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Abstract

This work aims to design an algorithm which will be embedded into the Bio2Bit Move
(a STMicroelectornics prototype) in order to develop a Telemedicine application. In
particular, the algorithm estimates the heart rate in real time and detects the ventricular
extrasystoles on the photoplethysmographic signal, which is acquired through the
reflection mode at green light. Alarms about arrhythmia events could be stored or
sent to other devices such as smartphone or laptop through the Bluetooth Low Energy
(BLE) module embedded in the board, and if it is necessary, they are sent to the doctor.
The wearable device is capable of acquire green and red photoplethysmography (PPG)
and 3-axis accelerometer signals, among others. The pulsatile component of the PPG
(AC component) is related to the cardiac synchronous variations in the blood volume
with each heartbeat, and unlike the ECG, which is the clinical standard in the detection
of arrhythmias, it allows a continuous monitoring for long periods of time. Holter and
Event Monitor allows a continue monitoring but only for some days moreover, they are
not so comfortable to wear and they are not accessible to all. Instead, PPG used in
reflectance mode allow to perform the measure in almost any body site. The 3-axis
accelerometer signal is used in order to implement a motion analysis system, which allow
to discard too noisy time windows. Since in some point the PPG quality is low, even if
the accelerometer do not register any movements, a reliability level estimation, based
on two features (one taken from the accelerometric signal and one from the green PPG
signal itself), is implemented. Heart Rate estimation, computed using green PPG, leads
to an Average Absolute Error of 2.25 BPM and a Relative Percentage Error of 3.36%.
The arrhythmia detection is performed using Physionet MIMIC Database. The searched
Premature Ventricular Contractions (PVC) are very common and they are usually
benign and do not require treatment but sometimes, they are related to heart diseases
or may also trigger more severe arrhythmia such as Ventricular Tachycardia, Ventricular
Fibrillation and Atrial Fibrillation. In order to assess the PVC severity it is necessary to
investigate the number of PVC events, if they occur with a particular rhythmic pattern,
if they form a couplet (two consecutive PVC) or triplet (three consecutive PVC) or if
they originate from multiple foci. Two morphological features are used to assess if a
beat is a PVC but also others are investigated. The performed PVC detection shows a
Sensitivity of 90.10%, Specificity of 99.3% and Accuracy of 98.83%.
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Project Aim

The purpose of this work is to create an embedded system, acting as a Body Area
Network. The device should allow real-time arrhythmia detection and be able to store
and download the detected alarms, in order to send them to a specialist, who provides
for a more accurate analysis and decides if further investigations are needed. This, it
will be possible thanks to the Bio2Bit Move, a wearable device prototype developed
by STMicroelectronics. The board, plugged in an adjustable wrist strap, transmit
and download signals and alarms via Bluetooth Low Energy, which allows significant
power consumption savings. Arrhythmia detection is carried out using the photoplethys-
mographic signal at green wavelength, under reflectance mode. This allows to make
non-invasive monitoring in almost any part of the body, enabling in this way, the
continuous monitoring of the cardiac condition over a long period of time, as opposed
to the devices currently used in clinic for arrhythmia’s diagnosis (ECG, Holter Monitor,
Event Monitor).

Since the photoplethysmografic set-up requires only a few opto-electronic components,
it is possible to reduce the costs of the device compared to those equipped with ECG
electrodes. The board is also capable of acquiring, among other signals, photoplethys-
mography at red wavelength and accelerometer data, which enable to evaluate the
impact of noise on the measure, and allow to filter the artefact or otherwise, to assess
the estimation’s reliability.

The arrhythmia analysis is focused on finding Premature Ventricular Beats (PVBs).
They are very common among the population and, although they are usually benign,
when their frequency is high, multiform premature contraction occurs or under some
other conditions, it is necessary to better evaluate the clinical situation. Since PVBs
are sporadic in most patients, a continuous long-term monitoring by means of the
Bio2Bit Move, would be more suitable than the methods currently used and would
allow the doctor to determine, if necessary, the best clinical investigations to be carried
out. The PVBs detection is performed using the morphology of the signal: this allows
to discriminate beats with different shapes and to establish if the ectopic beats recur
following a specific pattern or not.

The design of a comfortable, low-cost and accessible device, allows therefore to perform
an arrhythmia telescreening on a large part of the population. In this way, everyone
will access to an appropriate clinical evaluation and it will be possible to establish the
real need for further medical examinations. This is important not only for reducing the
number of unnecessary visits, but also because it will be easier to establish the most

suitable diagnostic and treatment path for each patient.






Chapter 1

Telehealth

Telehealth deals with clinical health care, patient and professional instruction, public
health and health management. All these services are provided remotely, thanks to the
use of Information and Communication Technology (ICT).

Telemedicine and Telecare are two Telehealth subfields that deal with the delivery of

clinical care outside of traditional health-care facilities, without taking into account

administrative and educational health services [21].

Telehealth

Health .

Telecare Telemedicine

(a)
=~

Figure 1.1: Components of telehealth
The 104 definitions of the word "Telemedicine” reviewed in 2007 [22] indicate confusion

about the term but also that is a fast-growing sector. According to the European

Commission, telemedicine can be defined as:
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"The provision of healthcare services, through the use of ICT in situations where
the health professional and the patient (or two health professional) are not in the
same location. It involves secure transmission of medical data and information,
through text, sound, images or other forms needed for the prevention, diagnosis,

treatment and follow-up of patients” [23].

Telemedicine should not to be confused with "Telecare”, whose main focus is the use of

ICT in order to provide remote care to patients, allowing them to keep living in their

own homes [24].

Telemedicine and Telecare services can be delivered asynchronously (store-and-forward

method) or synchronously (real-time methods) and according to European Commission,

can be generally divided in:

e Teletriage: it is the process of identifying the patient’s state of health, associating
his/her sympotms with a level of urgency and providing advice via phone by trained
professionals, to ensure safe, timely and appropriate management of patient’s
problems [25]. Not only teletriage is beneficial for patients as a powerful tool in case
of urgencies or uncertainities but, from the point of view of healthcare institutions,
it also helps to reduce healthcare system’s costs, by avoiding inappropriate

emergency visits [24].

Teleconsultation: it is the communication at distance through ICT in order to
perform a diagnose, treat a patient in a remote location, obtain a second opinion
from a specialist or develop innovative treatment approaches. Teleconsultation
provides easy and affordable access to medical services for everyone in particular,
for people living in rural and remote areas, where there is sometimes a lack of
health personnel, and for individuals with physical disabilities, who have greater
difficulty in organizing hospital visits. Therefore, teleconsultations help to save

time and reduce transport costs for patients [26].

Telesurgery: it can be performed in the form of telementoring or telepresence
surgery. In the first case, the surgeon, who is operating, is supported by a
remote specialist, who provides interactive assistance through video and audio
connections. In the second case, the surgeon is not in the same place as the patient
but operates on it, thanks to the use of a wireless network and computerized
robotic technologies that link the surgeon’s movements to a scale-down movement
produced by a small machine [27]. This technology limits the shortage of surgeons,
allows timely and high-quality surgical intervention and avoids long-distance

journeys, often risky for the patient.
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e Telediagnosis: it is the determination of the nature of a diseased condition, at a
remote location, on the basis of clinical data and information transmitted through
ICT. Telediagnosis by medical experts helps distant healthcare operators to assess
patients health and to provide them appropriate treatments [28]. Telediagnosis
can also be performed during telescreening or telemonitoring and therefore is not
limited to diagnosing a patient in a remote location as does the teleconsultation.
Furthermore, telediagnosis should not be confused with teletriage, since the former
involves identification and diagnosis of the symptoms described by the subject,

while the latter only assesses the urgency of patient’s health status.

e Telescreening: it consists of carrying out a remotely medical investigation in
order to identify the possible presence of a disease in subjects without signs
or symptoms, or with pre-symptomatic or unrecognized symptomatic disease.
Not to be confused with telediagnosis, telescreening is more focused on the
identification and subsequent follow-up of a pathology that can be suspicious.
The application of telemedicine on screening procedures provides an optimization
of healthcare professional’s time and resources and opearate a greater coverage of

the population’s potential disease [24].

e Telemonitoring: it is included in the telecare scope and it can be described in
five stages:
1. Data acquisition through a sensor.

2. Data transmission from patient to physician by telephone or a networked

system.
3. Data integration with other information regarding the patient’s state.
4. Data examination.
5. Data storage.
Thanks to telemonitoring services, patients can actively manage their diseases

and furthermore, it is possible to improve continuity of care and prevention of

future episodes in the context of chronic disease control [29, 30].

Telemedicine and Telecare aims to guarantee access, equity, quality and cost-effectiveness
in both developed and less economically developed countries. However, it is important
to clarify that these technologies are not intended to replace traditional medicine, but
only to provide support, in order to improve health care and ensure a better assistance

to citizens.
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1.1 Wearable Body Area Sensors

Recent progresses in miniaturized electronics are promoting a rapid growth of wearable
technologies [31]. In particular, the application of such wearable technologies to health

care enables a continuous monitoring in the patient’s daily-life environment that allows:
e carly-stage detection;
e remote monitoring of chronic disease and drug’s administration;
e management of medical emergencies;
e impact and evolution monitoring of the clinical treatment or intervention;
e cost savings.

As a first approximation, wearable sensors are small electronic devices which can be
placed close to, or implanted within, the human body [32]. A first classification of
Wearable Body Area Sensors (WBAS) could be done dividing them based on the contact

with the body. In Figure 1.2 a more detailed categorization is shown.

Peripheral Non-contact Sensors

On-Body Contact Sensors Fitness & Wellness

MOTION (physical activity, calorie count)

Monitorin
‘ L LOCATION (GPS, indoor localization)

PHYSIOLOGIOCAL (ECG, EMG, EEG)
CHEMICAL (sweat, glucose, saliva)
OPTICAL (oximetry, tissue properties) Behavioral

ACTIVITY (fall, sleep, exercise)
EMOTION (anxiety, stress, depression)

| Therapeutic | DIET (calorie intake, eating habits)
MEDICATION (drug delivery patches) '
STIMULATION (chronic pain relief) ]
EMERGENCY (defibrillatar) ) Bohebiision
/ SPEECH (language development)
\ CAMERA (technology for blinds) )
L )/,

Figure 1.2: Wearable sensors classification [1]

Nowadays, it is no longer sufficient to design standalone wearable devices but it
becomes vital to create a Wireless Body Area Network (WBAN), able to communicate
physiological data in the immediate proximity of the human body. Informations are
transmitted to a gateway device, also called Body Control Unit (BCU), which can be a
smartphone or any portable device that gathers collected information and forwards it
to the cloud or server centers [2]. In order to communicate with the wearable sensors,
the BCU comprises short-range communication technology such as Bluetooth but at
the same time, it is provided with heterogeneous networks, such as Wi-Fi and GSM,

used to send the data to the cloud or medical server. Gateway devices can also store
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data, run some pre-processing algorithms, evaluate relevant clinical alarms and send

data intermittently to remote servers [1].

/‘Ecg\‘ Sensor node

electronics with

wireless capability
i e
— Monitoring
| BCU acts as an Stations
| intermediate
| wireless node to connect other Recehd
wireless technologies at remote| d“iﬂ“ng
monitoring locations | e

j,\)

1* Wireless
distance

Figure 1.3: A Wireless Body Area Network scheme [2]

1.1.1 Application of Wearables in Telehealth

There are a lot of potential applications for telemedicine and telecare using weareable
devices. In this Section, a few examples of solutions that were clinically evaluated, are

reported below.

Remote Monitoring of Patients with Heart Failure

Heart failure (HF) is a chronic and progressive condition associated with high morbidity,
mortality and health care costs. The basic manifestations of HF are dyspnea (paroxysmal
at night or during exercise), orthopnea, edema of the lower limbs and asthenia, which
may limit exercise tolerance and lead to pulmonary edema and peripheral edema [33].
HF is difficult to manage because it can have different comorbidities and requires
significant changes in lifestyle. The patient often has to monitor his/her sympotms,
take different drugs and check the weight to monitor the state of water retention. Early
identification and treatment, along with better coordination of care, management of
comorbidity conditions and better self-organization of the patient, can help preventing
re-hospitalization, reduce mortality, and provide more effective solutions about the
healtcare’s administration [34]. Actions have therefore directed to better monitor the
patient with chronic HF at home. The disease management includes structured telephone
support, telemonitoring or remote monitoring of device that can measure Heart Rate
(HR), Heart Rate Variability (HRV), Electrocardiogram (ECG), patient mobility and

intra-thoracic impedance. The use of implantable devices such as cardiac pacemakers,
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implantable cardioverter-defibrillators and implantable hemodynamic monitors has been
demonstrated to enhance the prognosis of HF at home, which may enable for preventive

measures to be taken [35].

Automatic Detection of Fall Among the Elderly

Falls are one of the biggest risks that eldery and fragile population has to face. After
a fall, many people cannot get up and if there is a loss of consciousness or cognitive
deficits are present, it is not even possible to activate a user-operable wearable alarm
device. A prolonged time lying down in the ground can carry important medical and
physiological consequences and to avoid this, wearable devices capable of automatically
detecting falls have been developed. They are usually based on impact, position and
tilt sensors, and accelerometers, along with suitable control algorithms performed in a

micro controller [36].
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Chapter 2

Theoretical Framework

2.1 Cardiovascular System

The cardiovascular system consists of the heart and a closed system of vessels divided
into arteries, veins and capillaries, which are responsible of blood transport throughout
the body in order to provide nourishment, regulate body temperature, pH, water content
of cells and to help in fighting diseases. The circulatory system can be divided into
a pulmonary circulation and a systemic circulation. The first one is responsible to
carry deoxygenated blood from the right ventricle to the lungs (through the pulmonary
artery), in order to be oxygenated and then brought back, via the pulmonary veins, to
the left atrium of the heart. Once in the left atrium, oxygenated blood is pumped into
left ventricle through the mitral valve, goes into the aorta and is then distributed across
the body thanks to the systemic circulation, before returning again to the pulmonary

one.

Figure 2.1: Pulmonary and Systemic circulation [3]
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2.1.1 Heart’s Electrical Conduction System

The heart’s role in the cardiovascular system is to ensure blood circulation. To accom-
plish this, it is equipped with a closely interlinked electrical and mechanical mechanism.
The electrical impulses propagate in every direction and the cells of the myocardium
provide for an organized contraction that enable a rapid spread of the action potential.
There are two syncytias: atrial and ventricular, connected by the atrioventricular (AV)
node, located in the interatrial septum. The heart’s electrical conduction system is
depicted in Figure 2.2. The first impulse, that starts the flow of electric current through
the heart, comes from the sinoatrial (SA) node, positioned in the right atrium of
the heart. The electrical impulse generation is due to the automatism of the heart’s
electrical cells. By modifying the membrane, sodium enters in the cells while potassium
exits from them; this creates a potential difference on the sides of the membrane, which
results in the generation of an electrical current. From the SA node, the current travels
through the atria along the internodal atrial pathway and reaches the AV node, causing
the contraction of atria that pushes the blood into the ventricles. Once atria completed
to pump blood, the electrical signal reaches the bundles of His in the ventricular septum
and goes through the right and left bundles. Finally, the potential action arrives at the
Purkinje fibers, which transmit it to the contractile fibers of each ventricle, resulting
to their organized contraction. When the electrical charges are balanced and ready
for discharge, we refer to polarization [37]. The depolarization insted, is the discharge
of energy that follows the transfer of electrical charges through the cell membrane.
Finally repolarization is the return of electrical charges to their original state. After
each depolarization, a refractory periods occurs in which the action potential cannot be
triggered [38].

