
and microsleeps ($6%) during driving in real road conditions [40].

This classifier has proven its high accuracy in classifying four driving scenarios (parking, driving
through a roundabout, driving in city traffic and driving through an intersection). Its inherent ability to
capture non-linear patterns in the sensor data makes 1D CNN a powerful tool in processing biologically
related signals. The main drawback of this approach is the fact that it needs a fixed size input.
The performance of 11 CNN deep learning model is at least 14%, better than BFS approach with soft
assignment to specific configurations for the same data set. The results obtained for both data sets
(training and validation sets) emphasize two points: the superiority of automatically learned functions
over manually created ones used in [17], and the stability of 1D CNN deep learning architectures.

The type of dominant features fed to the classifier in [17] depend on the size of the sliding window
and the BFS entropy of the extracted data frames. Moreover, the 1D CNN model is among the most
efficient methods, which underlines the stability of this model and suggests its good ability to generalize
on various data sets [41], including medical data [33]. The accuracy of studies on the drivers’ behavior
was based on menitoring one or two signals; the accuracy ranged from 60% to 80 [42].

In this study, we have proven the feasibility of driver's activity recognition based solely on EOG data,
regardless of his/her experience and style of driving, which can be determined based on accelerometer
and gyroscope data. Therefore, this approach may be applied to numerous real-world scenarios, such as
building a system that may help improve the driving skills and driving safety, especially in smart vehicles.
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Due to the increasing number of vehicles on roads, changing the paradigm of the driver training
process is necessary to prevent the growth of road accidents and fatalities. The opportunity to measure
the drivers’ perception can provide valuable insight into drivers’ attention. Accurate and inexpensive
driver assistant systems may help encourage safe driving. However, real-time monitoring of behavior
and driving conditions imposes technical challenges and the need for monitoring the state of the driver,
especially dizziness caused by long trips, extreme changes in lighting, reflections of the glasses or the
weather conditions on the road.

In future, we will address the limitations of our study: the need of providing fixed-sized input signals
and misclassification of some recordings linked to parking activity. We propose developing a variable-size
model which will operate on global pooling instead of a flatten layer to overcome the first limitation.
With that approach, we may propose a new method of determining the length of the input vector based on
the information from additional sensors. To overcome the second limitation, we propose differentiating
variants of parking and providing more robust architecture. Although we achieved satisfactory results
with 1D CNN, we consider ensemble classifiers or multi-input deep learning models for recognizing a
wider range of activities in the long term.

Supphmentary Materials: The research data are available online at IEEE DataPort: hreps: / Adwodoiing /10 21227/
qlhadwdil
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Abbreviations
The following abbreviations are used in this manuscript

1D One-dimensional

2D Two-dimensional

BFS Best fit sequence|s]

CNN  Convolutional neural network
CUDA  Compute unified device architecture
ECG Electrocardiogram

EEG Electroencephalogram

EOG Electrooculography

GAN  Generative adversarial network
Gy Graphics processing unit

IML Inertial measurement unit
kNN K-nearest neighbors

LSTM  Long short-term memaory
MARS Masking action relevant stimuli
RNMN Recurrent neural network
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RelU Rectified linear unit

ROC
SVM

Receiver operaling characteristic
Support vector machine

VEAM  Video RAM
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3.3 Heartbeat Detection in Seismocardiograms with
Semantic Segmentation

3.3.1 Citation

Exact reference: [45]

3.3.2 Paper Contribution

Because it is recognized as a representative measure of cardiac function, heartbeat detec-
tion is a erueial component of cardiac signal analvsis. Location of the QRS complex on
an electrocardiogram is the gold standard for heartheat detection. Seismocardiography
(SCG), which uses vibrations to measure heart rate, is replacing electrocardiography as
a reliable method of doing so due to the advancement of sensors and information and
communication technologies (ICT).

Novelty aspects;

e developed an accurate method for processing and extracting information from
seismocardiography signals,

o developed a deep neural network which is efficient and can be run on edge devices.
Passible use cases:
# edge deviee that can accurately measure and evaluate the eardiac function,

o extracting additional information about mechanical function of a heart.

3.3.3 Author’s Contribution

The author conceptualized the project, surveyved the related literature, developed and
tested the methodology for data pre-processing, training and evaluating o deep learning
model, analyzed the results and written parts of the manuseript.
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Abstract— Heartbeat detection is an essentinl part of cardiac
signal unalysis because §t is recognized a8 a representative
measure of cardine function. The gold standard for heartheat
detection is to locate QRS complexes in electrocardiograms,
Due to the development of sensors and information and com-
munication technologies (ICT), seismocardiography (SCG) is
becoming a viahle alternative to electrocardiography to moniior
heart rate. In this work, we propose o system for delecting
the heartbheat based on selsmocardiograms using deep learning
methods. The study was carried ool with a publicly availahle
data set (CEBS) thai contains simulianesus measurements of
ECG, breathing signal, and selsmocardiograms. Our approach
to heartheatl detection in seismocardiograms uses o model based
on o ResNet-bazed convolutional neuril network and contains a
squecze and excitation unit. Cur model scored state-of-the-art
results (Jaceard and F1 score above 97% ) on the test dotaset,
demonstrating its high relinbility.

I. INTRODUCTION

Heartheat detection is one of the essential parts of cardiac
signal analysis because it is recognized as a representative
measure of cardiac function [1). Dyvnamic changes in the
interval between consecutive heartbeats are known as heart
rate variability (HRV) [2]-{4].

The gold standard for heartbeat deétection is the détection
of QRS complexes in the electrocardiogram [2], [5]. Al-
though electrocardiography (ECG) is a widely available. in-
expensive, casy o use, and inexpensive method of diagnosing
the state of the heart, lechnological advances in sensors and
mformation and communication technologies (ICT) make
seismocardiography (SCG) a viable alternative [5]-]9].

Seismocardiography (SCG) is the registration of mechan-
ical activity of the heart with an accelerometer placed on
the chest wall in the xyphoid process [6], [10]-[12]. The
most popular applications of scismocardiography are heant
rate measurement [ 131-[18] and HRY analysis [51, [16]. [19],
[20].

Conventional segmentation of cardiae signals consists
of extracting specific features and inlervals using various

*This study was carried oot under the project “lnierPOWER - Silestan
University of Technology as a modern European techmical university™,
co-financed by the Furopean Union under Mensure 3.5 Comprehensive
programs of univensities 11 Priorty Axks Higher education for the econ-
omy and development of the Operational Program Keowledge Education
Develogament 20142020

YWonmd M. Duray, Srymon  Siecinski, Rofal  J.  Doniec,
Matalia ). Pimecina, Pawel 5. Kostks, wnd Ewaryst ). Thkace
afe  with the Depanment of Biosénsors  and  Processing  of
Bimmedical Signals, Faculty of Biomedical Engineening,  Silesian
University of Technology, Rooevelia 40, 41-800 Fobrre, Poland.
{kdurai, ssiecinskl, rdoniec, nplaseczna, pkoathka,
etkacz|@polsl.pl

algorithms proposed by expens [8], [21]. An alermative
dpproach is to use semantic segmentation and apply deep
neural networks. Semantic segmentation is an approach 10
detect, classify, and annotate various internally consistent
subsequences of time signals based on changes between
defined siates [22].

Although the use of machine leamning in seismocardiog-
raphy has been reported in several studies [23]-[28]. the use
of semantic segmentation for heartbeat detection in scismo-
cardiograms with deep neural networks was mentioned only
in [28] 1o the best of our knowledge,

The purpose of our study was 1o address the aforemen-
tioned gap by developing and evaluating the performance of
a deep neural network based on UNet that takes o raw SCG
signal und returns the signal with annotated heart beats by
applying the semantic segmentation approach,

1. MATERIAL AND METHODS

A. Dara Set

The study was carried out on the data set “Combined
Measurement of ECG, Breathing and Seismocardiogram™
(CEBS) publicly available a1 PhysioNevorg [13]. [29]. The
data sel consists of 60 simultancous recordings of ECG
signals (Leads | and I1), breathing signal, and scismocardio-
grams (on the z axis) acquired from 20 healthy volunteers of
Caucasian rmce who were awake and remained in a supine
position on 4 bed. The recordings were divided into three
groups according to the data scquisition phase: b0 1-b020
{before playing the music, 5 minutes), mO01-m020 (while
playing the music for 50 minutes) and pOO1-p020 (after
playing the music, 5 minutes) [13]. [29]-[31]).

Each signal was recorded with a sampling frequency of
5 kHz. ECG signal and the breathing wave were acquired
with the Biopac MP36 data acquisition system, and the
SCG signal was recorded with the 5T Microelectronics
LIS334ALH triaxial accelerometer. The bandwidth of the
ECG and SCG signals were 0.05 Hz-150 Hz and 0.5-100 Hz
[113], [30], [31].

B. Data preprocessing

1) Heartbeat Detection in ECG: The location of hean-
beats on the electrocardiogram 15 defined as the location
of R waves [32]. Heartbeats in ECG signals were detected
with the Pan-Tompkins algorithm, which consisis of ithe
following steps: bandpass filtering, differentiation, sample
squaring, smoothing of the signal with a moving average
filter, correlation analysis, and thresholding [33].

§78-1-T281-2782-8/22/531.00 ©2022 |IEEE 662
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2} Reference Heartheat Annotation in SCG: The heartbeat
in the SCG signal is considered 1o be the occurrence of
an aortic valve opening (AOQ) wave [13], [34], [35). The
reference heanbeats in the SCG signals were determined
as the occurrence of AQ waves based on the windowing
method described in [5], [36] and consist of several steps.
The first step was bandpass filtration with the third-order
Buitcrworth filter with a passhand of 4-500 Hz. The next
step was smoothing the SCG signals with a moving average
filter with 4 window width of 15 ms, Finally, the locations of
AD waves were determined as the local maxima of the SCG
signals within 100 ms after the R waves in ECG signals [5],
[18], [36], [37]. The locations of the reference heartheats in
the SCG signals were converted to binary masks.

1 the sample belongs to a reference
heartheat within 150ms margin {1
1 otherwise

AC_mask, =

where ACQ sk is the binary signal consisting of N
samples, which is equal 1o the number of samples of the
input signals and serves as the “ground truth™ in the leaming

process,
C. Seementation of Heartheaty with a Deep Newral Network

1) Dara Preprocessing: The firsl step was 1o normalize
the signal amplitude 10 [; 1] with Min-Max normalization,
expressed as;

' x — rrinlr)
= nazix) — min(r)’ 2

The normalized signal is then divided imo observations
containing 5000 samples. If the particular signal is not
divisible by the interval length. then the appropriate number
of zeros is added or subtracted, The data sets consist of Tull
SCG signals from individual patients that resulted in o tofal
of 35973 observations in the data set.

The constructed data set was divided into raining, valida-
tion and test sets in the proportions shown in Figure |, The
signals from a given patient were included in only one of
the sets.

Siox

L

l 1HAE
-

l LE- 4

]

L Vaizilay Tt
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Fig. 1: Data distribution among train, validation, and test sel.

This means that the signal representing each patient has
been assigned 1o a given set and was not included in another
sel.

2} Architecture: The input of the network consists of
subsignals derived from the original input signals. The
ground truth for the network was obtained as presented in
Sections 11-B.2 and [-C.1. The output of the designed deep
neural network has the same shape as the inpul,

The encoder part of our network is o UNet-like ar-
chitecture [38] of a one-dimensional convolutional newral
nelwork with skip connections as applied in the ResNet
architecture [39]. It was designed with four sequentially con-
nected blocks. The single block consisted of a convolutional
unit followed by two residual wnits, with two additional
convalutional blocks upon which a squeeze and excitation
unit was applied.

The outputs of the second and third blocks were concate-
nated with the averaged pooled input data. The decoder part
consists of three upsampling layers followed by concatena-
tion with encoder feature maps and convolutional units. The
output was generated with the 77 kernel convolution window,

3) Muodel Tratning: The training procedure was conducted
using the Adam optimization algorithm [40] and binary
cross-entropy as the loss function, The model was trained
with a mini-batch size of 32 and a starting leaming rate
of 0.0001. The hyperparameters were tuned empirically. To
oplimize training, the weights of a model with the best score
were saved, the learning rate was reduced by half each 3
epoch il the validation loss was not improving, and the
training was stopped in case of overfitting, The model was set
to be trained for 100 epochs, but after 18 epochs, the model
training was stopped due o overfitting. The model with the
best validation loss was saved. The described model was
trained on a NVIDIA RTX 2080Ti graphics card with 12GB
ol video RAM. The model was designed with Tensorflow
and Keras deep learning libraries.

1. RESULTS

Table 1 presents the results achieved for both the training
and validation sets.

TABLE I: Performance measures of the designed deep neural
network.

Drarusen Train. | Volidation | Tes
Accuracy | DLG9R L [T
ALC 0999 099 | 0997
Specilicity | 0,999 0994|0998
Sensitivity [ 1.0 0,999 | 0999
Precision | 0987 097 | Dows
Recall (9ES 097|097
Loss (0000784 | 0022 [o022

The performance of our model was also expressed as
the Jaccard index (J; 4 gy) and the Fl score (F1 4 4)) 0
determine the similarity and differences between the ground
truth and prediction. They are defined as follows:

AN B
1 ] Lt
A= T )
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2x|AN B
Fliam = [A] + 18]

where: A M A is the intersection of sets A and B, AU B is
the union of sets A and B [41].

These metrics were calculated with three different methods
of averaging: miero-, marco-, and weighted averaging. The
resulis are presented in Table [

)

TABLE II: Performance on the test set

Averiging Jaccard | Fl score
Micro-gveraging | 0,986 | (L9492
Macro-overaging | 0971 | (0.981

Weighted-avermging | 0.087 | 0.992

In the worst case scenanio (Jaccard score of 97.1%), the
mindel segments the signal with an offset within circa five
samples (while the fragments that correspond (o the heartbeat
are girca 500 samples).

L]
L ]
| = -

b

ta) Ground iruth
-; = == .|
|
'
o . 55
ih) Prediction

Fig. 2: Comparison between the original labels and predicied

labels

Figure 2 presents a comparison of the hearbeats indicated
by the original labels and predicted with our deep neural
network on o 10 s fragment of the SCG signal.

According to the metrics shown in Table [ the model
achieved stte-of-the-art resulis after just one iteration. Fur-
ther leaming did not significanily improve ihe resulis; there-
fore, the process has stopped after 18 iterations o prevent
overfitting. Performance metrics indicate that the model is
fully capable of segmenting heartbeats into SCG signals with
greater repeatability than human experts.

IV. DISCUSSION

We have designed and evaluated a U-Net-based deep
newral network with a squeeze and excitation block that is ca-
pable of detecting heartbeats using a semantic segmentation
approach. The reported performance (sensitivity of |.000 for
the training set and 0.999 for the validation sel, precision
of 0.987 for the training set and 0,97 for the validation set)
proves its high reliability and is similar o the performance
metrics reported by Suresh et al. (sensitivity of 0.98 and

precision of (1L98) in [28] on the same dataset, except subjects
4 and 18,

Despite similar performance, our approach is not the
same as in [28]; the differences lie in the preprocessing
of input signals (min-max normalization versus dividing
into overlapping time windows), blocks of the deep neural
network, parameters of the neural network, and the owtput
signal (seismocardiogram with annotated heartbeats versus
distance transform-like output).

Such a good performance of heanbeat detection with
a deep neural network is achievable because deep neural
networks are good at modeling diverse phenomena. However,
due to overparnmeterization and scalability, deep neural net-
works are compulationally expensive due o their design [42).
Moreover, normal heanbeals are repetitive (quasi-periodic)
features with similar characteristics that are relatively easy
to capture by neural networks.

The limitations of our study are the study group limited
1o 20 healthy subjects between 19 and 30 years of age [13],
[29]=[31]. clear signals acquired in the supine position, and
the dependence of heantbeal detection in SCG signals on the
R waves in ECG.

In future research, we consider a wider range of subjects
with different cardiovascular conditions, applying a heartbear
detector that does not depend on the parallel ECG signal, and
improving the validation process by additional analysis, such
as cross-validation and live tesis.
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3.4 Semantic Segmentation of 12-Lead ECG Using
1D Residual U-Net with Squeeze-Excitation Blocks

3.4.1 Citation

Exact reference: [16)

3.4.2 Paper Contribution

ECG evaluation is perhaps the most widely used biomedical signal for the performance
of diagnostic measurements. This signal has its reflection in the mechanical action
of the heart and can inform us abont the physiological condition of this organ. The
analysis of an electrocardiogram is a complex process that requires specific knowledge.
This paper deseribes an approach of using deep neural networks for extracting ECG
segments such as: T-Wave, P-Wave, and QRS complex.

Novelty aspects:

e developed an architecture capable of accurate segmentation of relevant segments
of ECG waveform,

¢ developed method can work in parallel on all of the 12-leads, which makes this
method not only effective but also efficient,

o developed a deep nenral network which is efficient and can be run on edge devices.
Possible use cases:

e odge device that can accurately measure and evaluate the cardiac function,

e precise information extraction for all channels in a parallel manner (efficiency),
e can be easily integrated with other software used to evaluate the state of the

cardiac function for in-house monitoring,

3.4.3 Author’s Contribution

The author conceptualized the project, surveyed the related literature, developed and
tested the methodology for data pre-processing, training and evaluating a deep learning
model, analyzed the results and written parts of the manuseript.
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Abstract:  Analysing biomedical data is a complex task that requires specialized knowledge. The de-
velopment of knowledge and technology in the field of deep machine leaming creates an opportunity
to try and transfer human knowledge to the computer. In turn, this fact influences the development
of systems for the automatic evaluation of the patient’s health based on data acquired from sensors.
Electrocardiography (ECG) is a technique that enables visualizing the electrical activity of the heart
in a noninvasive way, using electrodes placed on the surface of the skin. This signal carries a lot
of information about the condition of heart muscle. The aim of this work is to create a system for
semantic segmentation of the ECG signal. For this purpose, we used a database from Lobachevsky
University available on Physionet, containing 200, 10-second, and 12-}ead ECG signals with annota-
tions, and applied one-dimensional U-MNet with the addition of squecze-excitation blocks. The created
model achieved a set of parameters indicating high performance (for the test set: accuracy=—{0.95,
AUC—099, specificity—0.95, sensitivity—0.99) in extracting characteristic parts of ECO signal such
as I' and T-waves and QRS complex, regardless of the lead,

Keywords: ECG; signal segmentation; deep leaming

1. Introduction

Eleetrocardiography (ECG) is a golden diagnostic standard for measuring the electrical
activity of the heart. This signal has its reflection in the mechanical action of the heart
and can inform us about the physiological condition of this organ. The analysis of an
electrocardiogram is a complex process that requires specific knowledge. Engineers try to
help physicians by creating expert systems. This process requires transfer of the specialist’s
knowledge to a computer by feeding it with examples and a set of rules about how to treat
specific cases. There are many possibilities of creation of an expert system-—uone of the most
developed is using machine learning-based technologies,

One of the subfields of machine learning methods is deep learning (DL }—containing
marny hidden layers in the Artificial Neural Network (ANN) structure, which mimics the
performance of the human brain [1].

The convolutional neural network, CNN for short, is a specialized type of neural
network designed for working with two-dimensional data. [t creates rich representations
of the input data by sequentially stacking the convolution operations over the image. To
reduce the data size, CNNs are often equipped with pooling layers. The filter values are
being updated using a backpropagation algorithm. Figure | presents a sample of 10 CNN.

These structures can be applied for analyses of physiological signals, such as ECG.
The conventional deep convolutional networks are designed to operate exclusively on
two-dimensional data. As described in [2], 1D CNNs are more advantageous than their 2D
counterparts in dealing with one-dimensional data.

Appl. Sei. 2022, 12, 3332 https:/ / dolorg/ 103390/ app1 2073332
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Figure 1. A sample 1D CNN with three<convolutional and bwo-linear layers [2].

Data annotation is a time-consuming activity, so especially in the era of big data,
systerns that automatically (but also reliably) label the data are absolutely necessary,

Related Work

The application of deep learning techniques in processing different physiological
signals was summarized by Faust et al. They analyzed 53 publications from 1 January
2008 to 31 December 2017, 17 concerning ECGs [3]. Another review of using DL methods
for ECG data was performed by Hong et al. in [4]. They evaluated 191 articles published
between 1 January 2010 and 29 February 2020. The authors of this work confirm that the
application of DL methods in ECG analysis (including signal annotation) is becoming an
increasingly frequently discussed topic.

The most frequently discussed issue in relabion to the ECG signal is undoubtedly
the anomaly detection. Novotna et al. used DL methods for premature ventricular con-
tractions (PVCs) localization. On the CPSC2018 (China Physiological Signal Challenge
2018} database, they achieved the dice coefficient 0.947 for the model with a max pooling
layer [5].