Sinotrial Node
Left Atrium
(5AN)
HIS bundle
Right Atrium

Left Bundle

Atrioventricular Node Branch (LBB)

(AVN)

Right Ventride LeftVentricle

Right Bundle Branch UL — Purkinje Fibers
(RBB) (PF)

Figure 2.2: Cardiac conduction system [4]
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The intrinsic frequency of the conduction system are listed below. The site who has the

higher frequency (in an healthy heart is the SA node) acts as a pacemaker.
e SA node: 60-100 bpm (beats per minute)
e AV junction: 40-60 bpm
e Ventricles: 20-40 bpm

The most common way to obtain information about heart’s electrical activity and
function, is the electrocardiogram which requires the positioning of electrodes on the
skin surface. A normal cardiac cycle registered by means of ECG (Figure 2.3) is

characterized by the following element:

e P wave: it represents the atria depolarization

e PR segment: it indicates how much time the electrical pulse needs to travel

from the SA node through the AV node

PR interval: it comprises P-wave and PR segment and its duration is normally

between 0,12 s -0,20 s

e QRS complex: it represents the rapid depolarization of the two ventricles and

lasts less than 0,12 s.

ST segment: it is the period when the ventricles are depolarized

e T wave: it is related to the repolarization of the ventricles

QT interval: it is the interval between the beginning of the QRS complex to the

end of the T wave

CXICTE A I I LY
R
L slrseament | I TF‘SFen’: =]
g el || A
IS8 LA L LI | L LA NG
= a | ||
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Figure 2.3: ECG signal with characteristic time durations [5]
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The time interval between two R peaks of the QRS complex (RR interval) is used to
determine the heart rate, which is measured in bpm. The HR, along with the above
mentioned ECG signal characteristic, is used as a medical diagnostic parameter to
indicate the heart’s condition. The disturbance in the regular rhythm of the heartbeat
is called arrhythmia and is generally caused by abnormalities in impulse formation or
conduction. In the Section below, arrhythmia typologies along with their detection in

clinic will be discussed.

2.1.2 Arrhythmia

In this Section, it is presented an overview of arrhythmia typology, following the work
of Gail Walraven [37]. Arrhythmias can be classified into four groups, according to the
pacemaker’s location that controls the pace. The most common sites of the pacemaker

and, consequently, the main categories of arrhythmias, are:

e Sinus Rhythms,
e Atrial Rhythms,
e Junctional Rhythms,

e Ventricular Rhythms.

Sinus Rhythms

In this class, rhythms are generated by the SA node and for this reason, although the
normal sinus rhythm (NSR) of the heart is not an arrhythmia, it will be described in

this Section.

Normal Sinus Rhythm
The rhythm is regular and has the same frequency of the site from which it is

generated (the SA intrinsic frequency is 60-100 bpm).

Sinus Bradycardia

The rhythm is regular but its frequency is lower than 60 bpm.

Sinus Tachycardia

The rhythm is regular but its frequency is higher than 100 bpm (at rest).

Sinus Arrhythmia
This arrhythmia is very easily confused with NSR. Its frequency varies with
patient’s breathing: it increases during inhalation but it slows down during

exhalation. This results in an irregular rhythm, which, however, is physiological.
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Atrial Rhythms

Sometimes the SA node loses its pacemaker’s role and the site having the next highest
frequency, replaces it with its own intrinsic frequency. Usually this sites are located
in the atria. Since the impulse is generated outside the SA node, it has difficulty in
travelling through the atria and this is reflected in a wave called ”Atrial P-wave” that

appears toothed, flattened or biphasic.

Migrant Pacemaker
The rhythm is slightly irregular because it is composed of sinus beats interspersed

with atrial beats, then characterized by abnormal P waves.

Premature Atrial Beat

It is not a rhythm but an ectopic beat. Ectopic beats can occur because of
irritability or escapement. The first term is used when a site (in this case atria)
accelerates and acts as a pacemaker while the second, when the normal pacemaker
slows down or does not work, and the site of lower level, takes over as a pacemaker.
Premature Atrial Beats are due to irritability and they come at an early stage of
the heart cycle causing an irregular rhythm. They are characterized by an "atrial

P-wave” and the PR interval is generally longer than 0.20 s.

Atrial Tachycardia

When the number of consecutive premature atrial beats increases, atrial tachy-
cardia occurs. The irritable focus replaces the SA node and assumes the role of
pacemaker for a long period. It is no more an ectopic beat but a regular rhythm
in which the individual beats have the Premature Atrial Beat characteristics.
The HR range between 150-250 bpm and the P atrial wave can be hidden by the

T-wave of the previous beat.

Atrial Flutter

If the atria become even more irritable, up to a frequency of 250 - 350 bpm, it
is referred to as atrial fluttering. With such a fast HR, the ventricles do not
have time to fill up with blood between two beats and therefore, they continue to
pump, without expelling high systolic volume. However, to avoid this, the AV
node blocks certain impulses, preventing them from reaching the ventricles and
not allowing them to be properly filled. In the ECG this results in a very rapid
series of P-wave (flutter waves), not all followed by a QRS complex. Therefore,

the ventricular rate is slower then the atrial rate.

Atrial Fibrillation

The atria are so irritable that they stop contracting and they experience an
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ineffective tremor (called fibrillation). P-waves are not distinguishable on the
ECG, and there are a number of undetectable oscillations along the isoelectric
line. The atrial rhythm is therefore not measurable, the atrial activity is chaotic

and the ventricular rate is slow because the AC node blocks most of the impulses.

Junctional Rhythms

When the electrical impulses originate in the AV junction, the heart is depolarized in
a unusual way because, being the pacemaker located in the center of the heart, the
impulses travel simultaneously in two directions. When the atria are depolarized in an
inverted way, the conduction is called 'retrograde’ and, on the ECG signal, an inverted
P-wave in the derivation II can be seen. The inverted P-wave may occur before or after
the QRS complex or can be hidden by its. The PR interval, must be less than 0.12 s

(otherwise it could be an atrial arrhythmia).

Premature Junctional Complex
It is an ectopic beat due to the irritability of the AV junction. The P-wave is
reversed and may fall before or during the QRS; the PR interval is less than 0,12

s (if it is measurable).

Junctional Tachycardia
When the AV junction becomes more irritable, it can accelerate and overcome
pacemakers at higher sites. The frequency varies form 100 to 180 bpm; if it is

from 60 to 100, is called ’accelerated junctional rhythm’.

Junctional Escapement Rhythm
It is a lifesaving mechanism in which the AV junction, with its intrinsic frequency

of 40-60 bpm assumes a pacemaker function.

The term ’supraventricular tachycardia’ is often used. This does not refer to
a particular type of arrhythmia but is used to describe a category of regular
tachyarrhythmias, with a common frequency range (150-250 bpm), which cannot

be identified accurately because they have indistinguishable P waves.

Ventricular Rhythms

Ventricular arrhythmias are very serious for several reasons. The heart is made so that
depolarization occurs from top to bottom and the atria contract before the ventricles
but, when the pulse originates in the ventricles, this process is reversed and the efficiency

of the heart is greatly reduced. Also, because the ventricles are the lowest site in the
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conduction system, there is no life-saving mechanisms that can correct a ventricular

arrhythmia.

Premature Ventricular Beat

Premature Ventricular Beats, also called ventricular extra-systoles or Premature
Ventricular Contractions (PVCs), are ectopic beats produced by irritable ven-
tricular foci, usually located in the bundle branches, Purkinje network or in the
ventricular myocardium itself. In this situation, ventricles contract before they are
completely filled, so the QRS-complex arrives earlier than expected in the heart
cycle, interrupting the regularity of the underlying rhythm. The QRS-complex
appears wider than normal (>120 ms) with an abnormal shape. Moreover, the
ventricular ectopic beat usually is followed by a compensatory pause. The distance
between the complex preceeding the PVC and the complex following it, is exactly
twice the distance of an RR interval. However, PVB can also not be followed
by any pause (non-interpolated PVB). Retrograde capture of the atria may also
occurs: in this case, the ectopic impulse is conducted retrogradely through the AV
node, producing atrial depolarization and therefore usually an inverted P-wave

occurs after the QRS-complex.

e [f the patient has only occasional PVB, this can be normal, but if he gets
to 5-10 PVCs per minute, an increase in ventricular irritability should be

suspected.
e PVBs may be either:

— Unifocal: if all the PVCs arise from a single ectopic focus (they have
the same morphology)

— Multifocal: if PVCs arise from two or more ectopic foci (the QRS shapes
are different). Since they come from more than one focus, they are
more severe because they are associated with a general irritability of the

myocardium and the possibility of even more dangerous arrhythmias.

e The most dangerous situation is called the R-on-T Phenomenon. It occurs
when the PVC falls on the previous contraction T-wave. During the repolar-
ization phase, the heart muscle is very sensitive to outside stimulus thus, a
PVC can trigger a lethal arrhythmia called Ventricular Fibrillation (VF).

e PVCs may be single and isolated or they can form a regular scheme with
the surrounding normal beats:
— Bigeminy: if PVC is alternated with a regular sinus beat
— Trigeminy: if PVC is alternated with two regular sinus beats

— Quadrigeminy: if PVC is alternated with three regular sinus beats
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e Another sign of increasing myocardial irritability is when PVCs occur in
immediate succession, without interposition of normal beats: two successive
PVCs are called ”couplet” and three successive PVCs are called "triplet”.
When successive PVCs are equal or more than three, the situation is described
as a "short burst of Ventricular Tachycardia (VT)”, more commonly named

"non sustained ventricular tachycardia”.
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Figure 2.4: Different type of PVCs, detected through 12-lead ECG [6]

PVCs are usually benign and do not require treatment. They simply can occur
because of too much caffeine intake, excess catecholamines, high level of stress,
insomnia and electrolyte anomalies (low blood potassium, magnesium and high
blood calcium). Also stimulants as alcohol, tobacco and illicit drugs are associated
with PVCs [39]. Sometimes PVCs are also related to cardiac pathologies as severe
left ventricular hypertrophy, myocardial infarction, hypetrophic cardiomyopathy
and congestive cardiac failure or may also trigger more severe arrhythmia like VT,
VF and AF. [40]. Patients with high frequency of PVCs have an high risk of heart
failure and sudden death if a heart disease is suspected [41]. PVBs could also be
used as a predictor of sudden cardiac death (even without recognized heart disease).
Since PVCs usually cause inefficiency in blood circulation, notably in cases frequent
PVCs, such condition may lead to a dizziness or a temporal loss of consciousness.
Recent studies reveal also that PVCs that occurs during recovery phase of exercise,
is connected with an higher long-term risk of mortality [42]. Non-cardiac diseases
also could be involved in VPBs such as, for example, hyperthyroidism, anemia,

and even hypertension.
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The estimated prevalence of PVCs ranges from 1% to 4% on ECG and 40% to
75% on a 24 or 48-hour Holter monitor [43]. Young and healthy adults have
shown a highly similar frequency rate of PVCs in contrast to the older parts of
the population.

Patients usually complain heart palpitations and feel a skipped heartbeat followed
by a fluttering sensation; some of them may have chest pain or discomfort, dyspnea,
anxiety or dizziness. The great majority of them however, are asymptomatic and
rarely require any treatment [39)].

As PVCs are sporadic in most patients, the short duration of the standard 12-lead
ECG may be fail in capturing ectopic beats. As alternatives, it is possible to
use a 24 or 48 hours Holter Monitor or Event Monitor. In general it is also
useful to perform laboratory testing (complete blood count, potassium, calcium,
magnesium, thyroid stimulating hormone and thyroxine) in order to identify
potential etiology of PVCs [44]. If there is clinical suspicion, it is also necessary
doing echocardiography to exclude heart diseases. For a more detailed cardiac
evaluation for those who have PVCs during exercise or in the recovery phase
following it, stress testing is recommended [42].

In many cases patients with frequent or symptomatic PVCs can be treated
through the minimization of stimulants and/or repletion of electrolyte or change
of lifestyle. In some cases, antiarrhythmics (such as amiodarone and flecainide),
beta-blockers, and calcium channel blockers are suggested [45]. But patients
who have several thousand episodes per day or symptomatic PVCs refractory to
pharmacologic treatment, may be candidates for radiofrequency catheter ablation
which consists in the elimination of the heart tissue that cause the premature

ventricular beat [46].

Ventricular Tachycardia

When three or more successive PVBs occur, at a rate of 100-250 bpm, the term
used is Ventricular Tachycardia. If the HR is less than 100 bpm, the correct
definition is instead "ventricular rhythm”. It is possible to classify VT in non-
sustained (if the condition lasts less than 30 seconds) and sustained (if VT lasts
more than 30 seconds). When VT occurs, ventricles do not have sufficient time
to fill and thus, the cardiac output is greatly reduced. This arrhythmia may
also lead to ventricular fibrillation and death. The VT treatment consists in the
administration of Liodocaine, Verapamil or Bretylium. If drug therapy fails or is
contraindicated, cardio version or VT ablation may be used. It is important to

act quickly as death can result rapidly.
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Ventricular Fibrillation

It is one of the most common causes of cardiac arrest. It is lethal because of
its chaotic and ineffective nature: many impulses are discharged from different
ventricular foci and the heart muscle is not able to respond with an organized
contraction. The appearance of the ECG is a chaotic fibrillatory pattern since there
are no identifiable complexes or waveforms. As it has been mentioned before, VF
can be initiate by the R on T phenomenon or by sustained VT, particularly when
heart has been altered by ischemia, acute myocardial infarction and coronary heart
diseases. VF may also occur in cardiomyopathy, mitral valve prolapse, cardiac
trauma and digitalis toxicity. Anaesthesia, surgery, cardiac chateterization, cardiac
pacing, cardio version or electrocution are other procedures that could lead to
VF. The treatment is cardiopulmonary resuscitation until is possible to perform
defibrillation by DC shock: the electrical shock to the myocardium usually stops

the fibrillation and allows the heart to restart its normal rhythm.

Idioventricular Rhythm

PVBs, VT and VF are all the result of ventricular irritability. Instead, idoventric-
ular Rhythm is due to the heart escapement mechanism, which act as a protective
system. It allows the heart to keep beating at the intrinsic frequency of the

ventricles (20-40 bpm) when higher pacemakers don’t work.

Ventricular Tachycardia (VT)
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Figure 2.5: Different types of Ventricular Tachycaridia and Ventricular Fibrillation, detected
through 12-lead ECG [6]
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2.1.3 Arrhythmia Diagnosis in Clinic

When an arrhythmia is suspected in a patient, several tests can be suggested by the
doctor:

e Electrocardiogram. It is a non invasive and painless test, which can record
the electrical activity of the heart and determins the cardiac rhythm, HRV and
abnormalities in the cardiac conduction [47]. In Section 2.1.1, the ECG signal has
already been illustrated. In the conventional standard 12-lead ECG, ten electrodes
are required: as it possible to see in Figure 2.6 four electrodes are placed on the
limbs and the other six on the chest. This test has to be done by an expert in an
electro-physiology lab and usually is carried out twice: at rest and in motion state
(e.g. running, cycling or walking). However, its ability in detecting arrhythmia is
limited at the time of the test.

Angle of
Louis

Figure 2.6: Electrode Placement in 12-lead ECG [7]

e Holter Monitor. The method was conceived in 1961 and takes its name from
the American physicist Norman J. Holter, its inventor [48]. It consists in a small
portable ECG, with 3-5 electrodes, that has to be taped on the patient chest
skin. Thanks to this ambulatory ECG, the electrical activity of the heart can be
monitored typically for 24-48 hours, in which the patient can carry out his/her
daily routine, although with some limitations. The patient is also asked to write
down a diary the activities carried out and the symptoms he has experienced. A

24-hour Holter monitor set up is shown in Figure 2.7.

e Event Monitor. When arrhythmia symptoms are occasional, doctor may propose
the use of a small recording device, called cardiac event recorder. The instrument
should be placed on the finger or chest through a belt and requires manual

activation by the patient when he or she experiences symptoms of arrhythmia [48].
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Figure 2.7: Holter Monitor Set-up [8]

e Implantable loop recorder (ILR). It is a small single-lead ECG monitoring
device, which is implanted in patients who experience recurrent unexplained
episodes of palpitantion or syncope, or have a documented Atrial Fibrillation
(AF), or have experienced myocardial infarction [49,50]. It is capable of storing
ECG automatically in response to a significant arrhythmia event or in response
to patient activation. ILR also uses a loop recording that enables the registration

of the cardiac rhythm that occurred just before the symptoms [51].