D et al. presented a fine-grained multilabel ECG framework to detect correlated
cardiac abnormalities in clinical ECG data using convolutional neural network (CNN) and
recurrent neural network (RNN) [6]. The authors of [7] used U-Net with bidirectional LSTM
for the automated detection of QRS complexes. They achieved an accuracy of 78.73% and
98.29% on the CPSC2019 (China Physiological Signal Challenge 2019) and mitdb datasets,
respectively,

In their work, Weinman and Conrad used transfer learning for improving CNNs
classification of heart rhythm and atrial fibrillation (AF) from short FCG signals [8], The
authors explored both unsupervised and supervised pretraining of CNN on the Icential1K
(Icential 1K contains ECG data from 11,000 patients, who wore a monitoring device for up
to two weeks resulting in 630,000 h of ECG signal with over 2,700,000,000 beats labeled
by the device and then again by a specialist) dataset. They showed that pretraining
improves CNN's performance by over 6% and scored the maximum of Fy-seore 0.926 for
beat classification.

Another interesting issue is the analysis of the ECG signal in terms of detecting indi-
vidual features in physiological biometrics. Zheng et al,, in their work, used BP and DNN
for ECG-based identification [9]. They created and tested their model on two databases:
mitdb (MIT arrhythmia database) and a self-collected one. The database consisted of signals
obtained during various emotions. The authors achieved a 94.39% recognition rate on the
combined datasets.

An automatic segmentation of a signal, which is nothing more than finding the
reference points within it, is crucial in order to perform automatic interpretation of the
signal. There are many different algorithms for segmentation of the ECG signal that use
many signal processing methods and work on different databases. In their work, Beraza
and Romero compared algorithms for ECG segmentation [100]. The authors performed
signal segmentation on ECG wsing nine different algorithms [11-19] and PhysioNet's
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QT database [20)]. They achieved the best results while using probabilistic methods and
methods based an wavelet transform.

In our study, we propose an altermative approach for the segmentation of a one-
dimensional signal segmentation such as ECG. We created a tool for semantic segmentation
that used a one-dimensional Li-Net containing squeeze-excitation blocks.

2. Materials and Methods
2.1. Dataset

In this study, we used the dataset provided by Lobachevsky University [21], available
on the Physionet website. The dataset consists of 200, 10-second, and 12-lead ECG signals,
representing different morphologies. Each of the signals comes with an annotation describ-
ing the starting, stopping, and peak points of the I’ and T waves and QRS complexes. The
data are compatible with the popular widb toolbox. For a more detailed description, please
refer to [21].

Data Preparation

In the provided dataset, some of the annotations were incorrect, containing an anno-
tation without the peak point or with it being mislabeled. These samples were removed
from the data along with its paired signals. In total, there were 2377 signals with a length of
5000 samples. As mentioned, the annotation came in the form of point collection. To create
suitable masks for our model, we transformed the points collection into masks matching
the shape of the input signal. For the specific fragments corresponding to the annotations,
we applied a label in the form of an integer number as follows:
* “0"—background;
*  “1"—0RS block;
o —Tewave;
» 3 Pwave

Then, we took the generated sparse masks that are one-hot-encoded, and the final
labels have the shape k » 5000 = 4, where k indicates the number of samples. The input
signals were normalized using the min-max scaling technique, which is defined as:

b x—minlx)

= mnx(x) = min{x) 1)

Then, the dataset was split into training, validation, and testing sets as follows: first,
we divided the data into a training and testing set with B0% and 20%; then, we extracted
20 of the training set into the validation set. The distribution of the dataset is presented
in the Figure 2.

Figure 2. Data distribution.
The distributions between categories across the dataset are as follows:
*  Background—7 309,154 points,
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* QRS complex—894,721 points;
= P-wave—1,516,929 points;
*  T-wave—R14,196 points.

2.2. Madel Architecture

For our study, we chose the U-Net architecture design proposed by Ronnenberger et al. [22]
and adapted it for the task of 1D semantic segmentation. Inspired by the paper [23], we
have decided to incorporate residual and squeeze-excitation blocks into our model. A
diagram of the model architecture is presented in Figure 3. A full diagram of the model is
available as supplementary material (File 51},

Figure 3. Diagram of the model,

221, Encoder

The encoder part of our network is a modified ResNet [24] convolutional neural
network. It was designed with four sequentially connected blocks. The single block was
made of 3 functional units:
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1. Convolutional unit—this unit consists of a one-dimensional convolutional layer fol-
lowed by batch normalization [25];

2. Squeeze-exciting unit—is a cell designed to improve the representational power of a
network by enabling it to perform channel-wise feature calibration. The inputs to this
block are the feature maps generated by the convolutional unit. Each of the channels
is being "squeezed” into a single numeric value using global average pooling. This
value will be passed through two feed-forward layers activated by the Rel.U and
sigmoid functions to add nonlinearity and give each channel a smooth gating function.
Then, the output of the sigmaoid function is weighted by the input feature maps to get
the excitation [26];

3. Residual unit—this unit stacks two convolutional units, and on top of them, the
squere-exciting unit is being stacked. The output is being added to the input fea-
ture maps,

The encoder consists of four of these blocks as a gingle convolutional unit followed
by four consecutive residual blocks. The outputs of the second and third block are being
concatenated with the averaged pooled input data,

2.2.2. Decoder

The decoder part consists of up-sampling layers followed by concatenation with
encoder feature maps and convolutional units, In total, there were 34,305,156 parameters
from which 34,816 were not trainable,

2.3. Training Process

The training procedure was conducted using the Adam optimization algorithm [27]
and categorical cross-entropy as the loss function. We have examined two versions of our
model—one with and one without squesze-exciting blocks, Both models were trained with
the following parameters:
= 32 mini-batch size;
= starting leaming rate of 0.0005.

The hyperparametrs were tuned empirically. For this procedure, we have defined a
set of callbacks to prevent overfitting and optimize learming:

*  Model checkpoint—saving the model that achieves the best validation loss score;

*  Reduce learning rate—dynamic learning rate set to decrease by half each 3 epachs
when the validation loss is not improving:

*  Early stopping—stopping the training procedure when the model overfits the data
(after 3 epochs).

The model was set to be trained for 100 epochs, but after 20 epochs, the early stopping
callback stopped the learning process due to overfitting. The model with the best validation
loss was saved.

The described model was trained on an NVIDIA ETX 2080Ti graphics card with 12 GB
of videa RAM. The model was designed with the help of Tensorflow and Keras deep
leamning libraries.

3. Results

This section provides numerical and visual results of the training, validation, and
testing of the proposed models. We compared the models with and without the addition of
squeeze-exciting blocks,

3.1. Numerical Results

To examine the overall model performance, we calculated standard metrics, such as
precision, recall, and area under the ROC curve. The numerical results are presented for
twa versions of the model—with and without squeeze-exciting blocks. The comparison
between these two models is shown in Table 1.
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When evaluating on the test set, the Jaccard index [25] and the Fl-score were also
defined to properly test the trained models (see Table 2). The Jaccard index [ 4 5, and
Fl-score F1 4 g are defined as follows:

|A 8

fiam = JAUB|* (2)
_2:|AnB|
Fliam = TAT+1B" (3)

where A M B is the intersection of sets A and B, and A U B is the union of sets A and B.

Table 1. Comparison between metrics achieved without and with squeeze-exciting blocks for the
train, validation, and test datasets:

Without Squeeze-Exciting With Squeeze-Exciting

Datasel Train Validation Test Train Validation Test
Accuracy a7 092 D92 w7 0495 95
AUC 099 058 0.98 ne9 094 059
Specificity 1.0 0,99 097 D.og 0.9 045
Sensitivity 10 0.99 099 Los 0.9% 0.99
Eecall 97 092 092 098 095 095
Procision 097 092 082 97 095 .95
Loss 06 0.25 039 06 0.14 0.14

Table 2. Comparison of the Jaccard index and Fl-score achieved without and with squeeze-exciting
blocks for the test dataset,

Jaccard Index Fl-5core
Macro Micro  Weighted Macro Micro  Weighted
Without squeeze-exciting, 08 .86 (.86 0.87 05 092
With squeeze-exciting (.87 09 091 093 0.5 0.9

As we are dealing with a multi-class segmentation problem, the aforementioned
indicators were calculated in three different variants: micro, macro, and weighted, With
the 'micro’ variant, we caleulate metrics globally, i.e., by counting the total true positives,
true negatives, false negatives, and false positives. For the ‘macro’ variant, we calculate
metrics for each label, and then, we calculate their unweighted mean. This does not take
label imbalance into account. In case of the ‘weighted’ variant, we calculate metrics for
each label and find their average, which is weighted by the number of true instances for
each label. This alters "macro’ to account for label imbalance.

Based on the results presented in Table 2, we can see that the squeeze-excitation blocks
enhance the overall performance of the model. They also provide a better generalization of
the problem, which can be seen by analyzing the loss function across different sets.

The learning curves are presented for the model that contains squeeze-excitation
blocks since it yields better results (see Figures 4-8).
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Figure 4. Learning curves—accuracy and AUC among the epochs.
Accuracy is a percent of correct predictions. It describes the performance of the model
among classes; Accuracy is given by the following formula [29]:

Accuracy = TP+TN
Y= TP+FP+INTFN'

where TP—true positive value, TN—true negative value, FP—false positive value, FN—
false negative value (applies to Formulas (4)-(3)),

AUC, Area Under the ROC Curve, provides information on how well the model
distinguishes between the classes. The desired value is an AUC as close as possible to 1.
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Figure 5. Learning curves—specificity and sensitivity among the epochs,
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Figure 6. Learning curves—precision and recall among the epochs.
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Specificity is a metric that describes the model’s ability to correctly predict the true
negative value. Specificity is given by the following formula [29]:

P TN
Spcu_f:my = ﬁ. (5)

Sensitivity is a metric that describes the model's ability to correctly predict the true
positive value. Sensitivity is given by the following formula [29]:

TP
TP+EN' ©

In thiz caze, to determine the sensitivity, we first compute specificity at 200 differ-
ent thresholds (Hireshold, = 2r=ileciyy — 1,23, ., 200;thresholdy = 1). Then, the
sensitivity is computed at the chosen threshold [30].

When the model achieves high specificity and sensitivity values after the learning
cycle, that means that the results are reliable.