2.2 Photoplethysmography

Photoplethysmography is a very simple and low-cost technology which requires only a
few opto-electronic components. A light source, usually a Light Emitting Diode (LED),
illuminates the skin along with underlying blood vessels, and a suitable photodetector
(commonly photodiodes, but photocells and phototransistors can also be used) measures
the intensity changes of the reflected or transmitted light, associated with blood volume
changes in the tissue micro-vascular bed.

PPG can potentially be acquired in any part of the body in a non-invasive way; this,
makes the measurement particularly comfortable for the patient and therefore allows
continuous and long-term monitoring.

The first report on the use of an optical device for measuring blood volume changes
dates back to 1936. In this year, two research groups (Molitor and Kniazuk of the Merck
Institute of Therapeutic Research and Hanzlik et al. of Standford University School of
Medicine) used similar instruments in order to detect changes in blood supply in the
rabbit ear, under different conditions [52,53]. But the pioneer of the PPG technique,
who was also the first to use the term "photoplethysmography", was Alrick Hertzman
from the Department of Physiology at St. Louis University School of Medicine. In
his first paper, he described the use of a reflection mode system to measure blood
volume changes in the fingers, induced by exercise, cold and Valsalva manoeuvre [54].

In 1938, Hertzman established the validity of the method for measuring blood flow and
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blood volume changes and in the same year, Matthes and Hauss, reported preliminary
observations on the PPG technique. Hertzman’s early works [55-58] attempted to
validate the method for measuring blood flow and blood volume changes. Later works of
Hertzman [59-61] monitored vasomotor activity splitting the Alternating Current (AC)
and Direct Current (DC) components with separated electronic amplifiers, assessed the
completeness of sympathectomy and detected the onset of cutaneous vasodilatation
in both forearm and digits. Recently, the desire for small, reliable, low-cost and
simple-to-use cardiovascular assessment technology, along with the improvements in
opto-electronics instrumentation and computer-based digital signal processing, have led

to a considerable increase in clinical application of PPG-based technology [62].

2.2.1 Light Propagation Principles

The propagation of the light through a medium can be disturbed by three effects:
reflection and refraction, absorption and scattering. The transmitted light is given by

non-reflected and non-absorbed or forward scattered photons.
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Figure 2.8: Light-Matter interactions [9]

Reflection and Refraction

Reflection is defined as the returning of electromagnetic radiation by surfaces on which
it is incident. When a surface presents small irregularities compared to the wavelength
of the radiation, the reflection angle #’ (angle between the surface and the reflected
beam) equals the angle of incidence # (angle between the surface and the incident beam)
and the reflection is called ’specular’. In contrast, if the roughness is comparable or even
larger than the wavelength of radiation, diffuse reflection occurs. Refraction originates
from a change in speed of the light wave and is governed by Snell’s law:

sinf v

- 2.1
sind” (2.1)
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where 0" is the angle of refraction and v and v’ are the velocities of light in the media

before and after the reflecting surfaces, respectively.

Absorption

When the light travels the skin, it is absorbed by different biological tissues such as
skin pigments, bone, arterial and venous blood, each one with its own length and light
absorption coefficient. Assuming that the illuminated media indicates only an artery, it
is possible to measure the amount of reflected or transmitted light, and trace the pulse
changes inside the vessels during the cardiac cycle [12]. The attenuation of light from

the light beam to the photodetector is typically modelled by the Lambert-Beer law:
I = Ipe ™ (2.2)

where [ is the intensity of the transmitted light through the medium and I is the
injected monochromatic light beam. This law states that in a homogeneous medium,
light intensity decays exponentially as a function of path length (1) and light absorption
coefficient (), corresponding to medium properties at a specific wavelength.

The Lambert-Beer law states that the incident light simply splits in transmitted and
absorbed light; therefore, reflection at medium surface as well as light scattering are

not contemplated by this model.

Scattering

Depending on the relationship between the wavelength of the incident light and the
dimensions of the scattering particles, there are different types of scattering. The most
important ones are the Rayleigh’s scattering and the Mie scattering. The former occurs
when the scattering particles are much smaller than the wavelength, and a law related
to it states that the scattering is inversely proportional to the fourth power of the
wavelength [63]. If the spatial extent of scattering particles becomes comparable to
the wavelength of incident radiation such as in blood cells, Rayleigh scattering no
longer applies and Mie scattering occurs. Mie scattering takes place in the forward
direction, whereas in Rayleigh scattering forward and backward scattered intensities are
the same [64]. However, it is usually very convenient to define a probability function
p(0) of a photon to be scattered by an angle 6, which can be fitted to experimental
data [9]. Several theoretical phase functions p(#) have been proposed and are known as
Henyey-Greenstein, Rayleigh-Gans and Reynolds functions. The first one shows the

best accordance with experimental observations. It was introduced by Henyey and
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Greenstein [65] and is given by :

1—g2

2.
(14 g2 — 2gcosh)3/2 (2:3)

p(0) =

where ¢ is the anisotropy coefficient that indicates a purely forward scattering when is

equal to 1, a purely backward scattering when is -1 and isotropic scattering if it is 0.

Turbid Media

The absorption and scattering processes are generally considered separately. However,
human tissues can be considered to be ‘turbid media’, and therefore absorption and
scattering phenomena have to be considered simultaneously [66]. In order to achieve
a good mathematical description of this, it is possible to use the analytical theory
or the transport theory. The first, that relies on Maxwell’'s equations, represents
the basic approach. However, due to the complexity of the analytical solutions, its
applicability is limited; so, especially when dealing with laser-tissue interactions, thre
transport theory is preferred, that directly determines the transport of photons through
absorbing and scattering media. Since scattered photons do not follow a determined
path, and transport theory has to deal with the evaluation of the diffuse radiance, lot
of approximations and statistical approaches must be chosen. Some of the most used
ones are first-order scattering, Kubelka-Munk theory, diffusion approximation, Monte

Carlo simulations, or inverse adding-doubling [67-69].

Optical properties of the skin

Although without complete knowledge of the optical structure of tissues, lot of experi-
ments and theoretical models have provided a general understanding of the skin optical
behavior [70]. Direct or indirect methods can be used to measure the optical properties
of tissues. Direct techniques (unscattered transmission, effective attenuation and go-
niophotometric measurements of the single scattering phase function) use very simple
analytical expressions for data processing, but require that the experimental conditions
dictated by the chosen model, are strictly fulfilled. Indirect methods involve solving
the problem of reverse scattering by using a theoretical model of light propagation in a
medium. They are in turn classified into iterative and non-iterative models. The former
use equations in which the optical properties are defined by parameters directly related
to the quantities to be assessed. The latter are based on the Kubelka-Munk model and
multiflux models [71].

Since PPG sensing probes are placed on the skin surface, their anatomical and physio-

logical characteristics play an important role on this technology. The basic anatomy
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of the skin with the blood vessels is shown in Figure 2.9. Human skin can be divided
into three layers: the epidermis, the dermis and the hypodermis. Some skin structural
models, however, consider the outermost section of the epidermis, composed of dead
cells and 0.01-0.02 mm thick, as an independent part named “stratum corneum” [72].
The epidermis (0.027-0.15 mm thick) has no blood supply and is nourished almost
exclusively by diffused oxygen from the surrounding air. It is composed of four layers
(stratum basale, stratum spinosum, stratum granolosum and stratum lucidum). The
90% of the cells in this layer are keratinocytes, which are continuously shed from the
surface; less numerous cells, called melanocytes, located near the base of the epidermis,
produce a dark-brown pigment called melanin, which is responsible for the protection of
the skin against harmful radiation by means of absorption [73]. The dermis layer (0.6-3
mm thick) consists of two sub-layers: the papillary dermis which contains small blood
vessels and the reticular dermis which contains the larger ones [74]. The hypodermis
(1-6 mm thick) consists of a layer of fat and connective tissues that houses larger blood

vessels and nerves [75].
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Figure 2.9: Basic anatomy structures of the skin [10]

Each tissue constituent has a specific optical behaviour when crossed by a precise
wavelength. The absorption spectrum shown in Figure 2.10 represents the optical
behaviour in terms of coefficient of absorption/extinction of the main skin absorber

with respect to light wavelength [11].

e Water is the main constituent of tissues and enables an efficient transmission only

for wavelengths shorter than 950 nm.

e Melanin concentration depends on skin pigmentation and it strongly absorbs light
wavelengths shorter than 500 nm. Even if melanin absorption coefficients are, on

average, much higher than those of haemoglobin, the total effect of melanin on
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light propagation in thick tissues is generally less significant. Haemoglobin is in
fact disposed all over the tissue whereas melanin is typically restricted to a thin,

superficial skin layer.

e Hemoglobin is the principal constituent of blood and it can be divided in dysfunc-
tional hemoglobin (molecules not able to bind reversibly with molecular oxygen)
and functional hemoglobin that can be either fully saturated with oxygen (oxyhe-
moglobin HbO,) or not (reduced Hb). The specific absorption spectra of HbO,
and Hb, differ particularly in the red and Near-InfraRed (NIR) region, except at
the isobestic wavelengths (close to 800 nm). Using two wavelengths close to the

cross-over point, it is possible to estimate oxygenation levels through absorption

data [76].
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Figure 2.10: Absorption and molar extinction coefficients of main biological tissue constituents
at 500 to 1100 nm window wavelengths [11]

The wavelength used in PPG, ranges from 510 to 920 nm, corresponding to green and
infrared light, respectively. The choice of wavelength has a paramount importance and

depends on the targeted application and on the PPG mode used.

2.2.2 PPG Modes and the Importance of Wavelength

PPG devices can be used in transmittance or in reflectance mode. In the former case,
the photo-detector is placed at the opposite side of the LED source in order to measure
the transmitted light components. This is the traditional use of PPG, but in order to
be effective, it has to be used only in thin body sites such as fingertip, nasal septum or
earlobe [12]. Recently, in the wearable PPG devices field, another transmission type,

called reflectance mode, has obtained a lot of interest. It may be employed in wrist,
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forearm, ankle and forehead and its set-up requires a photo-detector, located next to

the LED, which measures the reflected or back-scattered light from tissue or blood

vessels [17].
Transmission Reflection
LED PD

Figure 2.11: Placement of the LED and photo-detector in transmittance and reflectance
mode [12]

As the Lambert-Beer law states, the penetration of optical radiation in the tissue is
wavelength-dependent: as it can be seen in Figure 2.12 the longer the wavelength is,

the deeper the light penetrates.
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Figure 2.12: Propagation of light of different wavelenght in the tissues [13]

Traditional pulse oximeters operate in transmission mode and usually employ red and
NIR light (wavelength band 660 — 900 nm), able to penetrates relatively deeply (0.8 —
1.5 mm) into a living tissue [77]. On the other hand, wearable PPG devices tend to use
reflectance mode, with shorter wavelengths (usually green light in the range 530 - 570

m). This trend, beside the fact that the reflectance mode allows to take measurements
in more comfortable body areas than the transmittance mode, is due to the much
higher AC/DC ratio of the reflected green light and to its relative freedom from motion
artifacts [78]. These characteristics make reflectance green mode particularly suitable
for ambulatory monitoring applications [79]. However, in very cold enviroments, the

microcirculation decreases and it is better to use infrared, capable of reaching deeper
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tissues. Even for dark skin pigmentation, infrared light is advantageous. Therefore,
selection of an optimal wavelength for ambulatory monitoring is a trade off between
susceptibility to artifacts and sensitivity during poor skin perfusion [11].

Experimental observations reveal that the light measured at the photodetector is
inversely proportional to the volume of blood in the tissue [55,80]. This is easy to
understand in the case of transmission mode with NIR wavelengths: in fact, the tissue
is less opaque than blood, and consequently, when the volume of blood increases, the
light intensity measured at the output is lower and viceversa. Experimental tests,
however, reveal an inverse ratio between the emitted light power and the volume of
blood even in the PPG acquired in green reflectance mode [14]. This can hardly be
due to pulse-pressure oscillations that occur in arteries because they are located deeper
than 3 mm below the epidermis [81], while the depth of penetration of green light does
not exceed 0.6 mm [77,82]. In [14] the authors propose a model in which the change
in capillary density is responsible for the light modulation during the cardiac cycle.
Capillaries are not affected by pulse-pressure oscillations but the transmural pulsatile

pressure exerted by arteries on them, may cause variations.

e At the end of diastolic phase, there is a minimum compression that implies a
lower density of capillaries reached by the light. In this situation, absorption
and scattering phenomena are minimal and the green light re-emitted to the

photo-receptor, reaches the maximum power.

e In the systolic phase, the transmural pressure compresses the dermis, the density
of the capillaries reached by the light increases and the power of the remitted

light is therefore minimal.

As a result, the inverted waveform of the remitted light power follows the changes of
transmural blood pressure, not the arterial blood volume. However, the degree of dermis
compression depends also on the boundary conditions of the skin (Figure 2.13): with
no external contact an elastic skin results in small AC component amplitude, whereas
for stiff skin or when an external contact is present, PPG signal is higher [14].

Obviously, any other variation in internal conditions, such as changes in venous pressure,
muscle contractions or changes in lymphatic volume, can change the waveform of PPG.
The origin of the PPG signal has been the subject of continuing debate [83]; nevertheless,
it is generally accepted that both modes of PPG measure blood volume variations in

the vascular bed.
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(a) (b) Elastic skin © External contact

{no contact) or stiff skin

Diastole Systole Systole

Figure 2.13: Origin of PPG waveform according to [14]. (a) Artery is in the diastole phase
with the smallest compression of the capillary bed. (b) Systole phase with
slightly compressed capillaries because of elastic external boundary. (c) Strongly
compressed capillary bed in the case of external contact.

2.2.3 The PPG Signal

The PPG waveform encompasses a slow varying DC component, which depends on
respiration, sympathetic nervous system activity and thermoregulation, and a pulsatile
AC component, which is related to the cardiac synchronous variations in the blood

volume with each heartbeat [15].
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Figure 2.14: PPG Waveform [15]

It is essential to note that the PPG waveform is usually inverted (Figure 2.15) in order
to vary in relation of blood volume [84]. In the AC pulse it is possible to distinguish two
phases: the anacrotic phase, mainly related to systole and corresponding to the rising
edge of the pulse, and the catacrotic phase, representing the falling edge of the pulse
and identified with the diastole. The incident travelling wave from heart to periphery
(anacrotic phase) is due to the left ventricular ejection and the arterial stiffness, whereas
the reflected wave from the periphery to the heart (catacrotic phase) depends on the

arterial stiffness and the potential sites of wave reflectance [85]. A dicrotic notch, related

44



to the reflection at bifurcations of the arterial tree, is usually observed in the catacrotic
phase of young subject and tend to disappear with increasing age [86].

In general, the characteristic points of the PPG waveform are named as illustrated in
Figure 2.15. The pulse wave begin (PWB) represents the start of the systolic phase,
that ends at the pulse wave systolic peak (PWSP). The pulse wave end (PWE) indicates
the end of the diastolic phase and the time between PWB and PWE is called pulse
wave duration.