Precision is a ratio between the number of true positive samples and all samples
classified as positive (i.e., the sum of true and false positive samples). This metric shows
the model’s ability to correctly classify positive samples. Precision is given by the following
formula [249]: -

TP+ PP v

Recall is a metric that defines how well the model detects the positive samples. It is
caleulated as a ratio between true positive samples and all positive samples (that is, the
sum of true positive and false negative samples).

-
TP+IN

Sensitivity =

Precision =

Recall = (8)
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Loss, in other words, penalty for a bad prediction, is a value that indicates how bad
the model prediction was on a single sample. In simple terms—the lower the loss, the
better the model.

We have calculated the percentage of correctly classified samples for each class and
presented it in the form of confusion matrices. Figure 9 shows confusion matrices for each
class for the test dataset.

E 0.za 0.027 E 0., 0.005
-§ 0019 0.67 -E 000668 | 0083
| 'S | 8
True False True False
{a) Background {b) QRS block

lg D93 D 0041 E 0.84 0 0097

@ &
om 006 001 014
b by
True False True False
{e) P-wave (d) T-wave

Figure 9. Confusion matrices for each class for the test dataset.

The percentage of correctly classified samples can be calculated as the sum of the

values on the main diagonal. For the test dataset, the model scored the following values for
cach class:

background—95%:;
* RS block—%9.3%:;
* P wave—99%;
* T wave—98%.

3.2 Visual Results

To compare predictions of the ereated model with the original annotations, we chose
three examples of signals from the test dataset. As the model containing the squeeze-
exciting blocks achieved better results, only its predictions were visualized.

Figure 10 show signals with masks presented as follows:

black—background (0);

red—QRS block (1)

blue—T wave (2);

cyan—P wave (3).

In the figure, we can see that the model correctly segmented all the aforementioned
ECG fragments regardless of the signal lead.
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Figure 10, The result of the segmentation using the model on all twelve leads of the ECG signal.

4. Discussion

In this work, we presented a solution for extracting P and T-waves and ORS complexes
from 12-lead ECG signals using methods that are mostly used in the image processing
domain, The created model achieves a high set of performance parameters (accuracy, AUC,
specificity, and sensitivity) independently on all signal leads. Thanks to this, our solution
can be used in any type of electrode configuration as a basis for heart thythm and heart rate
variability (HRV) classification as well as many other parameters resulting from specific
fragments of ECG. Using our method, we obtained results comparable or better than those

presented in the literature [3-19].

According to the World Health Organization (WHO), the top cause of death worldwide
in 2019 was ischemic heart disease [31], also showing the biggest increase in deaths since
2000. This disease has its representation in ECG as ST-segment elevation or depression.
Taking into account the growing popularity of wearable devices (e.g., a smart watch ora
smart band equipped with a simple ECG recorder), we have a chance for earlier detection
of cardiovascular disorders by applying real-time segmentation methods and ECG analysis
on an everyday basis for high-risk patients.

The deep learning approach seems to be an effective solution to the problem of medical
signal segmentation. Considering the ability of neural networks to capture highly nonlinear
patterns and their efficient feature extraction process, it can be used to help diagnose
patients based on the signals captured from their body. These solutions are yielding
stabe-of-the-art results and can be adopted as preliminary diagnosis systems.

For solving the problem of semantic segmentation of ECG, we have chosen to use
U-Met like architecture, This solution has a few advantages. First, convolutions are less
computationally expensive than for example the transformer model, which adopts point-
wise dependencies discovery, whose complexity increases quadratically with the length
of the time series, which given a time series of a 5000-samples length can easily become
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intractable. In tumn, the lower computation cost can be advantageous when trying to incor-
porate neural network models onto microprocessors to work directly on hardware. Given
the nature of the problem—recognizing sequentially repeating signals—using convolution
seems to be a suitable solution since it s sensitive to a local neighborhood of values.

A significant challenge in creating a system for ECG segmentation is finding an
appropriate database for training the model ar classifier. For this purpose, signal generators
can be used, such as the one proposed by Stabenau et al. [32]. Artificial signals can be used
to pretrain models that then are tuned to a real data.
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dimensional transposed convolution layers that have learnable parameters. Based on the
success of the transformer architecture [33] in natural language processing, we also consider
replacing the convolution-based feature extractor with the mentioned architecture. In the
future work, besides architectural changes, we also plan to extend our dataset with new
categories that represent both healthy P and T-waves, ORS-complexes, and pathological.
Anather direction worth exploring in the future research is the use of a semantic segmenta-
tion approach to detect more complex, and non-sequential events in biomedical signals
comparing a wider range of architectures, from 1D convolutional nebworks, Performer [34],
and Linformer [35] and new architectures that seem to be a bridge between the two [34].

Supplementary Materials: The following supporting information can be downloaded at: hitps:
# M wewwemdplcom Sartiche/ 100390 app | 073332 /5 1, File S1: Full diagram of the proposed model,

Author Contributions: Conceptualization, K.D. and PK.; methodology, K.D. and N.I"; software,
K D.; validation, K., and PE.; formal analysis, K.0L and NP investigation, K.D. and ET,; resources,
K.[.; data euration, K.D.; writing—original draft preparation, K., and N.P'; writing—review and
editing, K.D., N.P., PK. and ET., visualization, K.D. and N.P; supervision, PK. and E.T; project
administration, N.P; funding acquisition, K.I. and E.T. All authors have read and agreed to the
published version of the manuscript,

Funding: This study was carried out under the project “InterPOWER—Sibesian University of Technol-
ogy as a modern European technical university”, co-financed by the European Union under Measure
3.5 Comprehensive programs of universities 111 Priority Axis Higher education for the economy and
development of the Operational Program Knowledge Education Development 2004-2020.

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

Abbreviations
The following abbreviations ane used i this manuscript:

AF Adtrial Fibrillation

ANMN Artificial Meural Network
AUC  Area Under the Curve

CNN - Convolutional Neural Network
DL Deep Learming

ECG  Electrocardiography

HRY  Hear Rate Variability

PVC  Premature Ventricular Contractions
Rell  Rectified Linear Unit

BEMNN  Recurrent Meural Network
WHO  World Health Organization

1. Goodfellow, 1; Bengio, ¥.; Courville, A. Degp Learning; Adaptive Computation and Machine Learning; The MIT Press; Cambridge,

MA, USA, 2016

2 Kiranyaz, S.; Avel, O; Abdeljaber, O Ince, T Gabbouj, M.; Inman, []. 1D convolutional neural networks and applications: A
survey, Mech. Syst. Signal Process. 2021, 151, 107398, [CrossHef]

3. Faust, O, Hagiwara, ¥.; Hong, T.); Lih, O5.; Acharya, U.R. Deep learning for healtheare applications based on physislogical
signals A review. Comiput. Methods Progrims Blomed, 2018, 161, 1-13. [CrossBef] [Pubded]



Appl. 5o 2022, 12, 3332 120f 13

0.
1L
12,
13
14.
15.

1,

19,

BB

SEENE ME

Ll
-

Hong, 5. Zhow, ¥.; Shang, |.; Xiao, C.; Sun, . Opportunities and Challenges of Deep Learning Methods for Electrocardiogram
Diata: A Systematic Review. arXi 2020, arXiv:2001.01550,

Novoina, P; Vicar, T.; Heje, |.; Ronzhina, M_; Kolarova, |. Deep-leaming Premature Contraction Localization in 12-lead ECG
From Whale Signal Annotations. In Proceedings of the Computing in Cardiology, Rimini, Italy, 13-16 September 2020, [CrossRef]
Du, N.; Can, Q1 Y, L Lin, N Zhong, E.; Liu, Z; Shen, ¥.; Chen, K. FM-ECG: A fine-grained multi-label framewnork for EOG
image classification. Inf. Sci. 2021, 549, 164=177. [CrowsRef)

He, R, Liu, Y; Wang, K. Zhao, N.; Yuan, ¥.; Li, Q.; Zhang, H. Aulomatic Detection of QRS Complexes Using Dual Channels
Based on U-Net and Bidirectional Long Short-Term Memary. [EEE |. Biomed. Health Inform. 2021, 25, 1062-1061. [CrossRef]
Weimann, K.; Conrad, TO.E Transfer Jearning for ECG classification. Sei. Rep, 2021, 11, 5251, [CrossRet]

Zheng, G.; Ji, S.; Dai, M.; Sun, ¥. ECG Based Identification by Deep Learning. In Biometric Recognition; Zhou, |., Wang, Y., Sun, Z.,
Xu, Y., Shen, L., Feng, ], Shan, §, Qiao, Y, Guo, Z, Yu, S, Eds; Springer International Publishing: Cham, Switzerland, 2017;
Volume 10568, pp. 503-510. [Crossktef]

Beraza, 1.; Romero, I Comparative study of algorithms for ECG segmentation. Biomed. Signal Process, Control 2017, 34, 166-173.
[ rosshted]

Laguna, F; Jané, R.; Caminal, . Automatic Detection of Wave Boundaries in Multilead ECG Signals: Validation with the CSE
Database. Compul, Biomed, Res. 1994, 27, 45-60. [CrivssRef]

Martinez, |.: Almeida, R.; Olmos, 5.; Rocha, A.; Laguna, I' A Wavelet-Based ECG Delineator: Evaluation on Standard Databases,
IEEE Trars. Biomeed. Eng. 2004, 51, 570=581. [Cros=Ref]

Singh, Y.N.; Gupta, P ECG to Individual Identification. In Proceedings of the 2008 IEEE Second International Conference on
Biometrics: Theory, Applications and Systems, Washington, DC, USA, 29 September-1 October 2008; pp. 1-4. [CrossRef]

i Marco, L.Y.; Chiari, L. A wavelet-based ECG delineation algorithm for 32-bit integer online processing, Biomwd. Eng, Online
2011, 10, 23, [CrossRef]

Sun, ¥; Chan, K.L; Krishnan, 5 M. Characteristic wave detection in ECG signal using morphological transform. BMC Cardiooase.
Disord, 2005, 5, 28, [CrossRef] [PubMed)

Martinez, A.; Alcaraz, R.; Rieta, |.]. Application of the phasor transform for automatic delineation of single-lead BCG fiducial
points. Physiol. Meas, 2010, 31, 1467-1485. [CrossRef] [PubMed]

Vizrquez-Seisdedos, C.R.; Neto, | E.; Marafitn Reyes, E | Klautau, A Limdo de Oliveira, R.C. New approach for T-wave end
detection on electrocardiogram: Performance in noisy conditions. BioMed. Eng. Onfing 2001, 10, 77, [CrossRef] [PubMed]
Vitek, M.; Hrubes, |.; Kozumplik, ]. A Wavelet-Based ECG Delineation with Improved P Wave Offset Detection Accuracy. Anal
Bivmed. Signals Images 2010, 20, 160-165.

Hughes, N.P.; Tarassenko, L; Roberts, 5.]. Markov Models for Automated ECG Interval Analysis. In Proceedings of the NIPS
2003, Vancouver, BC, Canada, 8-13 December 2003,

Laguna, P; Mark, R.; Goldberg, A; Moody, G. A database for evaluation of algorithms for measurement of QT and other
waveform intervals in the ECG. In Proceedings of the Computers in Cardiology 1997, Lund, Sweden, 7-10 September 1997; [EEE:
Lund, Sweden, 1997; pp. 673676, [CrossRef]

Kalyakulina, A.; Yusipov, 1; Moskalenko, V; Nikolskiy, A Kosonogov, K. Zolotykh, N ; Ivanchenko, M. Lobachevsky University
Electrocardiography Database. Type: Dataset. Available online: hitps: / /physionet.org /content fludb/1.00/ (accessed on 10
July 2021).

Ronneberger, O.; Fischer, P, Brox, T. U-Net Convolutional Networks for Biomedical Image Segmentation.  arXir 2015,
arXiv: 1505, 04597,

Yan, W.: Hua, ¥, Deep Residual SENet for Foliage Recognition. In Transactions en Edibainment XVE: Pan, 2, Cheok, A.D., Miiller,
W., Zhang, M., Eds.; Springer: Berlin/Heidelberg, Germany, 2020% Volume 11782, pp. 92-104. [CrossHef]

He, K.; Zhang, X.; Ren, 5.; Sun, |. Deep Residual Learning for Image Recognition, arXip 2015, arXiv:1512.03385.

loffe, S.; Szegedy, C. Batch Normalization: Accelerating Deep Network Training by Reducing Internal Covariate Shift. arXiz 2015,
arXiv:1502.03167.

Hu, |; Shen, L.; Albanie, .; Sun, G.; Wu, E. Squeeze-and-Excitation Networks. arXiv 2019, arXiv:1708.01507.

Kingma, D.P; Ba, |. Adam: A Methad for Stochastic Optimization. arXie 2007, arXiv:1412.6980,

Jaccard, ' The distribution of the Aora in the alpine zone. L Moo Plusol. 1912, 11, 37-50. [CrossHef]

Tharwat, A. Classification assessment methods. Appl. Compret. Inform. 2021, 17, 168-192. [CrossRef]

Keras—Sensitivity at Spectficity | TensorFlow Core v2810, Available onbine: Bitps: /S lensorfloweons fapl_docs Spython /i
keras metrics fSensitivity AtSpecificity (acoessed on 14 March 2022).

The Top 10 Causes of Death, Available online: https./ fwwwowhao int/ news-room fact-sheets /deetail /the- top- 1 0-canses-of -death
(accessed on 25 June 2021).

Stabenau, H.F; Bridge, C.1%; Waks, | W. ECGAug: A novel method of generating augmented annotated electrocardiogram QRST
complexes and rhythm strips. Comput. Biol. Med. 2021, 134, 104408, [Cross Ref] [Pubbed)

Vaswani, A : Shazeer, N.: Parmar, M.; Uszkoreit, |.; Jones, L Gomez, A N_; Kaiser, L.; Polosukhin, . Attention Is All You Need.
arXin 207, arXivi1706.03762.

Choromanski, K.; Likhosherstov, V; Dohan, D; Song, X.; Gane, A Sarlos, T; Hawkins, I'; Davis, | Mohiuddin, A; Kaiser, L.;
etal. Rethinking Attention with Performers. arXic 2020, arXiv:2009.14794.



Appl. Sei. 2022, 12,3332 13013

35, Wang, S; Li B.Z; Khabsa, M; Fang, H.; Ma, H, Linformer: Sell-Attention with Linear Complexity. arXiv 2020, arXiv:2006.04768.
36, Li, 0; Hu, | Wang, C; Li, X.: She, Q. Zhu, L.; Zhang, T Chen, Q. Involution: Inverting the Inherence of Convolution for Visual
Recognition. arXiv 2021, arXiv:2103.06255.



Chapter 4

A new paradigm

Deep learning systems in healtheare must be transparent and interpretable in a way
that encourages public confidence in the algorithms and maodels that will be used to
make eritical decisions. This is especially true for healtheare applications. where ex-
plainability is essential for clinical judgments. When a deep learning model produces a
prediction or delivers a diagnosis, it is vital that physicians are able to understand the
reasoning behind the decision-making process in order to provide the best possible care
to patients. The adoption of these systems in healthcare can suffer if a model comes to
a conclusion that eannot be justified or understood. This might result in mistrust and
skepticism toward the technology, In biomedical seiences, it is crueial that decisions
made by neural networks can be traced back to specific features, their combinations,
and data points in training data. This is important for identifying possible biases or
weaknesses in the models and for confirming their precision and applicability in vari-
ous clinieal scenarios. Without it can be difficult ro ensure the safety of deep learning
systems in healthcare. Interpretable models can bridge the gap between clinicians and
data scientists, which in turn can provide better care for the paticnt.

4.1 Limits of deep learning

Although deep neural networks have achieved spectacular results, they also suffer from
many flaws. In the paper [47] authors showed that deep neural networks can be easily
fooled while performing image classification by adding noise to the input data, which
did not affect the perceived object as seen by humans. Garry Mareus, a professor of
psychology and neural sciences at New York University, has written a paper on problems
that deep learning has not yet solved [458]. He pointed out several limitations, such as

e They are data hungry - neural networks perform well under three conditions:

1. The data set on which they were trained is large and annotated,
2. The data set on which they were trained is diverse,
3. The architecture of the model is large enongh.
Human or animal intelligence needs a few examples to solve a particular task,

which is why Marcus thinks that more work should be put into unsupervised
deep learning,
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e They do not create compositional representations - this can be understood better
when considering image classification task, Although architectures such as con-
volutional neural networks do build up a higher-level feature representation for
determining an object's category, thev do not deconstruct such an object into its
distinetive parts.

e They are not sufficiently transparent,
¢ The prior knowledge cannot be well integrated,
® They are unable to perform symbolic manipulation,

¢ They are unable to distinguish causation from correlation.

In recent vears. there has been a development of so-called explainable artificial in-
telligence (XAl) methods, These methods were supposed to allow developers of deep
learning algorithms to gain insight into the nner workings of a neural network., Ex-
plainability is essential in deep learning maodels to ensure accountability, transparency,
and trustworthiness.

One popular technique for explainability is SHAP (SHapley Additive exPlanations)
49|, which is a game-theoretic approach to explain the output of any machine learning
model. SHAP provides a unified approach to explain the output of any model by
caleulating the importance of each feature in the prediction. This technique allows us
to identify the features that are most important in making the prediction, which can
help us gain insight into how the maodel works.

Anot her popular explainability algorithm is LIME ( Local Interpretable Model-Agnostic
Explanations) [50], which is a method for explaining the predietions of any black-box
model by approximating it with a simpler model. LIME creates a local approximation
of the model at the instance level by creating a linear model that approximates the
complex model’s behavior. This method helps us identify which features of the input
data influenced the prediction, which can be helpful in identifving data biases.

GradCAM (Gradient-weighted Class Activation Mapping) [51] is another explain-
ability algorithm that can be used to identify the most important parts of an image that
led to a particular prediction. GradCAM works by using the gradients of a specific class
with respect to the final convolutional laver to generate a heat map of the important
regions in the image. This technigue allows its users to understand which parts of the
image the model is focusing on and which features of the image are most important in
making the prediction.

Although algorithms such as SHAP. LIME. and GradCAM are nseful technigues
for explainability in deep learning models, they are not always sufficient alone, These
methods have the drawback that they only offer a partial understanding of how the
model functions. For instance, SHAP and LIME are often nsed to highlight the sig-
nificance of input variables in a prediction, but they do not necessarily shed light on
the model's decision-making process. Similarly to this. GradCAM is a useful tool for
locating critical arcas in a picture, although it might not fully explain how the model
came to its conclusion.,

Mareover, these methods might not always apply to explain the behavior of more
intricate models, such as deep neural networks with nunerous layers, In these scenarios,
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the explanations offered by these methodologies could be challenging to understand, and
the insights that follow could be narrow. Additionally, these techniques may not always
capture the full complexity of the decision-making process, particularly when dealing
with more nuanced or abstract concepts.

Furthermore, these approaches might not always be able to spot biases or ethical
issues in the model. Although explainability is crucial for ensuring that models are
reliable and open. it does not necessarily guarantee that its predictions are ethical or
free from bias. For example, SHAP or LIME may identify certain features as being
important in a prediction, but they may not necessarily identify whether these features
are hiased or discriminatory.

4.2 Best of both worlds

Both neural networks and fuzzy systems have certain disadvantages which almost com-
pletely disappear by combining both concepts. They can be used for solving a problem
(e.g. pattern recognition, regression, or classification) if there does not exist any math-
ematical model of the given problem,

Neural networks and deep learning techniques come especially useful when dealing
with high-dimensional, complex, nonlinear data, where feature extraction done by hand-
crafted algorithms does not seale. That being said, they can only be applied when
a sufficient amount of observed examples are provided. On the one hand, no expert
knowledge of the problem needs to be given, On the other hand, it is not straightforward
to extract comprehensible rules from the neural network structure,

In contrast, a fuzzy syvstem demands linguistic rules instead of learning examples
as prior knowledge. Furthermore, the input and output variables have to be described
linguistically. If the knowledge is incomplete, wrong, or contradictory, then the fuzzy
system must be tuned. Sinee there is no formal approach for it, the tuning is performed
in a heuristic way. This is usually very time-consuming and error-prone.

From the description of both deep learning and fuzey logic, one might see that from
combining the best of bath worlds, a system capable of both human-like reasoning and
learning might emerge. Both pros and cons of both were summarized in a table 4.1.

In summary, current notions of explaining the decision-making process of a deep
neural network are insufficient for real-world scenarios. With the mentioned methods
we can only get a glimpse of the prediction-relevant information but we do not get a
whole picture, which is crucial considering the possible applications of these models in
biomedical engineering and life sciences.

From the deseription of hath deep learning and fuzzy logie, one might see that hy
combining the best of both worlds, a system capable of both human-like reasoning and
learning might emerge. In the past, researches have tried to integrate both algorithms
into & single strocture that would enable learning and expressing knowledge in a fuezy
lngic manner.