The time elapsing between two consecutive PWSP, usually expressed in ms, is called
peak-to-peak interval (PPI) or interbeat interval (IBI) and has high correlation with the
interbeat R-R interval of the ECG signal. The sequence of PPG IBI is called tachogram
(as in the ECG case) and it is usually employed for HRV analysis [87].
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Figure 2.15: Pulse wave characteristic of the pulse wave AC component [16]

2.2.4 Factors affecting the Quality of the Signal

Phenomena that contribute to the formation of the PPG signal can be, in first approxi-
mation, divided into three classes, as shown in Figure 2.16.

In order to effectively extract useful information from the acquired signal, in addition
to the wavelength choice, it is also important to properly define the acquisition set-up

in such a way as to:

e manage the so-called optical shunting effect, which is the amount of direct light
that travels from the light emitter to the photodetector without penetrating the
biological tissue [11];

e minimise disturbances caused by ambient light;
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e optimize the distance between the light source and the photo detector (empirical
studies have shown that the optimal separation distances are between 6 and 10

mm for infrared light [88] and about 2 mm for green light [89]);

e optimize the sensor housing in terms of: adequate pressure of the sensor on the
skin surface, mass of measurement system, friction force between the sensor and

the skin surface.
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Figure 2.16: Families of factors that influence PPG signal [11]

Motion Artifacts

One of the disturbances that most corrupts the PPG signal and that can be solved
only through the opto-mechanical design is the motion artifact, which is due to: tissue
modifications caused by movement, relative motion of the sensor-skin interface and
changes in the pressure between the optical probe and the skin. Motion artifacts can be
classified in three cathegories. The first is rhythmical motion, generated by activities
such as walking, running and biking. The two others cathegories are non-rhythmical
and are divided into intermittent and continuous motions. These latter, especially the
continuous one, are generally more difficult to suppress [11]. The removal of motion
artifacts from the PPG is mainly addressed through digital signal processing techniques.
In order to do this, wearable devices generally acquire other signals as a motion reference.
The simplest approach is to use the reference signal only to discard segments corrupted
by noise on the other hand, more sophisticated approaches, use the benchmark for
noise removal. Some works [90,91], in addition to the acquisition of PPG at the green
wavelength, acquire PPG at red or NIR light since the latter two are more affected by

movement [78] and, after doing some adaptation of the signal, subtract them from the
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green PPG signal. Other works, integrate pressure sensors in the probe as a reference,
but most include 3D accelerometers [92-94] although the correlation between the PPG
signal and the accelerometer is not particurarly accurate. The most commonly used
technique is Adaptive Noise Cancellation (ANC); in Figure 2.17 a scheme of an adaptive
noise cancellation utilizing an acceleration reference is shown. Other methods such as
Moving Average filter [95], Fourier Analysis [96] and Passive Motion Cancellation [97]

have been employed.
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Figure 2.17: Block diagram of an adaptive filter with an accelerometer [17]

Adaptive filters exhibit a frequency response that varies depending on the characteristics
of the input signal. The adaptive process is carried out in such a way that the filter uses
the input signal to adapt its own parameters in order to optimize a predetermined perfor-
mance index. Therefore, adaptive filters only require little or no prior knowledge of the
characteristics of the input signal and noise. ANC filters used in PPG processing include
or are integrated with: Least Mean Square (LMS) adaptive algorithm [98], Kalman
Filter [99], Time-Frequency Methods and Wavelet Transformation [100, 101}, Principal
Component Analysis (PCA), Independent Component Analysis (ICA), Widrow’s ANC
and others [17].

2.2.5 Photoplethysmography Applications

PPG has been employed in a variety of clinical contexts for decades and its princi-
pal application is the Pulse Oximetry that, in the early 1990s, became a mandated
international standard for clinical physiological monitoring during anaesthesia [102].
It measures heart rate and peripheral blood oxygen saturation (SpO2) in the course
of patient transport [103], fetal monitoring [104], neonatal and pediatric care [105],
dentistry and oral surgery [106] and sleep studies [107]. Through PPG it is possible
to measure other parameters in physiological monitoring (e.g. blood pressure, cardiac
output and respiration) and it can also be used in vascular assessment (e.g. arterial
disease/compliance and ageing, endothelial function, venous assessment, vasospastic
conditions) and autonomic function assessment (vasomotor function and thermoreg-

ulation, blood pressure and heart rate variability, orthostatic intolerance, neurology
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and other cardiovascular variability assessments) [108]. Some of these applications are

briefly discussed below.

Blood Oxygen Saturation

In Pulse Oximetry, red and NIR lights are used to illuminate the vascular tissue, with
rapid switching between the two wavelength. HbO2 and Hb exhibit differences in the
light absorption at these two wavelengths, and this makes possible to estimate the SpO2
level. For more detailed information on the basic principle of operation, measurement

technology and clinical applications, refer to the work of Kyriacou [109].

Heart Rate

Measuring heart rate is important in many clinical settings, including hospital-based
and ambulatory patient monitoring. Using the PPG signal, it is possible to provide a
HR estimation because its AC component is synchronous with the beating heart. In
pulse oximetry systems, this information is often displayed along with the SpO2 level.
In addition, HR estimation is increasingly being used in non-medical areas, for example
by sports-people who prefer fitness trackers or smartwatch to annoying ECG chest strap.
Even in smartphones, simply putting the finger on the camera with the flash on, it is
possible to measure HR along with HRV and other parameters.

The main problem of HR estimation is that movement artifacts and arrhythmias can
heavily impair the reliability of the assessment. In order to improve the evaluation
accuracy, numerous computer algorithms have been designed. These methods are
divided into frequency- and time-domain approaches. The former estimates the spectral
density of the signal with a non-parametric (fast Fourier, discrete cosine, or wavelet
transforms) or parametric method (autoregressive model), and are usually coupled
with the entropy value of the spectrum as a reliability index [11]. Approaches in the
time-domain can be based on the detection of the temporal interval between two events
related to the heartbeat such as maxima, minima or zero-crossing; the dispersion of
the values of these intervals is usually employed as a reliability index [110]. Adaptive
frequency tracking approaches have also been proposed. They track the PPG dominant
frequency by adjusting the parameters of a model. As for the accuracy assessment, the
energy at the dominant frequency over the energy of whole signal is used [111]. The
final HR estimation can be obtained through different elaborations such as Bayesian

estimation [112], autoregressive estimation using reliability [113], outlier rejection [114] .
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Cardiac Output

Cardiac output is the stroke volume multiplied by HR. An accurate assessment via
reliable and non-invasive measurements is very important. However, among researchers,
there is a debate about the real accuracy of the PPG-based cardiac output evaluation
[115]. The stroke volume (the quantity of blood pumped out of a ventricle during one
ventricular contraction) can be estimated from PPG-derived pulse contour analysis on
a beat by beat basis, and methods for doing this include Pressure Recording Analytical
Method (PRAM) [116] and the ModelFlowTM method [117].

Respiration

Through a PPG sensor it is possible to monitor breathing, because respiration induces
changes in the peripheral circulation. Monitoring the respiratory rate is important in
many clinical enviroments, for example in critical and neonatal care, in anaesthethics
and for sleep study. The low frequency Respiratory Induced Intensity Variations (RIIV)
in the PPG signal are well known [118,119]. The RIIV mechanism is not totally
understood, but many researchers state that is due to the return of the venous blood to
the heart induced by respiratory changes in intra-thoracic pressure and also variations

in the sympathetic tone control of blood vessels of the skin [12].

Blood Pressure

Arterial blood pressure is very important in clinical measurement, in particular in
autonomic function and vascular disease studies. Since 1980s, the PPG signal has been
used for measure arterial blood pressure non-invasively, and different approaches has
been described in the literature [120,121]. In order to measure the dynamic pulsatile
vascular unloading of the finger arterial wall, it is necessary to use an inflatable cuff
integrated with a PPG sensor [12]. Since cuff-less blood pressure measurement methods
are highly-desirable, many researchers [122] have focused on the relationship between
blood pressure and Pulse Transit Time(PTT), which can be estimated using both PPG
and ECG signals, by measuring the distance between the ECG’s R peak and the PPG’s
peak. PTT is the time that a pressure pulse spends to propagate through a length of
the arterial tree. Others similar parameters such as Pulse Wave Velocity (PWV) and
Pulse Arterial Time (PAT) have been used for this purpose [123,124]. Recent studies
have also been focused on the blood pressure estimation with the solely usage of the
PPG signal. In order to do this, PPG pulse features were extracted and analysed using

neural networks [125].
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Vascular Assessment

In case of arterial disease, the peripheral pulse is usually lower and delayed. In order to
establish the severity of vascular disease, numerous features have been explored such as
risetime, frequency parameters, width/height ratio, amplitude and shape. Particular in
literature, attention devoted the lower limb arterial disease detection [126].

Another factor that can be controlled through PPG is the vascular ageing. It is known
that the stiffer the artery is, the faster the pulse reaches to the periphery; hence, the
PWYV increases. The arteries compliance have also been determined by means of the
PTT, which is inversely related to the PWV [127]. The determination of arterial
stiffness is significant since it is associated to hypertension, a risk factor for stroke and
heart diseases. Furthermore, arterial ageing could be accelerated by other diseases such
as diabetes mellitus [128].

Along with other assessment such as endothelial function and vasospastic conditions,
the PPG waveform can be used to determine venous conditions [12]. In particular,
lower limb chronic venous insufficiency (CVI), due to damaged valves, often causes the
blood reflux in the legs on standing position. The PPG-based exam to investigate CVI,
also referred as Light Reflection Rheography, consists in measuring the time for the

PPG signal to recover to baseline, while the patient is doing tip-toe exercise [129].

Autonomic Function

The variability of PPG components such as the low-frequency ones related to respiration,
blood pressure and thermoregulation as well as the high frequency ones, related to
the heartbeat, has been used to study the autonomic function [12]. It is well known
that HRV obtained from ECG is an important parameter to determine the autonomic
activity [130]. Therefore, since HR and its variability can easily be extracted from PPG
pulse signals, Pulse Rate Variability (PRV) has been investigated. Another example is
the use of beat-to-beat peripheral arterial blood pressure waveforms, measured using
PPG technology with pressure on the finger, in order to measure Baroreflex Sensitivity,
associated with cardiovascular disease. Using bilateral PPG at the forehead, it is
possible to determine the autonomic function in patients having migraine, by detecting

the trigemino-parasympathetic reflex to vasodilator response [12].
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Chapter 3

State of the Art

As discussed in Section 2.1.3 the ECG, considered the standard in the detection of
arrhythmias, does not allow continuous monitoring over a long period of time, and
this could imply a misdiagnosis. Current standard of care include also Holter and
Event Monitor, but the electrodes used to record the signals often result in discomfort,
limited freedom of movement and sense of unhealthiness, especially after wearing the
device for several days [131]. For these reasons, they are usually not worn for more
than 72 hours (Holter Monitor) and 30 days (Event Monitor). Moreover, they are
costly and not accessible to all. For these reasons, many wearable PPG-based devices
have been designed in recent years, and researchers have shown interest in detecting
arrhythmias through them. Of all the PPG-based wearables (earphones, rings, gloves,
glasses, ear-clips), wristwatch-type ones are the most common and are traded by several

companies as pulse oximeter, blood pressure sensors or heart rate detector.
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The HR-detector wearables are mostly used in sport and fitness area and the biggest
challenge from the algorithmic point of view, as it has been explained in Section 2.2.5, is
to correctly remove movement artifacts, in order to provide a reliable HR estimation. It
is important to underline that these smartwatches are not usually employed in clinical
settings, because obtaining a "medical device certification" is not trivial [17]. Among
all the arrhythmias, researchers have been particularly interested in detecting atrial
fibrillation through PPG-based wearables. AF is very common and can cause throm-
bosis, it may also be asymptomatic and it is not always possible to detect it during
ECG test. Holter Monitor test or more accurated exams are often required therefore, a
device capable of continuously and non-invasively monitoring could be very useful not
only in detecting AF but also in supporting patients (with AF already diagnosed) for
the management of their therapy [132]. The most striking example of a PPG-based
device, capable of detecting AF, is the Apple Watch (Series 1-4 with watchOS 5.2 or
later) paired with iPhone 5s or later (with at least i0S 12.2). The AF detection it is not
exactly continuous but it is performed on PPG-tachograms which are recorded every
2 to 4 hours. If an irregular tachogram is registered, the algorithm stars to acquire
more tachograms (with a minimum distance of 15 minutes) and, when 5/6 successive
tachograms are irregular in 48 hours, a notification of possible AF is sent [133]. Many
other researchers have designed AF detection algorithms: some have implemented it on
the Physionet databases’s signals (acquired in a clinic environment from the finger), oth-
ers have used signals acquired from the phone, placing a finger on the flash [134], while
others, like Apple, have tested it on a wearable device [135-139]. From the algorithmic
point of view, most of the developed methods for AF detection rely on the extraction
of IBI from PPG signals, and investigate the possibility of decision making based on
IBI series (tachogram) statistics. Some authors have preferred simple methods such

as a set of decision rules, while others selected more complex machine learning classifiers.

As described in Section 2.1.2, although premature ventricular contraction can be
generally considered benign, it is important to monitor their frequency, their pattern,
the presence of multifocal PVCs and the R-on-T phenomenon occurrence, since they
may be associated with underlying heart disease or may trigger more severe arrhythmia.
PVCs research can also be useful in determining whether the patient’s symptoms can
be linked to more critical conditions, and therefore, if further investigations are needed.
Although it can be convenient to screen PVCs on large scale, by means of a more
comfortable device which allows a continue and long-term monitoring, to date the
amount of PPG-based algorithms for detecting PVC, is very scarce.

Solensko et al. yielded the major contribution in this field. In their first work [20] they
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extracted 7 simple features from the signal time domain: amplitudes of the rising and
falling fronts, peak-to-peak intervals, pulse durations and pulse widths. These features,
which describe every single beat, are then normalized and processed for the heartbeat
categorization through a Naive Bayes Classifier (NBC). Results show high sensitivity
(96.40%), specificity (99.92%) and accuracy (99.89%).

In another research project [20] the authors extracted 6 features (3 temporal-derived
and 3 power-derived), obtained from a 12-s analysis frame. Three successive Peak-to-
Peak Intervals (normalized using the fundamental frequency calculated over the 12-s
frame) and 3 successive Variance Ratios are extracted and pre-processed, in order to be
classified using an Artificial Neural Network (ANN) with one hidden layer. Severely
corrupted segments are removed from the analysis. Not only the algorithm is able
to divide normal beats from PVCs, but it is also capable to distinguish between two
different PVC morphologies (Figure 3.2). Sensitivity and specificity for the two main
PVC types are 96.05/95.37% and 99.85/99.80% respectively.
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Figure 3.2: Types of PVCs in the PPG signals: a) with premature pulse PV Cy b) without
premature pulse PV Cy [20]

Jr6

Finally, in their most recent work [140], the authors aim to improve the previous algo-
rithm performance. Features are still extracted on a 12 s frame, but the 3 PPI features
are normalized with an estimated normal sinus rhythm’s frequency (in order to reduce
noise influence) and the 3 Variance Ratios features are replaced with 3 different Power
Ratios features. To reduce the number of false alarms, an artifact detector has been
included. The classification of the features has been performed using a feed-forward
ANN with 40 hidden layers. PPG pulse classification has been done into 10 classes
and 3 super-classes (normal beat, PVC with premature pulse P; and PVC without
premature pulse P,) but only super-class results have been reported. Sensitivity for
normal beats, P; and P, turned out to be 99.8%, 93.2%, 92.4% respectively. Specificity
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values 93.3%, 99.9%, 99.9% respectively.
All the Solensko’s algorithms are evaluated on data from the Physionet MIMIC and
MIMIC II databases [141], as well as one signal obtained from a clinical study.