Deep learning

Fuzzy Systems

Highly complex models

Simple models

Require large amounts of data

Can work with small data sets

Can be sensitive to data bias

C'an handle data bias

Difficult to interpret

Transparent and interpretable

"Require significant computational re-
sources

Can be computationally efficient

Can be prone to overfitting

Robust to noisy data

Cannot be easily modified

Can be easily modified

Learns from input exampels

Everything is defined explicitly

Difficult to extract knowledge

Knowledge is easily extracted

Difficult to use prior/expert knowledge

Expert knowledge is easy to incorpo-
rate

Dines not perform reasoning in hnman-
like manner

Performs reasoning the resembles hn-
mans

Table 4.1: Comparison of deep learning and fzzy systems

4.3 Neuro-Fuzzy Inference Systems

Fuzzy inference systems represent an important part of fuzzy logic. In most practical
applications (i.e. control), such svstems perform crisp non-linear mapping. which is
specified in the form of fuzzy rules encoding expert or common sense knowledge about
the problem at hand [52]. There are three main types differentiated in the available
literature.

4.3.1 Cooperative Fuzzy Inference Neural Networks

In this setting, an artificial neural network and a fuzzy logic inlerence system work
independently from each other. The neural network tries to learn parameters of a fuzzy
system - either membership functions or fmzzy rules. Onee the fuzzy inference system
parameters are obtained, the neural network goes to the background [53]. There exist
four different settings for this type of neuro-fuzzy inference system:

¢ Fuzzy neural network learns the fuzzy set from the given training data. This is
usnally done by fitting the membership functions with a neural network. The
fuzzy sets are then determined offline. They are then utilized to form the fuzzy
system by fuzzy rules that are also given (not learned) [54]. This type of cooper-
ative FINN is described in Figure 4. 1a.

o Neurn-fuzzy svstem determines fuzzy rules from training data by a nenral network.
Here, as well, neural networks learn offline before the fuzzy system is initialized.
The rule learning is usually done by clustering on self-organizing maps [55, 54).
This type of cooperative FINN is deseribed in Figure 411,

o Nenro-fuzzy system learns all membership funetion parameters online, i.e., while
the fuzzy system is applied. Thus. fuzzy rules and membership functions must
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initially be defined beforehand. Moreover, the error has to be measured to improve

and guide the learning step [54]. This type of cooperative FINN is described in
Figure 4.1c.

e The neural-fuzzy system determines rule weights for all fuzzy rules by a neural
network. This can be done online and offline. A rule weight is interpreted as the
influence of a rule. They are multiplied by the output of the rule [54]. This type
of cooperative FINNs is described in Figure 4. 1.

() (d)

Figure 4.1: Cooperative FINNs types [54].

4.3.2 Concurent Fuzzy Inference Neural Networks

In this setting neural network aids the fuzzy system continuously (or viee versa) to
obtain the required parameters especially il the input variables of the controller eannot
be measured directly. These kinds of combinations do not update the fuzzy system but
only help to enhance the performance of the overall system. Learning oceurs only in
the neural network, and the fuzzy svstem remains unchanged during this phase (53],
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Figure 4.2: Concurent FINN [53].

4.3.3 Hybrid Fuzzy Inference Neural Networks

In this setting, the fuzzy system and neural network are one fully merged system. The
fuzzy system utilizes the learning algorithm sinee it is depicted in a special neural
network-like strueture. These hybrid models have supervised learning ahilities. They
are made up of nodes, which depend on parameters that are updated based on certain
learning algorithm to reduce error measure and links that always show the direction
of information flow. The adaptive network received much attention from various felds
as a result of its enticing features such as speedy convergence, accurate learning, ease
of use, tolerating uncertainties, and imprecise information. The leaming algorithm
for updating the fuzzy inference system (FIS) parameters can be a back-propagation
or hybrid learning algorithm [53]. Hybrid neuro-fuzzy systems are homogeneous and
usually resemble neural networks. Here, the fuzzy system is interpreted as a special kind
uf neural network. The advantage of such hybrid FINN is its architecture, since both
fuzzy system and neural network do not have to communicate with each other anyvmore.
They are one fully fused entity. These systems can learn online and offline. The rule
base of a fuzzy system is interpreted as a neural network. Fuzzy sets can be regarded as
weights, whereas the input and output variables and the rules are modeled as neurons.
Neurons can be included or deleted in the learning step. Finally, the neurons of the
network represent the fuzzy knowledge base. Obviously, the major drawbacks of both
underlying systems are overcome [54]. A diagram of the information flow in such a
system is presented in Figure 1.3,

]
] ’ THEN

iz

Figure 4.3: Hybrid FINN [54].

In the late 1990s and early 2000s artificial intelligence research community focused
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on developing these hybrid models. As a result, few variations became mainstream,

e Mamdani Integrated Fuzzy Inference System uses the method of gradient descent,
to learn the parameters of a membership function [28]. In this method, you try
to find the best values of a parameter by minimizing a cost function. It consists
of five funetional layers:

— Input Layer - this layer consists of direct inputs. Each node in this layer
consists of individual inputs that are passed directly to the nodes of the next
layer [56],

- Fuzzification Layer - this layer is responsible for converting crisp inputs
passed from the input layer into Fuzzy Sets, It tries to find the degree of
membership of each individual input value in the fuzzy set. Fuzzy clustering
approaches are used to define the number and type of membership functions
for each input variable. Throughout the process of backpropagation, the
membership function’s numbers and types of the membership function will
continue to change to fine-tune the entire svstem [56],

— Rule Antecedent Layer - this laver is used to define the antecedents of the
rule base The output of this layer is the firing strength of the corresponding
fuzzy rule [56],

— Rule Consequent Layer - it is used to determine the consequents for each
rule antecedent. It helps to define the membership of each antecedent to the
output value, The number of nodes in this layer is equal to the number of
rules in the previous layer [56],

— Defuzzification Layer - in this layer, all the rule consequents are combined
using the T-Co-Norm operation [57] and then converted into crisp outputs
using the defuzzification approaches [56.
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The architecture of the Mamdani Integrate FIS is depicted on Figure 4.4

Figure 4.4: Mamdani integrated architecture [56].

o Tukagi-Sugeno Integrated Fuzzy Inference Systemn - works similarly to the Mam-
dani Integrated FIS. The difference is that it has an additional laver for rule
strength normalization. It works by determining the firing strength of each rule
and then dividing it by the sum of all the firing strengths of the rules following
the equation 4.1.

i w
Wy = =—— (4.1
' E':F:“ 1y }
The Gifth layer is used to determine the consequents of the rule using the least-
squares estimation method 4.2

wifi = wilpiry + qira + 1) (4.2)

In this equation, p. ¢, and r define the consequent parameters. The final layer is
used to aggregate all the output from the previous layer 4.3

y- Stk (1)

The diagram for Takagi-Sugen FIS is presented by the Figure 4.5
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Figure 4.5: Takagi-Sugeno integrated architecture [56].

o Tsukamoto Fuzzy Inference Neural Network - in this model, instead of having a
constant or linear output of fuzzy memberships, the system outputs a monotonic
membership function, which is defuzzified using the weighted average approach,
Since it is a weighted average approach, the process hecomes very fast, and hence
time is not wasted during the detailed process of defuzzification. The output of
the Tsukamoto fuzzy inference sysetm is always crisp, no matter what the input
types are [56]. However, the Tsukamoto fuzzy model is not used often since it is
not s transparent as either the Mamdani or Sugeno fuzzy models,

e Adaptive Nenwro Fuzzy Inference Systems (ANFIS) - using this system. researches
could represent both the Sugeno and Tsukamoto systems, hence its name, adap-
tive network, as with one network, you can represent multiple networks with minor
changes [56]. The Mamdani Fuzzy Inference System can also be represented us-
ing ANIFS. It is the most widely used neuro-fuzzy system for modeling extremely
complex nonlinear systems [58]. The most challenging part of designing this sys-
tem is determining the type and number of memhbership funetions, suitahle to the
process or system. ANFIS is generally very efficient until the nummber of inputs is
less than five [58]. The overall architecture is presented on Figure 4.6
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Figure 4.6: ANFIS architecture [55].

4.3.4 Limits of Neuro-Fuzzy Inference Systems

Neuro-Fuzzy Inference Systems were once one of the most powerful and exacting tech-
nigues in machine leaming. But their limits were quickly uncovered, and they have
fallen behind more efficient and scalable machine and deep learning methods. The
first hig problem is the fact that they still cannot process the unstructured data, such
as text and images. Algorithms such as ANFIS cannot be adapred to more widely
used architectures such as convolutional neural networks, recurrent neural networks, or
transformers. Another reason lies in their architecture. By merging multilayer neural
network with fuzey logic system into a single object, researchers have putted a con-
straint regarding the deepness of the neural network. From recent developments in
the deep learning field, it has become known that those algorithms given enough data
create levels of abstraction which create linear separation in the input data space. By
constraining the number of layers of a neural network, we are basically making it unable
to correctly separate data points, thus worsening their overall performance,

4.4 Fuzzy Representation Learning

" Prediction is the essence of intelligence.” —Yann LeCun [5Y)

4.4.1 Intuition

Many of the leading scientists in the field of artificial intelligence and neuroscience
believe that the essence of intelligence is the ability to make predictions. Although it
is hard to argue against it because at the end of the day prediction is necessary for
any learning system to improve, it also seems that something is missing. When we
humans make predictions, we do not make them directly from sensory input. Instead,
after receiving the sensory stimulns, we seem to evaluate the sensory input against our
internal world model to finally make predictions [60]. When tuned, this so-called world

79



model works as an inference engine to evaluate course of actions or to make predictions
about observed phenomenon directly.