Yousefi et al. have also used MIMIC and MIMIC II databases in order to extract
features from PPG signal. Among different statistical and chaotic features, they have
selected (using PCA) kurtosis, skewness, entropy, fuzzy entropy, power spectral entropy
and maximal Lyapunov exponent, in order to evaluate the performance of different clas-
sifiers (k-nearest neighbors (kNN), support vector machine (SVM) and neural network)
in recognizing PVCs from normal beats [142]. The best results has been obtained using
a kNN classifier with accuracy of 95%, specificity of 90.4% and 89.9% sensitivity.

In [143] the authors present a method for classifying PVC and VT from NSR and
supraventricular premature contraction recorded in patients subjected to ablation ther-
apy for arrhythmia. Different discriminative features have been extracted: they are
based on time-domain signal processing, Fourier Analysis and non-linear dynamics of
the HRV. The classification has been performed through a SVM and for all the cases,
classification accuracy above 90% has been obtained. However the results cannot be
generalized since in this work the arrhythmias were induced during electrophysiology

laboratory for arrhythmia ablation.
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Part 11

Materials and Methods
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The real-time implemented algorithm will be embedded into the Bio2Bit Move (a

STMicroelectronics prototype) for an arrhythmia telescreening application. However,

as a preliminary stage, it is necessary to design, test and optimize the algorithm using

off-line signals in a PC environment. The algorithm development was done by the

analysis of the off-line Bio2Bit Move signals, using the software Matlab®.

The algorithm structure is shown in Figure 3.3 and it is composed of six main blocks:

PPG Signals Preprocessing: the red and green PPG signals are imported and

processed in order to remove high-frequency noise and baseline wandering.

Features Extraction: features in both time and frequency domain, as well as

morphological parameters, are extracted to be analysed and used in further steps.

Motion Analysis: accelerometer signals are filtered and used to calculate move-
ment indices, which are employed to establish whether the PPG signal segment

under analysis is usable or not (because too noisy).

Heart Rate Estimation: through the extraction of the time position peaks
and frequency features calculated over a 10-seconds sliding window (with 50% of

overlap), it is possible to provide an estimation of the HR every 5 seconds.

Arrhythmia Detection: morphological features of the single pulse are used in
order to detect PVCs, but also other temporal, statistical and frequency features

are investigated. An alarm is setted in case of more than 7 PVCs per minute.

Reliability Level Computation: the HR estimation is always coupled with
a measure of reliability. This is based on the parameters evaluated from the
accelerometer signal or from the PPG signal itself and establish if the level of the

reliability is low, medium or high.
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J
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Figure 3.3: Algorithm’s Block Diagram
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Chapter 4

Data and Acquisition

4.1 Subjects and Databases

The algorithm was developed using off-line signals acquired by the Bio2Bit Mowve,
except for the PVC detection. For this part, in fact, since no patients with previously
diagnosed PVCs were available, 15 signals taken from the openly available MIMIC [144]
and MIMIC II/III Waveform Database [141,145,146] were used. MIMIC Databases
contains recordings of multiple physiological signals (almost always ECG and often
finger PPG in transmission mode, continuous ABP together with others) and time series
of vital signs (called "mumerics") collected from bedside patient monitors in adult and
neonatal intensive care units (ICUs). In order to implement the algorithm, only PPG
and ECG signals were downloaded. ECG signals, along with the respective annotation
signals (named "PVC Count"), that indicates how many PVCs occur in one minute,
were used as a reference. However, the annotations are not always reliable, so a double
visual check was made on the ECG signal. Signals sampling frequency is 125 Hz and

their duration is about 1 hour.

In order to gather off-line signals through the Bio2Bit Move, 8 volunteers were recruited.
In addition to the Bio2Bit Move, patients were asked to wear the BioToBit HI which
served as a reference for the HR Estimation. Recorded subjects were in healthy state,
their age ranged from 21 to 33 and as for the gender, 4 were male and 4 were female.
The acquisitions duration ranges from 10 to 20 minutes, but the record S#1, that was
used for building the algorithm, has a duration of 45 minutes. Acquisitions were done
in a daily-life environments: this meets the non-invasivity requirement for a screening
device used 24/7 in a non hospital contest and exploits the spreading of smart devices
able to embed such systems. Recorded reflectance PPG and accelerometer signals were
used in order to extract features, estimate the HR and calculate the reliability of the

measure.
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From now, for the sake of clarity, the signals acquired from the Bio2Bit Move will be
called S#N where N indicates the number corresponding to the subject, while the
signals downloaded from the MIMIC Database, will be indicated with D#N.

4.2 Acquisition System

The signal acquisition process was carried out by placing the Bio2Bit Move, inserted in
a suitable housing with an adaptable strap, on the left wrist of the volunteers (2 cm
from the ulnar styloid process). The subjects were also asked to wear the BioToBit
HI device, a 3-Lead ECG patch designed by STMicroelectronics, as a reference. The

positioning of the devices is shown in Figure 4.1.

Bio2Bit Move

Figure 4.1: Signals Acquisition System

Since the application Bio2Bit BLE (rev. 0.130) for the signal acquisition is capable of
handling only one device at a time, two computers were used in order to record PPG
and ECG at the same time. Both the PCs must support BLE.

In order to acquire the signals, after positioning and turning on the devices, the following

steps are necessary:

1. Start the Scan BLE Devices from the main application screen (Figure 4.2).

2. Select the device from the drop-down menu.
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3. Connect the device by clicking on "Connect and Sync the Device'".

4. Open the section "Configure Vitals" (Figure 4.2). For the Bio2Bit Move enable
Acceleration, Red LED A and Green LED A, selecting for all a sampling frequency
of 128 Hz. For the BioToBit HI enable only Multi Channel #3 ECG with a
sampling frequency of 128 Hz on the other computer. To exit and save, click on

"Configure Vitals" again.

u Bio2Bit BLE rev. 0.130 = a X

Scan BLE Devices [828Mv 00000001 (E03200000001)

| Battery Statistics

Connect and Sync Device

Automatic Data Download is DISABLED

Store Layout Reset Layout

| Generate EDF/XML Logs

Enable Baseline Wander Fix

Figure 4.2: Main Bio2Bit BLE Application screen

5. To standardize the off-line synchronization of the signals, start first the recording

with the HI device, clicking on "Start Monitoring’.
6. Start then the acquisition with the Bio2Bit Move clicking on "Start Streaming’.

7. To stop the recording, press first "Stop Streaming” for the Bio2Bit Move. In this

case, the recorded signals are stored directly in binary format, in the log folder.

8. Stop then the HI acquisition clicking on "Stop Monitoring”. In this case it
is necessary to download the binary files by clicking on "Trigger Latest Data

Download".

9. At the end, shut down the devices by means of the application.

After the acquisition, the signal binary files are parsed through a Matlab script and are
ready to be analysed through the software.
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Figure 4.3: Bio2Bit BLE Application - Vital Configuration section

4.2.1 Bio2Bit Move

In order to acquires the signals, the Bio2Bit Move (3.5 cm in diameter) is placed in
a custom-designed 3D-printed ABS (Acrylonitrile Butadiene Styrene) case, which is
1.5 cm thick and has an external diameter of 3.8 cm. As illustrated in Figure 4.4, it is
suitably drilled in correspondence of the LEDs, the photodiode, the on/off button, the
Debug/Extender Connector and the Micro-USB exit. This case can be placed in a more
flexible 3D-printed rubber-like photopolimeric support (4.5 cm of external diameter)
on which is possible to insert an elastic strap with velcro patches, so as to adjust the

positioning of the instrument on the wrist.

Figure 4.4: Bio2Bit Move and accessories for board housing and for its positioning on the
wrist
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Bio2Bit Move is a wearable electronic, battery operated device for the acquisition
and transmission of physiological parameters to external devices which can analyse or
forward the data to additional storage elements or systems. Applications for which
it was designed include: chronic disease monitoring, elderly people home monitoring,
event monitoring, measure of HR, RRV, SpO, and PTT, through PPG and/or ECG (1
lead) recording.

In Figure 4.5, it is possible to see that the board houses a certain number of sensors,
managed by a Microcontroller Unit (MCU) which belongs to the ultra-low power mi-
crocontrollers family (STM32L4+ Series) based on a 32 bit Arm Cortex® -M4 RISC
(Reduced Instruction Set Computer) core. The devices of the STM32 series are low-
power and low-voltage with dynamic voltage scaling (from 1.7 to 3.6 V). They includes
comparator, ADC/DAC (with 12-bit native resolution and built-in calibration and
typical Signal to Noise Ratio (SNR) about 71 dB) and hardware encryption. The CPU
working frequency is up to 120 MHz. The Cortex-M4 core features a single-precision
floating-point unit (FPU) and it also implements a full set of digital signal processing
instructions. The integrated memories are a 2 MB Flash memory and a 640 kB SRAM
(Static Random Access Memory). These devices embed an extensive range of enhanced
I/Os and peripherals connected to two APB (Advanced Peripheral Bus), two AHB
(Advanced High-performance Bus) and a 32-bit multi-AHB bus matrix.

MEMORIES

S
EXTERNAL SENSORS

CONNECTIONS
— Digital 3D Magnetometer
connected to LSM3DSD3
Connectors
NEC Antenna MEMS Digital Pressure
Connector

connected to LSM3DL
Debug /

Extender
Connector

Microcontroller
Unit
(STM32L4R)

3D Accelerometer and
3D Gyroscope
LSM6DSM

2 MULTILED and

INJEW
Connector
Micro USB
Connector

Battery
Connector

PADs for

battery

Photodiode driven by
ADPD105

2 PADs ECG electrodes
driven by AD8233

Power
Management BLE

and Charger (BlueNRG-2)

Lithium
Battery with
Gas Gauge

3 Microphones
(2 Body + 1 Ambient)

Button
Manager

Figure 4.5: Bio2Bit Move Hardware block diagram
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Among all the sensors embedded into the board, only the 3D digital Accelerometer
(present in the LSM6DSM system along with a 3D digital Gyroscope) and the PPG
sensor system were used in this work. Their position on the board, along with that one

of the main components, are highlighted in Figure 4.6.

Battery Charge
STC4054

Switch LED STG3692

Photodetector
BPW 34
PPG Analog

Front End
ADPD105

Gas Gauge
STC3115

MULTILED
LRTB GVTG

Debug/Extender

Flash 4G MT29F4G01
Connector

ECG Analog
Front End
AD8233

Micro USB
Connector

BTLE
BlueNRG-234
MCU
STM32L4R

Figure 4.6: Position of the sensors used and the main components on the Bio2Bit Move board

3D Accelerometer
and 3D Gyroscope
LSM6DSM

The main characteristics of the 3D Accelerometer are:

e Dimensions: 2.5x3x0.83 mm (they are referred to the entire LSM6DSM module);

Full Scale: £2/+4/48/4+16 g (£2 g was used);

Sensitivity: 0.061 mg/LSB (using £2 g as full scale);

Noise Density: 75 pg/v/ Hz (using £2 g as full scale);

Supply Voltage: 1.7 - 3.6 V;
e Bandwidth: 128 - 636 Hz

The PPG Sensor consists of 2 MultiLED (LRTB GVTG), a Silicon PIN Photodiode
(BPW3/) and a Photometric Front End (ADPD105).

Each MultiLED has a red, green and blue LED but the blue one is disabled on the
board. MultiLED and Photodiode BPW3/ main features are listed in Tables 4.1 and
4.2, respectively.

ADPD105 is an highly efficient front end, with an integrated 14-bit ADC: considering
a transimpedance amplifier feedback resistor of 25 k{2 and a photodiode capacitance
of 70 pF', the saturation SNR per pulse per channel is 78.3 dB. It also has a 20-bit

burst accumulator that stimulate a LED and measures the corresponding optical return
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signal. The data output and functional configuration occur over a 1.8 V I*C' interface.
The analog device operates in two independents time slots (Time Slot A and Time Slot
B), which are carried out sequentially for every sampling period, as illustrated in Figure
4.7. The entire signal path from LED stimulation to data capture and processing is
executed during each time slot in a separate datapath that uses independent settings.

Each Time Slot (4 and tg) can be calculated as:

ts = Slotorrser +ng X Slotpgriop (4.1)

where ng is the number of pulses for Time Slot (Register 0x31, Bits [15:8]), Slotorrser
is the delay from power-up to LED rising edge and Slotpggrrop is the time between

LED pulses in the Time Slot. The minimum Slotpgr;op can be obtained from:
Slotpgrrop, minimum = 2 X 4 us + 11 (4.2)

where 4us is the Slot Analog Front End Width. Slotpgrrop can range between 19 -
63us whereas Slotoppser varies between 23 - 63us. After each Time Slot there are
also two fixed times (¢; = 68us after t4 and to = 20us after tp) that depend on the
computation time for each slot. The sleep time between sample periods is minimum
222 ps.

ACTIVE ACTIVE

.,

- t, t tgp—{ t; =

na PULSES ng PULSES

TIME SLOTA TIME SLOT B
s ampLe

Figure 4.7: Time Slot Timing Diagram.

In order to perform streaming of signal acquisition or data download, a Bluetooth low
energy single mode system-on-chip (Blue N RG-2) is integrated in the board, along with
an antenna and a Balun chips. Bluetooth Low Energy protocols, only transmits small
packets as compared to Bluetooth Classic. BlueN RG-2 improves the Blue N RG sleep
mode current consumption (down to 1 pA) allowing a further increase in the battery
lifetime of the applications. The Blue N RG-2 includes 256 kB of programming Flash
memory, 24 kB of static RAM memory with retention (two 12 kB banks) and SPI, UART,
I?C standard communication interface peripherals. It also features multifunction timers,
watchdog, real-time clock and Direct Memory Access controller. An ADC (10-bit) is
available to interface with analog sensors, and to read the measurement of the integrated

battery voltage sensor (the operating supply voltage ranges from 1.7 to 3.6 V).
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MultiLED LRBT GVTG

Red Green Blue

Surgent Current (mA) 100 300 300
Reverse Voltage (V) 12 5 5
Wavelength at peak emission (nm) 632 523 465
Dominant wavelength (nm) 619-631 519-546 459-476
Spectral Bandwidth at 50% I,e;maz (nm) 18 33 25
Viewing Angle at 50% I (°) 120 120 120
Forward Voltage (V) 1.8-24 29-3.7 2937
Reverse Current (uA) 0.02-10  0.01-10 0.01-10

Table 4.1: Main MultiLED LRTB GVTG Characteristics for a Forward Current of 20 mA

Photodiode BPW34

Reverse Voltage (V) 32
Total Power Dissipation (mW) 150
Spectral Sensitivity (nA/lz) 80
Wavelength of max Sensitivity (nm) 850

Spectral range of Sensitivity S= 10% of Sy4. (nm) 400 ... 1100

Dimensions of Radiant Sensitive Area (mm?) 2.65x2.65
Noise equivalent power (W /v/Hz) 4.1 x 1071
Rise and fall time of the photocurrent (ns) 20
Forward Voltage (V) 1.3
Capacitance (pF) 72

Table 4.2: Main Photodiode BPW34 Characteristics
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4.2.2 BioToBit HI

The BioToBit HI device is a wearable electronic, coin battery operated device that is
worn on the chest with standard patches. It allows to acquire and transmit physiological
parameters to external devices which can analyze or forward the data to additional

storage elements or system. Its applications include:
e Chronic cardiac disease monitoring
e Elderly people home monitoring
e Event monitoring
e (Cardiac rhythm disturbances detection

Thanks to BLE 4.1, HI is characterized by a low power consumption during data
transfer and sleep mode. Moreover, it allows to transfer the acquired signals to an
external device in real-time (streaming mode) or simply download the data previously
recorded (monitoring mode) and stored in the internal Flash Memory. The board is
able to register 3-leads ECG and 3-axis accelerometer and to process the HR, HRV, RR
intervals, Activity Level and Body Posture. In Figure 4.8 channels and signal polarity

setting are shown. In this work only the Channel II of the ECG was used as a reference.