The progression of learning algorithms over the last few decades has been based
on further automation. We went from implementing entire logic of the svstem (expert
systems) to automating the decision making process based on features computed in
the feature extraction process (machine learning), to finally automating both feature
extraction and decision making process (deep learning). On the one hand, we have
learned that knowledge derived from data, through the learning process, is the only
way forward. On the other hand, by antomating almost the entire process, we have
abandoned erucial elements of any real-world system, such as transparency, explainabil-
ity, knowledge derivation, and others which were discussed in greater detail in chapter
4.1

This chapter proposes a new paradigm, which in its principles resembles the neuro-
fuzzy inference system, but mitigates the constraints put upon these systems. In its
essence, this system is about making deep neural networks create hypothesis instead
of making predictions. The hypothesis/explanation of the problem takes the form of a
fuzzy inference system, This solution utilizes the power of making the models deeper,
can be applied to any neural network architecture, and provides fully-explainable, in-
terpretable, and transparent solution. In their current state, neural networks use the
biases in the data to make their predictions, which leads to biased predictions - essen-
tially, deep neural network trained on the data set with high imbalance, low diversity
and insufficient data set size will make predictions correlated with the categories they
were trained on, but their prediction will not reflect the actual task we wanted them
to solve, Instead of being prediction machines which will "tell” its trainer anything
that he/she wants to "hear”, their decision making process should resemble more the
scientific method, in which prediction about the future or the state of the world is made
through stating a hypothesis.

In summary, prediction is necessary for any learning system, but it should not be
the goal of the learning svstem, Sensory information should be evalnated on the basis
of the stated hypothesis, which in turn generates a predietion. Thus, prediction is just
a by-product of the learning system, the explanation is what we should be optimizing
for.

4.4.2 Algorithm

The main idea behind this algorithm is that a deep neural network based on input data
must produce a complete fuzzy logic system which is then used to make a predietion.
There are no rules specified by humans; the system converts information from input to
fuzzy system to prediction in the end. The steps of the algorithm are as follows:

1. Feature extraction - given the input data, we pass it through the deep neural
network to extract relevant features and obtain the latent representation of the
feature vector,

2. Defining fuzzification of the features - the neural network, from its latent
representation of the imput data produces a matrix deseribing the fuzzification
process for features. The matrix is of shape: number of features x granularity x
parameters and is called an FGFP matrix,
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3.

g o=

Fuzzy adjectivity scores for features - this step focuses on computing the
adjectivity score of the imput features for all G adjectivity /membership functions
in a univariate manner. A fuzzy adjective is a vector describing particular feature
membership to all of G adjectivity functions,

Crisp adjectivity scores - in this step, we compute the crisp values for all fuzzy-
adjectinvess vectors, for all input features. This operation produces a vector called
an adjective vector. This operation is carried out using a softargmax function [G1.

Defining fuzzification of the classes - the neural network, from its latent
representation of the input data produces a matrix describing the fuzzification
process for class membership. The matrix is of shape: number of clusses x class
granularity x number of features x parameters and is called an CMFP matrix,

Fuzzy adjectivity scores for classes - this step focuses on computing the mem-
bership score of the adjectives for all M membership functions in a multivariate
manner. A fuzzy class is a vector deseribing the membership of a particular class
to all the M membership functions,

Summation - we compute the summation for M-membership functions,

. Output computation - compute the softargmar for the summed membership

values to get the outpnt elass.

The figure 4.7 illustrates the architeeture of such a system.

Figure 4.7: Overall system architecture.

For both feature fuzzy adjectivity scores and class memberships, various functions
can be used. While implementing the Gaussian function was employed. For features we
compute univariate version, and for class membership the multivariate case was used.
The Gaussian membership function is described by Equation 4.4
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e~ OBIN =T T (X —p)] (4.4)
where:
e X - denotes the input vector,
e i - denotes the vector describing the centers of the Gaussian functions,
e 3 - denotes the covariance matrix.

Individual covariances were set to zeros to make computation easier. The o denotes
the variance of a Gaussian function, which is defined as 4.5.

ay 0 . 0
0 a3 ... 0

2 A E :H . - (4.5)
0 0 .. 0Fg

For computing the vector of adjectives and final prediction, the softargmaz [61]
function was used instead of argmasr, for two reasons:

o it is differentiable, which is a crucial property for modules used along deep neural
networks,

e it allows for a degree of uncertainty - if two values are close together, given a
specific parameterization of this function, it allows for measuring the performance
of a model.

The softargmax function is defined by equation 4.6:

Enﬂ"‘ﬂ

ﬂl‘]:gm*ff (4.6)

where:
¢ [ - adjustable parameter, the higher it is, the more precise the output is,

® - input vector.

4.4.3 An example solution

As a proof of concept, the XOR logic gate (exclusive OR) was adapted as a problem
to be solved. The XOR is a logic gate that gives a true (high-state) output when
the number of true inputs is odd; otherwise the state is false (low-state). It is also
considered as the simplest nonlinear problem. To deseribe this problem in the setting of
this algorithm, the granularity of feature membership functions (number of adjectives
to deseribe a feature) was set to two (each feature can be either high or low). The
granularity of the class memberships was also set to two because each combination of
feature adjectives can be assigned to two possible states within one class (each class
can be in a high or low state). In summary, the FGP feature descriptor and the CMFP
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class deseriptor have the shapes 20222 and 2rfrZr2 respectively. The neural network
was a standard feedforward neural network with two hidden layers, each consisting of
128 neurons followed by the ReLU activation function [62].

The model was trained using the binary eross-entropy function, which is a standard
for training deep neural networks for the classification task [63).

The model was trained for 100 epochs, resulting in a final loss of 0.1231. The
evolution of the fuzzy system is presented in a series of figures 4.5-4.14.
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The 4.14 describes the final fuzzy inference system. The first row presents how
the neural network assigns the "adjectivity”™ score to the input variables. The blue
line indicates when the network "thinks" of its input as being "small”, and the red
one denotes when the neural network thinks its input as "big”. The next two rows
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describe how the algorithm assigns the class memberships for an adjective vector, The
second row and first column image describes the membership to the low-state class (0)
by considering when the adjectives for both features are "small". The same logic is
applied to every other class membership presented in 4.14.

From the results presented above, it is clear that the deep neural netwark solved the
XOR problem using the fuzzy logic system. However, the solution is not perfect and
will be discussed in the next section.

4.4.4 Summary

Although it may seem otherwise, this work is essentially different from the approaches
deseribed in chapter 4.3,

The proposed solution may resemble the third type of cooperative fuzzy inference
neural network. The main counterargument to classifying this solution as the third
type of cooperative fuzzy inference neural network is that, in the existing literature,
this setting of the fuzzy inference system is described as working independently of the
neural network [54]. In the paper [64] authors deseribed the cooperative fuzzy inference
system in a more precise way, but they also added that the strueture is not totally
interpretable, which is also not the case for the proposed solution. The clear example
of a cooperative neural network and a fuzzy logic system was deseribed in [65] where
the neural network was used to correct the outpmt of the fuzzy system in inference or
uses them to predict another parameter. In that case, the proposed solution does not
fit the conperative type.

The presented algorithm may also seem like a concurrent type at first glance, because
there is a direct link between the neural network's output and the fuzzy inference
system, but it cannot be because the neural network does not serve as a pre-processing
step in the proposed solution.

This paper describes a svstem that combines both a neural network and a fuzey
logic inference system into a single structure, optimized by a single objective funetion.
Therefore, this method can be classified as a hybrid one, although unlike the solutions
presented in chapter 4.3 in this setting, the fuzzy inference system is not built into the
structure of the neural network, rather the neural network proposes a fuzzy inference
system.

Taking into account all the arguments presented above, the proposed method may
be classified as a hyhrid fuzzy inference neural network, but given its structure, infor-
mation processing paths, and intuition behind it, the most fitting name would be fuzzy
representation learming,

There are a number of things that are important to add or improve with the current
solution. For the future work. two variants can be considered. short- and long-term.
Ta enmmierate same of them:

1. Short-term:

o Adding an optimizeable constraint on membership function variance, as can
be seen in figure 4.14 the memberships are not perfect. Membership functions
deseribing both high and low states of an input feature should approach the
delta function for this case. The same goes for class memhberships - the
variance of the function should be minimized:
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e Adding additional membership functions;

o Making the feature and class granularity an optimizable parameter, so the
arlditional work is taken off of the nser;

o Adding the mechanism of mixing different membership functions;
e Testing this solution on other, more challenging datasets.

2. Long-term

s (Creating a reusable package that can be used and evaluated by other re-

searchers;
e Extending this idea to work on time-series data, images and text;

e Evaluate possibility for different learning paradigms (beyond purely super-
vised ).

This chapter presents a new method that combines deep learning methods and
fuzzy logic. As stated in numerous papers, the potential that comes from merging
these two techniques is enormous, but vet no effective solution has been found. With
fuzzy representation learning, there is hope that this type of information processing
may be useful in a variety of machine learning problems.

By learning to create fuzzy svstems, the model has to conceptualize the problem
itself and not simply make a prediction that ean be cansed by a correlated variable in a
data set. Because the output of the model is fully explainable, the knowledge discovered
by the model ean be aceessed directly by a human in an understandable manner.

Likewise, there exists a possibility of going the other way around. Fuzzy systems
can be directly understandable by humans and now by neural networks as well. One
can imagine a communication mechanism between the user and the neural network by
expressing the user's will and knowledge by adjusting the luzzy system (maybe even
via a rule-like mechanism).

This solution may also enable rapid learning. By learning fuzzy representation of
one task, the representation may be stored in a form of fuzzy system, function, or even
a set of if-else conditions, By finding the similarity measure between the tasks. the
maodel may just used the already learned fuzzy representation and quickly solve the
new task at hand, without much computation and without the eatastrophic forgetting
(because it would not be trained to solve a particular task).

Finally, the higgest advantage of this system is that its task is not to make a pre-
diction (at least not directly). its task is to state a hypothesis. By making it solve only
one problem, which is a redundancy, the real power may come from training the same
model to produee fuzzy representations for a variety of different problems, sealing it as
much as possible.

In summary, this chapter was a proof-of-concept work for a new kind of algorithm.
The tests were carried out and the results arve satisfactory. Although there is much
work to be done to make this solution applicable to standard machine learning data
sets and real-world data. The example, toy problem shows that it is actually possible
to train such a system, whose benefits may be significant.

B8



Chapter 5

Conclusions

This thesis deseribes the potential of deep learning applications in the biomedieal en-
pineering domain. It starts by outlining the history of artificial intelligence and devel-
opment of different approaches, such as expert systems, machine learning, and finally
deep learning.

Deep learning has great potential in the field of biomedical engineering. It can be
used for tasks such as medical image analysis, medical signal processing. drug discovery,
molecules classification, and disease diagnosis, potentially improving patient outcomes
and accelerating the development of new treatments.

Moleeule toxicity elassification is the process of determining the potential toxicity of
a chemical compound or molecule. It is an extremely important subject for several rea-
sons such as human safety, environmental protection. drug development, and regulatory
compliance, Chapter 3.1 presents an example solution in which a deep neural network
is applied to perform toxicity estimation of a molecule based on its string-encoded
representation.