Convention

1 = Snap under Button
2 = Snap under Battery
3 = Cable Snap

Polarity

Chl = 1-2 (1 Negative 2 Positive)
Chll = 1-3 (1 Negative 3 Positive)
Ch Il = 2-3 (2 Positive 3 Negative)

Figure 4.8: HI Hardware Signal Polarity
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Chapter 5

Implemented Algorithm

5.1 PPG Signals Pre-Processing

The pre-processing phase was implemented using a real-time setting and all the steps
performed for the PPG green signal were also implemented for the PPG red one. Block
diagram of the pre-processing phase is shown in Figure 5.1. In Figure 5.2, signals

obtained at each step are illustrated.

Preprocessing PPG signals

| Inversion of PPG signals l

f

RawG
Rawr

| Filter Raw_G and Raw_R with FIRL |

FIR1G
FIR1R

| Filter Flc and Flrwith MAL |

M1le
M1R

I Filter RawG and Rawr with FIR2 I

F26
F2R

| Filter F26 and F2r with MA2 |

DCe
DCR

ACG = M16 - DCe
ACR=MI1R - DCRrR

ACec
ACR

Figure 5.1: Pre-Processing Block Diagram
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PPG signals were initially inverted: in this way their amplitude varies in a proportional
relation with blood volume. Usually PPG signals are filtered with high-order passband
filter in the range of [0.5 - 5] Hz. IIR (Infinite Impulsive Response) filters have non-linear
phase so FIR (Finite Impulsive Response) filters were employed but since after a simple
bandpass filter, the PPG signal was still corrupted by noises, a different approach was
used. The inverted raw PPG green and red signals (called respectively Rawg and
Rawg), were filtered through a Low-Pass Finite Impulse Response (FIR) 100-order
filter, with a cut-off frequency of 6 Hz (called F'IR1). In order to smooth the signal,
the filtered data (F'lg and Flg, respectively) were processed with a moving average
filter using a sliding window 21 samples long, named M A1l. The output signals are
called M1 and M1pg.

Rawg and Rawg were also filtered with FIR2, a different Low-Pass FIR 100 order
filter with a cut-off frequency of 0.001 Hz, in order to isolate the DC component of the
raw signals. Since the output waveforms (F'2¢ and F2g) still contained the pulsatile
component, a moving average filter, with a sliding window 101 samples long, was used
(named M A2). The obtained DC¢ and DCpr components are respectively subtracted
from M1s and M1pg signal, in order to remove the baseline wandering from them.
The obtained signals ACs and ACE, are the pulsatile components, which were used in
further steps in order to estimate the HR. FIR filters (FIR1 and F'IR2) were designed
in MATLAB and are represented in module and phase in Figure 5.4.

9500 Filtering of Raw Green PPG signal with FIR1

1
7
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8 YA N n

= M SN e [ W W A N ) m Raw
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Filtering of Raw Green PPG signal with FIR2
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Figure 5.2: Signals obtained at each pre-processing phase
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In Figure 5.3 the signal spectral estimation along with the SNR, before and after
pre-processing is reported. The SNR in dB is calculated as the ratio between the power
in the signal AC frequency band [0.5-5] Hz and the power of the noises frequency band

(that also includes the DC component frequencies):

5Hz
>, PSD(f)

f=05Hz
SNR = =, 64H = (5.1)
> PSD(f)+ X PSD(f)
f=0Hz f=5Hz

PSD was estimated through a Periodogram using an apparent resolution of 125 mHz.

PPG Green Raw Signal (RawG) PPG Red Raw Signal (RawR)

8000
SNR= - 1.42 dB 7000 SNR=-2.34 dB
6000 i\‘
—~ _ soool] \‘
o & 4000 I \
@ @ ‘ \
& & 3000 i
2000 ¢ \
1000 | \
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Frequency(Hz) Frequency(Hz)

AC Green Signal (ACG)
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o

Figure 5.3: Spectral Estimation of the PPG signals, before and after the pre-processing phase.
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Figure 5.4: Low-Pass FIR Filter Design

69



5.2 Feature Extraction

The Feature Extraction can be divided in a "Morphological Feature Extraction", per-
formed on the single pulses and in a "Segment Feature Extraction', executed over a 10

seconds time segment with a 50% of overlap.

5.2.1 Morphological Feature Extraction

In order to perform the Morphological Feature Extraction, it was necessary at first to
detect peaks and valleys from the preprocessed ACq signal. The selection of morpho-
logical parameters and their extraction process will be described later.

All the algorithm steps performed in Figure 5.5 were also executed on the preprocessed
ACg signal but for illustrative purposes, only operations on the ACs signal are repre-
sented.

When five samples of the pre-processed signal are acquired, the derivative of the ACq
signal (d@) is computed. The sign of the derived sample dG(i) is analysed and, if
there is a positive zero-crossing (the sign goes from minus to plus), the i-th index is
stored as the hypothetical position of a valley (CROSSv(c) = i). If instead, there is a
negative zero-crossing (the sign goes from plus to minus) the i-th index is stored as the
hypothetical position of a peak (CROSSp(c) =1i). When no zero-crossing occurs, the
algorithm continues to derive and to analyse the sign.

When at least two peaks and two valleys are found, controls are made to determine if
the identified points are really peaks and valleys:

e The first threshold is the minimum distance between two peaks: in literature
values over 180 bpm are often chosen and, since our final purpose is to find
arrhythmias, we selected Threshold1=200 bpm, corresponding to 300 ms. If the
distance is greater than the threshold, the algorithm continues with Threshold?2.
If it is less than 200 bpm, the peaks are too close and one of the two peaks is not
a real peak. The algorithm therefore calculates the amplitude of the peak in the
AC( signal and chooses the peak with the higher amplitude as the real one. The
real valley is that one that precedes the real peak. Morphological features related
to the real pulse are calculated and the search of a new peak and a new valley,

proceeds.

e Threshold? is the minimum distance between a valley and a peak and was setted
equal to 10 samples (corresponding to about 80 ms). If the condition of minimum
is not satisfied, the peak and the valley are eliminated because they are too close
to each other and so they are identifiable as noise. Otherwise, the algorithm

proceeds with the calculation of the features.
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e Among the morphological parameters extracted, an approximated Pulse_ Area is
present. To determine further if the candidate peak and valley are real, two tests
using the Pulse Area are made. The first check is aimed at excluding big areas (re-
lated to the movement) from the next test: if the actual Pulse_Area(c) is twice the
area of the previous pulse (Pulse_Area(c-1)) then Pulse_Area(c)=Pulse_ Area(c-
1).

e The successive test establishes that if the Pulse Area(c) is less than 40% of the
Pulse__Area(c-1), the current peak and valley, along with their related features,
are removed and the algorithm proceeds with the search for a new peak and valley
pair. If instead, the condition is not satisfied, the current peak, valley and their
relative morphological features are confirmed, before going forward with a new

search.

The result of peak and valley detection algorithm is shown in Figure 5.6. Features
extracted from the pulse morphology are described below and are illustrated in Figure
5.7. Some of the waveform’s characteristic points have already been defined in Section
2.2.3.

e Systolic Phase Duration

SPD(c—1)=x2P(c—1) —2V(c—1) (5.2)

Diastolic Phase Duration

DPD(c—1)=2V(c) —xzP(c—1) (5.3)

Pulse Wave Duration

PWD(c—1)=2V(c)—2V(c—1) (5.4)

Distance between c-th valley and (c-2)th valley

Dist2Val(c — 1) = zV (c) — 2V (c — 2) (5.5)

Pulse Wave Amplitude of the Rising front

PWAR(c—1)=yP(c—1)—yV(c—1) (5.6)
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Pulse Wave Amplitude of the Falling front

PWAF(c—1)=yP(c—1)—yV(c)
Pulse Wave Amplitude

PWAR(c—1)+ PWAF(c—1)

Pulse_ Amp(c —1) = 5

Peak-to-Peak Interval

(xP(c) —zP(c—1))-1000

PPI(c—1) = 7

Systolic Approximated Area

(SPD(c—1))- (PWAR(c—1))

Al(c—1) =
Diastolic Approximated Area

(DPD(c — 1)) - (PWAF(c — 1))

A2(c—1) = 5

Pulse Approximated Area

Pulse_Area(c —1) = Al + A2

Rising front’s Angle

PWAR(c—1)\ 180
SP(c—1) ) .

al = arctan (

Falling front’s Angle

PWAF(c — 1)) 180

a2 = arctan( DP( 1)
c —

Instantaneous HR

(5.7)

(5.8)

(5.9)

(5.10)

(5.11)

(5.12)

(5.13)

(5.14)

From PPI(c— 1), expressed in ms (Expression 5.9), it is also possible to deduce

the instantaneous HR expressed in bpm:

60 - 1000

IHR(c—1) = PPIe—T)
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Morphological fee

Features Extraction

Derivative of ACG,
i=1

sign(dG(i)) > sign(dG(i-1))
sign(dG(i)) < sign(dG(i-1)) CROSSv(c) =i
Yes No Is the position of the
. hypothetical valley
i=i+l
CROSSp(c) = i
Is the position of the )
hypothetical peak

IF
The distance between two
hypothetical peaks is greater than
Threshold1

Find the amplitude
of AC_G
at position i

\A

- The distance between the valley
Peak with greater .
Features R R and the peak is greater than
Extraction amplitude and its Threshold2
c=c-1 [&— < relativevalleyis
from the
real pulse chosen and the
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Features Extraction from the
L Hypothetical peak hypothetical pulse
O and valley are
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IF
Pulse_Area(c) < 2*Pulse_Area(c-1
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IF
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Hypothetical peak
and valley are
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amplitudes, along with computed pulse’s
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Figure 5.5: Morphological Feature Extraction’s Block Diagram
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Peaks and Valley detection on filtered AC red signal ACR
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Figure 5.6: Peak and valley detection. The detection of the peaks in the ECG reference
signal has been performed through the peakdetection function of MATLAB
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Figure 5.7: Morphological Feature Extracted from the pulse
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5.2.2 Segment Feature Extraction

Statistical, temporal and frequency features were also calculated in order to study how
the signal varies during motion and arrhythmia events. The features were extracted
using a 10-seconds time sliding window with a 50% overlap, which gives a value each 5
seconds. With the letter y we intend the filtered PPG signals (ACs and ACR), whereas
with z, we mean the raw PPG signals (Rawg and Rawg). Unless otherwise specified,

the features were calculated for both the red and green PPG signals.

e Zero Crossing Rate: it is the rate of sign-changes from positive to negative or
back and it is defined as:

% ) <0} (5.16)

where N is the number of samples contained in the 10 seconds segment. The j
index indicate that the value refers to the j-th segment. The indicator function

1{A}, is 1 if the argument A is true and 0 otherwise.

e Perfusion: it is the gold standard for assessing PPG signal quality [147]. The
perfusion index is the ratio of the pulsatile blood flow to the static blood in

peripheral tissue and it is defined as:

PET'( ) Ymaz — Ymin . 100 (517)

||

where {z} is the mean of the raw PPG signal over the j-th segment and ., and

Ymin are its maximum and its minimum respectively.

e Skewness: it is a statistic measure and indicates the asymmetry of the data
around the sample mean. It may be positive or negative depending on whether
the asymmetry is shifted to the right or to the left. It is defined as:

/\

leg{ f’ (5.18)

where [ and o are the empirical estimate of the mean and standard deviation
of = respectively. For our purpose, the absolute value of the skewness will be

considered.

e Kurtosis: this statistic quantity indicates whether the distribution of sample
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values is flattened or sharpened and it is defined as:

/\

Kur(y ]172[ }4 (5.19)

e Green DC/AC Amplitude Ratio: it is the ratio between the DC and the AC

component of the PPG green signal and it is calculated as:

¥ ., ()

PWARg( ) + PWAFG(C)}
2

GAR(j) = (5.20)

C
a5l
where C is the total number of the peak detected in the j-th segment.

e Red DC/AC Amplitude Ratio: it is the ratio between the DC and the AC

component of the PPG red signal and it is calculated as:

. ¥ X, D00
RARG) = TG PWAR n(c) ¥ PWAFR(C) (5.21)
7;:1{ 9 }

e Green/Red Amplitude Ratio: it is the ratio between the two aforementioned

parameters:

GAR(j)

GRAR() = 7 ipes

(5.22)
The following frequency domain features were calculated using the PPG signal PSD,
which was estimated through the pwelch Matlab function over a the 10 seconds sliding
segment. For the estimation it was set a simple periodogram (rectangular window 10-
seconds long with no overlap). The Number of the points of the Fast Fourier Transform
(NFFT) employed to calculate the PSD was imposed equal to 1024, in order to have an

apparent resolution of 125 mHz.

e Spectral Entropy: it is an adaption of the Shannon Entropy definiton and
indicates the deviation of the probability density function of the signal from
a uniform distribution and therefore, it provides a measure of the uncertainty

present in the signal [148]. The following definition was used:

L .
EMﬁ—;[Mﬂlg%Mﬁﬂ (5.23)
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PSD(f)

where pu(f) = ————"— 5.24
Paz(f) §PSDU) (5.24)
Spectral Entropy was calculated for both raw and filtered signals:
— Raw Signal’s Entropy:
EnRaw(j> - ‘EnRawG - EnRawR|; (525)

where Eng..c is the spectral entropy calculated for the Rawg signal and

Eng.wr is the spectral entropy calculated for the Rawpg signal.

— AC Signal’s Entropy:

Enac(j) = |Enace — Enacrl; (5.26)

where Enacq is the spectral entropy calculated for the ACq signal and

Enacr is the spectral entropy calculated for the ACR signal.

¢ Relative Power: since most of the energy of the systolic and diastolic waves is
concentrated within the [1-2.25] Hz frequency band [147], the relative power is
calculated as the ratio of the PSD in this band, over to the PSD in the overall

signal [0-8] Hz:
2.25H

3. PSD(f)
RP()) = Sz

> PSD(f)

f=0Hz

(5.27)

e Green DC/AC Power Ratio: it is the ratio between the total power in the DC
component band [0-0.5] Hz, extracted from the DCy¢ signal and the total power in
the AC component band [0.5-4] Hz, extracted from the AC green filtered signal:

0.5H=

> PSDpc(f)
GPR(j) = 122 (5.28)

4Hz

>, PSDac(f)

f=0.5Hz

where PSDpc is the PSD of the DCg signal and PSD 4¢ is the PSD of the ACq

signal.

e Red DC/AC Power Ratio: it is the ratio between the total power in DC
component band [0-0.5]Hz, extracted from the DCy signal and the total power in
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the AC component band [0.5-4]|Hz, extracted from the ACE red filtered signal:

0.5Hz

>, PSDpc(f)
RPR(j) = 12 (5.29)

4Hz

> PSDac(f)

f=0.5Hz

where PSDpc(f) is the PSD of the DCp signal and PSDac(f) is the PSD of
the ACR signal.

e Green/Red Power Ratio: it is the ratio between the two aforementioned
parameters:
_ GPR(j)

GRPR() = pppcs (5.30)

5.3 Motion Analysis

The accelerometer signals were filtered with the above mentioned F'IR1 filter, which
had also been used to remove high frequency components from the PPG signals. After
filtering the accelerometric signals were processed, in order to obtain three different
movement indices. These were calculated on 10 a seconds sliding segment with a
50% overlap. These indicators were also clipped and normalized considering the 99-th
percentile of the movement distribution of all patients. How the indices were calculated
is explained below, and in Figure 5.8, it is possible to see how they vary respect to the

accelerometric signal amplitude and to the PPG signal.

e Movement Intensity

(acc(i)am - max)ﬂ (531)

where j is the segment number, az is the accelerometer axis, l,.. is the samples
contained in the 10-seconds segment and m,, is the mean acceleration over the

sequence on that axis [149].

e Mean of the Acceleration Index: (Meana..(j)) is the average value of the
accelerometer’s magnitude ACC [135] within each 10-seconds window; ACC is

computed as:

ACC = \/axf +azx,? + ax.? (5.32)

e Standard Deviation of the Acceleration Index: (Deva..(j)) is the standard

deviation of ACC within each 10-seconds window.
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Figure 5.8: Movement Indices trend respect to ACC and AC green signal

Since M I and Devscc indices consistently follow the intensity of the noise detected by

the accelerometer, they are used to determine whether the segment is to be discarded

or whether it can be used for HR estimation. When one of the two indices exceeds

the value of 70 (indices were normalized between 0 and 100, considering the maximum

value equal to the 99-th percentile of the movement indices distribution of all patients),

the segment under analysis is considered too noisy to be used. An example of motion

analysis result is shown in Figure 5.9 and the movement decision block diagram is

illustrated in Figure 5.10.
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Figure 5.9: Motion analysis process over the signal S#1. Segment considered too noisy to be

used are marked with a red asterisk.
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Figure 5.10: Motion analysis phase block diagram

5.4 HR Estimation

Before the final estimation, HR is calculated in two different ways:

e H Ry is calculated in the time-domain for each segment j, averaging the vector
(I HRyps) of the instantaneous HR (Equation 5.15) found in 10 seconds;

e H Ry is calculated in the frequency-domain, performing the PSD of the AC over
each j-th segment and extrapolating the frequency fmax ac corresponding to the

max PSD. To have H Rr expressed in bpm, fmaxsc must be multiplied by 60.

Both the estimations are done over a 10 seconds segment, which slide on the signal
with a 50% of overlap, giving an HR output each 5 seconds. A decision making process,
illustrated in Figure 5.11, was elaborated in order to choose the best HR estimation.
The frequency fmaxpga,, corresponding to max PSD of the Rawg signal in the [0-5]
Hz band, is multiplied by 60 and is used for the final HR choice. When the absolute
difference between H R and fmax gy, is smaller than that between H Rp and fmaxgaw,
the final HR (HRprnvar) is equal to H Ry, otherwise another verification occurs: if the
H Ry differs more than 15 bpm from the H Rp;nar, of the previous segment, H Rprnar
is equal to H Rp, otherwise it is left equal to H Ryp.
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HR Estimation

Vector of IHR found in the j-th segment
PSD of the j-th segment of the ACG signal ( PSDACG)
v

HRT (j ) = mean ( IHR10s)
HRF () =f (max ( PSDACG) ) - 60

v

Calculation of
fmaxRaw (j) - 60

|HRT () - fmaxRaw (j)|
<
|HRF (j) - fmaxRaw( )|

HRFINAL (j) = HRF (j)

HRFINAL (j) =HRT(j) |

|HRFINAL (j ) = HRFINAL (j-1) | > 15

HRFINAL (j) = HRT () | HRFINAL(j) =HRF (j)

Figure 5.11: HR estimation block diagram

5.5 Arrhythmia Detection

ECG and PPG signals downloaded from the database have a sampling frequency of 125
Hz and are represented in Figure 5.12 along with the "PVC Count" annotations that
reports the number of PVC in one minute.

PPG signals are filtered using an High Pass FIR with cut-off frequency of 0.5 Hz (order
2000) and a Low Pass FIR in cascade with cut-off frequency of 5 Hz (order 400). The
filtering introduce an SNR enhancement of about 12 dB. Here the pre-processing phase
is not performed using a real-time setting as done in Section 5.1 because the signals
of the database are only employed for the preliminary creation of the Arrhythmia
Detection algorithm and not for a real-time implementation.

Based on the finding of the Peak Detection algorithm (an example is reported in
Figure 5.12), it is possible to divide the PVCs into two types:

e P;: the PVC peak is too low to be detected from the peak detection algorithm.

e P: the PVC or one of the its successive low-amplitude peak is detected.

Feature Extraction is performed with the algorithm explained in Section 5.2. However,

for the Segment Feature Extraction only PPG acquired from the finger in transmittance
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Figure 5.12: ECG and filtered PPG signal with correspondent PVC Count annotation (re-
ported as a text for illustrative scope). Detected peaks and valleys are marked
and the PVC’s typology is indicated below the corresponding pulse.

mode (the wavelength employed is not specified in the database description) was
considered, since acceleration and PPG signals acquired from the wrist in reflectance
mode, were not available on Physionet Databases.

Among all the Morphological and Segment Features extracted, the pulse wave duration
PW D was chosen in order to detect the P, beat and the rising front’s angle a1 for the
P, one. The Arrhythmia Detection block diagram is represented in Figure 5.13. A beat
is recognised as a P; when examining three consecutive PWDs, the central one differs
from the lateral ones by at least 200 ms. On the other hand, there is an ectopic P, beat
when examining three consecutive aq, the central one is at least 10 degrees away from

the previous one and the next one is greater than the previous one.

5.6 Reliability Level Computation

In Section 5.3 it was illustrated how the motion analysis process works in order to
discard too noisy segments. However, lower movements detected by the accelerometer
should also be considered since they affect the signal PPG quality and therefore, the
HR estimation. Furthermore, there are situations in which the accelerometer magnitude
indicates that no movement occurs, but PPG signal quality is very low. This could
happen for example in case of finger tapping or loss of adherence of the device from the
wrist. In these conditions it is advisable to have a reliability index calculated directly on
the signal. In order to match these two needs, the segment features calculated in Section
5.2.2 were analysed with respect to the quality of the PPG AC{ signal (Figure 5.14)

and three level of reliability based on Perg and Devacc were set. Reliability Levels
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are:

e High Reliability: when Perg is less or equal than 4, we expect the maximum
difference (in absolute value) between the estimated BPM and the real one, to be
less than 4 BPM

e Medium Reliability: when Perg is between 4 and 10 or when Devace is
greater than 10, we expect the maximum difference (in absolute value) between
the estimated BPM and the real one, to be greater than 6 BPM but less than 10
BPM;

?

e Low Reliability: when Perg is larger than or equal to 10, we expect the
maximum difference (in absolute value) between the estimated BPM and the real

one, to be greater or equal than 10 BPM;

Since the final purpose is to use the Bio2Bit Mowve also for the arrhythmia detection,
reliability index regarding the quality of the signals taken from the database, was not
computed. The database also lacks the accelerometer signals, and the PPG signal was
taken in transmission mode from the patient’s finger, while our aim is to evaluate the

quality of the green PPG in reflective mode, taken from the wrist.

c=4

Y
'

ai(c), a1(c-1), a1 (c-2), aa(c-3),
PWD(c-1), PWD(c-2), PWD(c-3)

¥

c=ct1 VES ai(c-3)-a1(c-2)>10 NO

and
a1(c-1) > a1(c-3) \

The (c-3)-th pulse is
considered a PVC:

] v
w=w+1;
P2 (w)=c-3
NO PWD (c-2) —PWD (c-3) > 0.2 YES

and
PWD (c-2) - PWD (c-1) > 0.2 \

The (c-2)-th pulse is considered a PVC:
g=9+1;
P1(qg)=c-2

YES

P1(q) is also a P2 beat? ——\L

P1(q) is deleted
a=9-1

NO

Figure 5.13: Arrhythmia Detection block diagram
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Summarizing, after a pre-processing phase necessary to extrapolate the AC component
of the signal, the algorithm identifies the points too affected by noise and excludes
them. In time segments that can be used for further analysis, peaks and valleys are
detected, and a series of morphological characteristics on the signal can be calculated.
Using a 10-seconds time window that runs over the signal with a 50% of overlap, two
HR measurements (one in the time domain and one in the frequency domain) are
extrapolated and compared. A final HR estimation is then produced, and on the basis
of two indices (one extrapolated from the accelerometer signal and one obtained from
the PPG signal itself), a level of reliability is attributed to the HR estimation. The
algorithm then continues with the detection of PVCs; this part has been implemented
and tested on the MIMIC Database. All the algorithm steps are characterized by
the calculation of certain indices and thresholds that govern different decision-making
processes. The employed parameters, along with the threshold applied to them, are

summarized in Table 5.1.
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Equation /

Parameter X Normalization Threshold Notes
Algorithm
PPI > 300ms
PP Interval Eq. [5.9] - Minimum distance between
two peaks PPl and SPD thresholds were
established according to
Systolic Phase Eq. (5.2 Mini SZI.): 80m§ ; physiological time of the PP
Duration g. [5.2] - inimum distance between a and SP interval.
valley and a peak PA thresholds were set
Pulse PA (c) < 2* PA (c-1) experimentally.
Approximated Eq. [5.12] - PA (c) > 0.4 * PA (c-1)
Area Area limit for PPG pulse
Movement
Iniarsiy Eq. [5.31] 1.0566e+06 MI< 70 Motion Indices are normalized
in relation to the 99-th
percentile of the corresponding
Standard index calculated over all the
Deviation of Eq. [5.32] 400 Devacc< 70 subjects. Thresholds were set
ACC experimentally.
When motion occurs, the HR
HRFiNAL (c) — HRFINAL (c-1) > 15 estimation in frequency tends
HREINAL Fig. [5.11] } BPM to be much higher than the
T Difference between two previous one so, when this
consecutive HR values occurs, the HR estimated in
time domain is chosen.
Pulse Wave PWD(c-1) — PWD (c) > 0.2
Duration = [54] . PWD(c-1) - PWD(c-2) > 0.2
’ Thresholds were set
Rising Front’s Eq. [5.13] i ay(c-2) - ay(c-1) > 10 experimentally.
Angle e ay(c)> ay(c-2)
Standard
Deviation of (B2 400 Devacc> 10 (MRL) Thresho.IdS were set
ACC experimentally.
Perfusion of Sl Thresholds were set
PPG green Eq. [5.17] - 4 < Perc <10 (MRL) experimentall
signal Perc > 10 (LRL) 2 L%

Table 5.1: Parameters and Threshold employed in the different algorithm step.
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Chapter 6

HR Estimation and Reliability

Level Classification

6.1 Performance Metrics

The ground-truth HR was calculated using the ECG Channel III signal (sampled at
128 Hz) acquired by the BioToBit HI device by using the "findpeak" Matlab function
and then visually checking that all the R-peaks were identified, in order to avoid any
possible detection errors. Instantaneous HR was calculated using the Equation 5.15
replacing PPI with the RR interval. As it was done for the PPG signal, the IHR values
are then averaged using a 10 seconds window that slides on the signal with a 50% of
overlap. In this way, an HR value each 5 seconds is given as output. To evaluate the HR
Estimation’s algorithm performance, the measurement indeces used in [92-94,150, 151]

were used. These are:

e Average Absolute Error in BPM:

1 & ‘ .
AAE = 5 Z |BPM,s(j) — BPMye(j)| (6.1)
=1
where BP M,,,. is the HR measured in the j-th ECG time window, BP M,
denotes the estimated HR (HRpyyar) in the j-th PPG time window, and S is

the total number of time segments.

e Relative Percentage Error:

1 5 |BPMest(j) B BPMtrue(j”

RPE=+¢ 2 BP M, .

J=1
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e Scatter plot and Pearson coefficient: scatter plot shows the strength, di-
rection and form of the relationship between two quantitative variables [152].
The values of one variable appear on the horizontal axis, and the values of the
other variable appear on the vertical axis. If the relationship between the two
variables is linear, it is possible to calculate the Pearson coefficient that measures

the strength of the relationship. Pearson coefficient is computed as:

Cov(BPM_,s;, BP M)
r =

O-BPMest ’ O-BPMt'rue

(6.3)

where Cov is the covariance between BPM,.,. and BPM,.y and ogpy,., and

OBPM,,.. are the standard deviations of the two variables.

e Bland-Altman plot: it is a dispersion diagram that examines the agreement
between the results of an approach and ground-truth. The difference between
the two measurements is shown on the y-axis and the arithmetic mean of the
two measurements on the x-axis [153]. The Limit of Agreement (LOA) used
was 4 + 1.960, where u is the average difference between each estimate and the

associated ground-truth against their average, and o is its standard deviation.

Both the Scatter and the Bland-Altman plot were created in Microsoft® Office Excel.
Shapiro-Wilk and QQ Plot tests, to check the normality assumption, were performed.

The performances of the Reliability levels classification were calculated for each subject
by checking that Low Reliability Level (LLR) corresponds to error greater or equal
to 10 BPM, Medium Reliability Level (MRL) to error between 4 and 10 BPM and
High Reliability Level (HRL) to error smaller or equal than 4 BPM. The following

parameters were calculated for each subject:

e Class Percentage over the total (%): it is the number of the segments in the

LRL class over the total segments present in the signal.

e Correct Level of Reliability (%): it is the segments’ number of the class
under consideration that actually belong to that class, over the segments’ total

number in the class.

e AAE in the Class (BPM): it is the AAE (Equation 6.1) of the segments in

the class.

In addition, to better analyse global misclassification errors, confusion matrix all over
the 8 datasets was calculated, along with its associated parameters. In Table 6.1 is
represented how the parameters were extrapolated from the matrix. The performance

parameters considered are:
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Positive Predictive Value (or Precision):

TP
PPV = — 6.4
(%) TP+ FP (6.4)
where TP are True Positive values (the observation is positive and is predicted to
be positive) and FP are False Positive values (the observation is negative but is

predictive is positive).
Negative Predictive Value:

TN

where TN are True Negative values (the observation is negative and is predicted
to be negative) and FN are False negative values (the observation is positive, but

is predicted negative).
Sensitivity (or Recall):

TP

Sensitivity (%) = TPLTN (6.6)
Specificity (or Selectivity):
. TN
SpBCZfZCZty (%) = m (67)
Overall Accuracy:
TP+ TN
A = .
ceuracy (X) = T b TN+ FP+ FN (6:8)
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Actual Cl
Total Segment ctual Class False | PPV o
N Positive | (%) specificity (%)
HRL MRL LRL
A E+F+H+1
HRL A B c B+C A+B+C [B+C+E+F+H+I
Predicted E A+C+G+1
Class MRL D E F D+F D+E+F |[A+C+G+I+D+F
I A+B+D+E
LRL G H | G+H G+H+I [A+B+D+E+G+H
False Negative D+G B+H C+F
Overall Accuracy (%)
E+F+H+I A+C+G+I A+B+D+E
NPV(%) E+F+H+1+D+G |A+C+G+I1+B+H |A+B+D+E+C+F A+E+I
N
ars o A
Sensitivity (%) ATDTC FrETE G

Table 6.1: 3x3 Confusion Matrix for classification problem

6.2 Performance Assessment

How SNR was calculated was explained in Section 5.1. Table 6.2 shows SNR value for
each subject, before and after the pre-processing phase for both the red and green PPG
signals. On average, the pre-processing phase introduces an enhancement of 24.02 dB
for the PPG green signals and 17.87 dB for the red ones.

Average
S#1 S#2 S#3 S#4 S#5 S#6 S#7 S#8 Enhancement
(dB)
SNR raw,6 (dB) -1.42 -18.71 2.66 6.81 -10.03 -11.02 -7,55 -1.22
24.02
SNRg (dB) 17.47 10.67 22.06 33.53 18.7 11.20 14.03 23.92
SNR Rawr (dB) -2,34 -13.84  -9.58 -5.26 -4.36 -2.99 -0.1 -0.34
17.87

SNRr (dB) 13.33 12.58 8.00 15.85 13.05 1196 12.77 16.57

Table 6.2: SNR before and after the preprocessing phase for both the red and green PPG
signals.