Medical signal processing is an important field of study that involves the analysis
and interpretation of physiological signals generated by the human body. These signals
can be used to diagnose, monitor, and treat a wide range of medical conditions or to
examine human behavior under different conditions. Chapter 3.2 presents an example
application in which deep neural networks can help evaluate differences in driving styles
by recognizing the action performed based on the EOG signal,

Extracting specific segments of the electrocardiogram (ECG) signal, such as the
P-wave, T-wave, and QRS complex, is important because it can help diagnose cardiac
abnormalities. monitor cardiac function, evaluate drag therapies, and minimize risk
of potential cardiac failure thanks to constant monitoring. That is why precise and
efficient estimation of these segments is extremely important. Chapter 3.4 describes a
nenural netwark architecture and training procedure which results in a model eapable
of acenrate segmentation of P-wave, T-wave and QRS complex. This model can be
directly deployed on hardware, which makes it extremely useful in the context of real-
world applications.

Although segmenting different parts of signals such as the ECG, which is a well-
established medical exam, is important, there is also a need to extract precise informa-
tion from novel medical sipnals, such as seismocardiograms that are becoming more and
more widely adopted nowadays. Chapter 3.4 refers to the paper which employs a similar
architecture to the one from 3.4 to estimate signal’s interval representing a heartbeat.
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It shows the versatility of deep learning architectures which can be applied to different
domains by adjusting the data set, instead of developing a whole new algorithm.

Deep learning methods show great potential for applicability in the biomedical en-
gineering field. But it also suffers from many flaws, This technology is often described
as not being sufficiently transparent. not being well integrated with prior knowledge, or
not generalizing well to out-of-distribution samples, to name a few, All of these reasons
constitute a great debate if applving these methods in their current state to perform
any kind of medical examination is ethical. On the other hand, fuzzy logic systems, an
expert system style algorithm, have proved to be resilient to out-of-distribution samples,
representing knowledge in a transparent manner and being easily modifiable. Because
of this, chapter 1 outlines different approaches of combining both deep nenral networks
and fuzzy logic systems. It shows the pros and cons of both approaches and gives a
review of the literature on the approaches explored in the past and suggests why they
failed. It also proposes a new paradigm, which was not found in any of the previous
approaches, called fuzzy representation learning.

To conclude, advances in artificial intelligence field have brought about almost end-
less ways in which technology can help advance biomedical sciences. Deep learning
especially shows a great promise of providing a new set of solutions that can help im-
prove our everyday lives and health. However, these methods need to be modified and
improved to be fully appreciated and integrated into biomedical engineering systems,
Becanse of that, a new algorithm was designed and implemented in proof-of-concept
form. This algorithm is the starting point for a new research domain which will be
explored further in the future.
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EEG
ECG
EOG
MRI
CT
Al
ML

ANN
CNN
RNN
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ANFIS

Electroencephalography

Electrocardiography

Electrooculogram

Magnetic Resonance Imaging

Computed Tomography

Artificial Intelligence

Machine Learning

Artificial Neural Network

Convolutional Neural Network

Reccurent Neural Network

Rectified Linear Unit

Simplified Molecular Input Line Entry Specification
Seismocardiography

Information and Communication Technologies
SHapley Additive exPlanations

Local Interpretable Model-Agnostic Explanations
Gradient-weighted Class Activation Mapping
Fuzzy Inference Neural Network

Adaptive Neuro Fuzzy Inference Systems



Deep learning applications in biomedical engineering - summary

Konrad Duraj

In the enrly days, artificial intelligence algorithms were mainly eonstrocted using the so-called expert
systems. These were the algorithms that most often implemented an inference system based on fuzzy
logie., Fuzzy logic is a framework in which logic operations are applied to contitmous vartables that
represent the membership of a given feature in a given category. To create a fuzzy inference system
for & given problem, the computer scientists must first create a knowledye base - its a construct that
represents the in-domain knowledge about the phenomenon studied. Based on the knowledge base,
scientists can construct a set of rules that describe the input-output relationship of the ronsidered
features and their respective classes. Expert systems are often described as transparent, easy to
implement, work with, and adjustable. But they are also single purpose, costly to develop, do not
provide new knowledge, and require the following steps:

o creation of a knowledge base - collecting the necessary information te solve a problem,

e creation of a feature extraction pipeline - selecting relevant features (from image, andio. ete.)
that will be useful for the fuzey inferenice system,

e creation of o fuzzy inference system,

Machine learning is an alternative approach to artificial intelligence in comparison o expert sys-
tems. It revolves around the idea that the data itself, in its annotated form, provide enough information
to create a statisticn] model eapable of mapping the input features to relevant categories through some
optimization process. To create a machine learning system, you must do the following steps:

o provide collection of labeled examples to a given prablem,
& create s fenture extraction pipeline,
& select the algorithom - this step automates the decision making process,

Deep learning goes one step further, instead of creating o feature extraction pipeline, it tries to
optimize its set of parameters to actively select the relevant features needed to make an accurate
prediction. By allowing an algorithm to choose the relevant features, we abandon the transparency of
algorithms such as fezy inference expert systems in exchange for automating the festure extraction
and the decision-making process, This approach has led to a revolution in many computer science
fields and ean be alko wilized for biomedieal and life seiences applications (which this dissertation
describes), such as:

1. Predicting Moleeule Toxicity Using Deep Learning,
2. Recognition of Drivers' Activity Based on 1D Convolutional Neural Network,
4. Heartheat Detection in Seismocardiograms with Semantic Segrientation,

4. Semantic Segmentation of 12-Lead ECG Using 1D Residual U-Net with Squeeze-Excitation
Blocks,

Furthermore, this dissertation also outlines the mwain problems that these algorithms face when
applied in the medical domain. The biggest belng the transparency problem.  Although powerful,
these deep neural networks do not provide a sufficient explanation for their decision-making process,
which in turn is erucial when considering their applicability to any healtheare applications. Because of
thiat, this dissertation introduces a new concept called fuzzy representation learning which combines the
advantages provided by neural networks and a fuzzy inference system. [t is a new type of algorithm, in
which the neural network, through the optimization process, tries to create the entire, fuzzy inference
syster that solves a ghven problem, just based on the example training set.



Deep learning applications in biomedical engineering -
streszezenie

Konrad Duraj

Jeduyvm & pierwszveh, powszechnie wykorzystywanyeh algorvtmow sztucznej imteligencii byly taw.
"systemy eksperckie®. Takie systemy bardzo czesto bazowaly na logice romzytej. Aby utworzyd sys-
tem inferencji logika rozmyta, naukowcey musza wpierw stworzyd tew. "baze wiedsy" - Jest to twér,
reprezentijaey wiedze domenows, pochodegey od eskspertéw. RKorzvstajac 2 takie] bazy, naukowey sg
w stanie stworzy¢ zestaw regil rozmytych, ktore opisuja zaleinod® pomiedzy cechami podawanymi na
wejscie takiego systemn, & jego wyisciem, £ jedne] strony, systemy eksperckie sy ceesto opisywane jako
transparentne, latee do implementacii | uivthowanin oraz sterowalne | dostrajalne. 2 drugie] strony
sg one unikatowe dla danego problemu i domeny, kosztowne do wypracowania oraz nie pozwalajy na
stworgenie nowej wiedzy dotyezace] danego problenm, Aby stworzv® system inferenc)i rozmvte] nalezy:

o stworzy® baze wiedey - akwizveja wazyvstkich nieebgdnyeh informacii dotyvesgeveh danego prob-

e,

& stworzyd proces ekstrakeji cech - polega na wyznaczeniu cech, 2 danyeh w surowej postaci (obrazy,

audio, itp.), ktore moga okaza¢ sie prevdatne w procesie budowania systemu inferencji.

* stworzenie systemu inferencji rozmytej,

Uezenie maszsynowe jest alternatywng metodologin budowsnin rogwinean 2 zakresu sztucsenej in-
teligencji. Polega ono na zebranin duze] ilogei. cenaczonyeh danvelh opisujacyeh dany problem i
stworzeniu modeln statystveznego, zdolnego do preetworzenia cech wejsciowwveh § konwersji ich na
dang klasg, kntegorig. Aby stworzyd model uczenia maszynowego naledy podjad nastepujaee kroki:

o zebranie zbioru danych | jego annotacja,

o utworzenic procesy ekstrakeji cech,

e selekeja algorvtmn - mastepuje proces recznego tworsenia funkeji mapujace].

Uczenie glebokie jest padjsciem o jeden krok napredd, poprzez poswolenie algorytmowi dokonanda
procesu selekeji cech, odrzucany jalgkolwiek transparentnodé na reece automatyzacyi elestrakeji § klasy-
fikacji eech. Ten paradygmat doprowndzil do rewolueii w dziedzinaich takich jak wizia komputerowa
czv preetwarzanie jeevka maturalnego. Algoryvtmy uezenin glebokiego mogy yostad rownies uiyvte do
preetwarzania danyeh biomedyveznyeh (prace wymicnione w rogprawie), takich jak:

1. Przewidywanle toksyeznodei molekul,

2. Rozpoznawania akeji kierowedw na drodze, bazuajae na sygnale EOG,

3. Detekeia uderzen serca w syvgnalach sejsmokardiograficenyeh,

4. Segentacia skladowyeh EKG.

Ponailto, niniejsza rozprawn porusya kwestie gwiggane ¢ problematyly we wdrozenin i bezpiecenym
ugytkowaniu tyeh systemdw, Jedog 2 najwickszveh wad, w kontelscie aplikacji medycenyeh jest prob-
lem transparentnodel, wyjasnialnodcl procesu decyeyjnego tych algorytmdw, Aby algoryvtmy glebokiego
uczenia zostaly wprowadzone jako standardowe systemy wsparcia opicki adrowotnej, koniecznym jest
wypracowanie metody porwalajace] wyjafnié oraz preesledzié "tok rozumowania” glebokich sieci neu-
ronowyeh. W ninlejsee] rozprawie saproponowany zostal nowy rodzaj algorytm, nagwany " wezeniem
reprezentacii rosmyte)®, ktory lyezy ze soby sieci nearonowe oraz svstemy inferencji logiks rozmyta.
Ten rodzaj algoryton, bazuje na zalogenie, de sied neuronowas zamiast predvkeji powinpa na swoim
wyjscin podawad wyjnénienia, ktére w tym konkretnym preypadku majs forme systemu inferencji
logika rozmyts.
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