In Figure 6.1 Motion Analysis and the HR algorithm results for Subject 1 are shown.
It can be observed that the HR claculated on the PPG signal produced estimations
close to the ground-truth. It is possible to see that too noisy segments often correspond

to a large error in establish the HR value. However, the HR estimation algorithm is
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sometimes able to well estimate the cardiac frequency also under motion. Table 6.3 lists
the AAE and PRE calculated over the all 8 datasets, without performing the Motion
Analysis step. Averaged across the 8 Subjects, the absolute estimation error was 2.50 +
0.51 BPM (mean + standard deviation), and the relative percentage error was 3.68 +
0.84. Table 6.4 instead, lists the AAE and PRE after the Motion Analysis step. The
automatic segments rejection operation was not so selective in fact only the 4.59% of the
total segments were discarded. In this case, the average AAE and PRE across all the
Subjects was 2.25 + 0.68 BPM and 3.36 + 1.06, respectively. The Scatter Plot between
the ground-truth HR values and the estimated ones over the 8 trials is represented in
Figure 6.2. It shows a strong relationship between the two variables, except for some
outliers in the upper part of the plot. The Pearson correlation coefficient was 0.909
and the probability value p is less than 0.05 (« level), which indicates that the results
are significant. Bland-Altman plot was used to analyse the agreement between the
estimations and the ground-truth. As shown in Figure 6.3, 95% of the differences were
located in the Limit Of Agreement [-11.76, 5.90] BPM. The mean of the difference
(-2.93 BPM) indicates that the algorithm tends to over-estimate the real HR value of
about 3 BPM.

Errors calculation without applying Motion Detection step

S#H1  SH#2  S#3  S#H4L S#D  SH#6  SHT S#HS8 Average

AAE (BPM) 267 196 197 191 257 262 3.13 3.16 2.50(SD=0.51)
PRE (%) 3.67 261 3.23 321 321 344 526 4.84 3.68(SD=0.84)

Table 6.3: Average Absolute Errors and Relative Percentage Errors on the 8 Subjects’ signal
without apply the Motion Analysis algorithm. This means that there are not
discarded segment. SD denotes the standard deviation.

Errors calculation applying Motion Detection step

SH#HL  SH#2  S#3  S#H4 S#H#5  SH#6  SHT S#HS Average

AAE (BPM) 254 133 166 144 257 246 3.14 282 2.25(SD=0.68)

PRE (%) 350 1.81 2.87 263 321 3.26 528 4.35 3.36(SD=1.06)

Discarded
Segments (%)

391 9.03 919 5.7 0 247 4.03 3.76

Table 6.4: Average Absolute Errors and Relative Percentage Errors on the 8 Subjects’ signal
applying the Motion Analysis algorithm. The total percentage of discarded
segments is 4.59%. SD denotes standard deviation
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Figure 6.1: Motion Analysis and HRpinyar (BPM.s) Estimation process over signal S#1.

Scatter plot of all 8 subjects
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Figure 6.2: Scatter plot between BP My, (the ground-truth HR values) and BP Mg (the
associated estimates over the 8 signal of the Subjects). The fitted line was y =
0,9994x + 2,9736, where x indicates the ground-truth heart rate value, and y
indicates the associated estimate. The R? value measure the goodness of fit and
was 0.8256. The Pearson correlation coefficient was 0.909.
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Bland-Altman plot of all 8 subjects
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Figure 6.3: The Bland-Altman plot of the estimation results on the 8 Subjects’ signal. The
LOA was [—11.76, 5.90] BPM and the mean of the difference was -2.93.

On Figure 6.4 results of the Reliabilty Level classification are shown. Green and yellow
lines are the estimated HR and the ground-truth HR, respectively, and in blue line the
absolute difference error in BPM is represented. Dot lines are the indices employed to
assess the level of Reliability (represented in black). In the case of Subject 6, it can
be seen that LRL corresponds to an high HR estimation error (above 10 BPM) only
twice out of three and many HRL are detected as MRL. Table 6.5 provides a complete
individual analysis of the performance achieved in the Reliability calculation. For each
subject, the percentage of the class over the total, the percentage of true positives
and the AAE within the class are reported. It is possible to see that usually the HRL
class is much larger than the other two moreover, LRL class is usually empty and it
is associated with a low correct level of reliability. In Table 6.6, the confusion matrix
calculated considering all the subjects’ segments, shows a Sensitivity of 84.85% (HRL),
17.71% (MRL), 26.67% (LRL) and a Specificity of 21.05% (HRL), 85.36% (MRL) and
99% (LRL). The overall Accuracy is 68.4%. These results partly confirm what was seen
in Figure 6.4 because many HRL are classified such as MRL however, a low number
of LRL and MRL are classified such as HRL. The high specificity of LRL indicates
that with there is an high probability for a LRL to be classified correctly however, the
prevalence of LRL class is very low, also because a big part of it was rejected through

the Motion Analysis algorithm. Figure 6.5 shows a case in which the reliability was
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identified as low (because the Perfusion Index was about 25) but the error in BPM

respect to the reference was less than 4 BPM and therefore it was supposed to be

classified as an "high reliability" measure. However it is possible to see that even though

the HR Estimation was near to the reference value, the quality of the signal was low.
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Figure 6.4: Reliability results on the Subject 6 (randomly chosen) respect to the HR Error
in BPM performed. Discarded Segment are also shown, along with the threshold

and the Devacco used to determine if the movement’s amount was too big.

Actual Class T
Total Segment Fa{s? PPV (%) Specolf/CIty
1620 HRL MRL LRL | Positive (%)
HRL | 1036 | 307 8 315 76.67 21.05
Predicted
Class |MRL| 178 68 3 181 27.31 85.36
LRL 7 9 4 16 20 99
False Negative | 185 316 11
0,
NPV (%) |31.23]| 76.95 | 99.31 Overall ‘f‘gzr acy (%)
Sensitivity (%) | 84.85 | 17.71 | 26.67

Table 6.6: 3x3 Confusion Matrix of Reliability Level classification performance
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Class Percentage Correct Level AAE in
over the total (%)  of Reliability (%) the Class (BPM)

HRL 71.11 81.51 2.3 (SD=1.94)
Subject 1 | MRL 27.04 24.66 2.78 (SD=2.13)
LRL 1.85 30 7.07 (SD=7.24)
HRL 87.23 97.56 1.21 (SD=1.08)
Subject 2 | MRL 10.64 0 2.45 (SD=3.95)
LRL 2.18 0 2.11 (SD=1.13)
HRL 73.21 94.31 1.59 (SD=1.28)
Subject 3 | MRL 26.19 9.09 1.88 (SD=1.46)
LRL 0.6 0 1.37 (SD=0)
HRL 70.88 97.67 1.25 (SD=1.11)
Subject 4 | MRL 28.6 13.46 1.89 (SD=2.19)
LRL 0.55 0 2.46 (SD=0)
HRL 87.5 77.02 1.59 (SD=1.28)
Subject 5 | MRL 12.5 31.74 1.88 (SD=1.46)
LRL 0 - -
HRL 34.81 83.33 2.22 (SD=1.89)
Subject 6 | MRL 65.19 20.39 2.59 (SD=2.30)
LRL 0 - -
HRL 82.35 71.04 3.16 (SD=2.68)
Subject 7 | MRL 17.65 31.43 3.13 (SD=2.58)
LRL 0 - -
HRL 53.9 89.86 2.11 (SD=2.01)
Subject 8 | MRL 44.53 7.02 3.11 (SD=4.07)
LRL 1.56 50 23.37 (SD=25)

Table 6.5: Reliability Level results for the 8 subjects. SD denotes standard deviation.
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Figure 6.5: Perfusion Index changes respect to the quality of the PPG signal.
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Chapter 7

Arrhythmia Detection

7.1 Performance Metrics

In order to evaluate Arrhythmia Detection performance, the 1-hour signals of the
MIMIC Database were divided in 1-minute segments. A Matlab figure, such as the

one represented in Figure 7.1, was generated per each 1-minute segment. Since the

annotation file often makes mistakes in counting PVCs (as it happens in Figure 7.1), it

is necessary to visually check arrhythmias directly on the ECG trace. When the PPG

and/or the ECG signal is too noisy or absent for more than 30 seconds (as shown in
Figure 7.2), the corresponding segment is discarded. All the detected TP, TN, FP and

FN, were then used for the construction of a 2x2 Confusion Matrix, similar to the one

computed in Section 6.1. Also in this case, the parameters of performance evaluation,

associated to the confusion matrix, were calculated.
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Figure 7.1: Screen employed for the arrhythmia detection evaluation.
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Figure 7.2: Screen employed for the arrhythmia detection evaluation.

7.2 Performance Assessment

Pulse Wave Duration and Rising Front’s Angle were employed in order to detect
PVC. But others morphological indices as well as some of the computed features
over the sliding time window were investigated. Figure 7.3 and 7.4 shows the trend
of the investigated parameters respect to the PPG signal and PVC events. All the
morphological features show more or less significant changes when P1 and P2 events
occur. As regards the trend of the segment features, the correspondence between P1
and P2 events and significant changes in the parameters, is less evident and does not
always occur.

In Table 7.1 the Confusion Matrix computed over the 15 signals of the database is
shown. Values of Sensitivity and Specificity are 90.10% and 99.34%, respectively and
Accuracy is 98.83%. The percentage of the segments not taken into account because

their poor quality, amounts to 8.25% of the total ones.

Total Pulses True Condition PPV Specificity
55635 pvc | Nopve | (%) (%)
Pred d PVC 2730 349
redicte
Condition 88.67 99.34
NO PVC 300 52256
NPV (%) 99.43
Accuracy (%)
o 98.83
Sensitivity (%) 90.10

Table 7.1: 2x2 Confusion Matrix for the evaluation of PVCs detection
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Figure 7.4: Trend of the Segment Features with respect to the PPG signal
Since the segments were only discarded when the artefact was present for more than

half of the window considered for the evaluation, most of the FN PVCs, as can be seen

in Figure 7.5, were due to the low quality of the PPG signal in that points.
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Figure 7.5: Low quality PPG signal often leads to FN and PVCs detection. Five out of six
FN detections are due to the artefacts present in the PPG signal.

Many FP PVCs were also due to the poor PPG signal quality, but sometimes they also
occur because a PVC can produce many lower intensity PPG peaks, and the algorithm
detects a P2 after the P1, which is actually referred to the previous P1 PVC. Both the
situations are present in the segment represented in Figure 7.6. Even if many errors are
due to the poor quality of the PPG signal, the algorithm is often able to detect and

locate correctly the PVCs surrounded by artefacts, as can be seen in Figure 7.7.
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Furthermore, it was observed that P1 and P2 often corresponds to different form of
PVC not only in the PPG signal, but also in the ECG (Figure 7.8).
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type in the PPG signal, are highlighted in different colours for different database
signals.
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Part 1V

Conclusions and Future Works
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The carried out work is related to Telemedicine, a field in strong growth that aims
to promote distance communication between patient and doctor, and to enhance the
provision of health services from the diagnosis to the treatment. Thanks to Telemedicine,
the patient actively takes part in the management of their own health and this allows

them to do prevention and rationalize medical interventions and examinations.

Wearable devices play a central role in this context. In particular, the Bio2Bit Move
STMicroelectronics prototype, housed in a suitable wrist band, acquires among other
signals the PPG signal, taken under reflectance mode at a wavelength of 523 nm
(green). PPG signal is inversely proportional to the volume of blood in the tissue and
therefore allows continue monitoring of heart conditions over long periods. Moreover,
PPG reflectance mode enables a non invasive monitoring, which can be performed in
comfortable body sites. The device embed a BLE chip, capable of sending streaming

data to other devices, or downloading data previous stored in the internal memory.

These properties allowed to design an algorithm, which was able to provide a real-time
HR estimation and to detect and analyse arrhythmia, with the ultimate aim of estab-

lishing whether they can be considered harmless or if they need further investigation.

Among all the arrhythmias, Premature Ventricular Contraction detection was performed.
PVCs can result from a variety of factors and conditions, including consumption of
alcohol, caffeine, tobacco or drugs, certain medications (e.g. antihistamines), physical
exercise and stress (anything that increases adrenaline levels), certain electrolyte defi-
ciencies and damaged cardiac tissue caused by heart diseases (coronary artery disease,
congenital heart disease, high blood pressure and heart failure). In order to assess the
PVCs severity, it is necessary to monitor their occurrence, if they appeared in couplets
or triplets, if they come from different ventricular foci and if they are present in an

alloarrhythmia form.

The first step of the algorithm, the pre-processing phase, allows to enhance the PPG
signals SNR (on average, 24.02 dB and 17.87 dB for the green and red PPG signal,
respetively) and correctly extract the AC pulsatile component. To obtain an higher
initial SNR and simplify the pre-processing phase, different PPG wavelength should be
tested, and the board’s housing and wrist holding system should be optimized to reduce
the impact of ambient light, minimize the board’s movement relative to the wrist and

maximize the skin contact.

A motion detection system, based on two indices derived from the 3D Accelerometer
signal (embedded in the board) decides if the time window under investigation has

to be discarded because too noisy to be further analysed. Thresholds for segments
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rejection were not so restrictive, so as to also test the algorithm behaviour against the
movement artefact. HR Estimation errors are lower when applying the motion analysis
system (AAE=2.25 BPM and PRE=3.36%) but small AAE (2.50 BPM) and PRE
(3.68%) occur also without it. This happens because in several cases the HR estimator,
based on both time and frequency data, is able to correctly estimate the HR. One could
think that the motion analysis system is useless, but the low difference in errors with
or without applying the motion analysis phase, it may have been due to the fact that
the acquisitions were made in a work-office context, where movements are limited. It
will be necessary therefore, to test motion analysis system under situations in which

more movement occurs.

In order to provide an indicator of the HR measurement reliability, three level of
reliability were defined. Since it was noticed that artefact in PPG signal can happen
also when accelerometer do not detect any movement, it was decided to use an index
based on the accelerometer (Devcce) and one based on the PPG signal itself. Many
features were extracted from PPG red and green signals but, after the observation
of the features trend respect to the PPG signal quality, only Perfusion green index
(Perg) was considered. Performances of the level classification is not good enough (the
overall Accuracy is 68.4%). Solutions for the performance enhancements could be: a
more accurate definition of level boundaries, make acquisition with more movement
to increase the prevalence of low level reliability class elements, better analyse all the
computed features (feature selection, crosses and normalization should be considered)
and employ a machine learning classifier. However, it was also noted that when a PPG
segment was classified as having a "low-reliability", the HR estimation was often close
to the real HR value and therefore, according to the evaluation method, it should have
been classified as an "high-reliability" segment. But looking at the corresponding PPG
segment in time-domain, it was possible to see that the quality of that PPG segment,
was truly low. So in some cases it turns out that the established Reliability Level is
correct, even if the method for assess its accuracy says that is not. This is because
the movements and artifacts that contaminate the PPG signal, often have a waveform
similar to that of the PPG pulse, and their frequency bands are close to each other.
So it happens that the HR estimation is close to the real one, even if it comes from
wrong informations that do not derive from the PPG signal, but from the artifacts one.
Since the method used to assess the reliability level classification accuracy tends to

underestimate the performance, others evaluation methods should be considered.

By introducing more movement into the acquisitions, a lower algorithm performance

and an higher number of discarded segments are expected. Therefore, it would be
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appropriate to design a movement cancellation algorithm. Since the accelerometer is
not always related to the quality of the signal, and the board also integrates the red
PPG signal, the algorithm should allow the red PPG to be used to remove motion

artefact.

Performance of PVCs detection are high (Sensitivity of 90.10% and Specificity of 99.34%)
and main errors in classification are due to the low quality of the PPG signal in that
points. The detection algorithm is also able to differentiate some of the multiform
PVC present in the ECG trace and, it is expected that the analysis of the other
computed Morphology and Segment Features, could be effective in discriminating other
multiform PVCs and in turning down FP and FN rates. After optimizing multiform
PVCs detection, Alloarrhythmia events along with Ventricular Tachycardia should be

investigated.

The arrhythmia detection algorithm should be finally adapted and tested on the signals
taken from the Bio2Bit Move as we expect differences from those taken from the
database. MIMIC database signals are in fact acquired in transmittance mode from
the finger, using NIR wavelengths, while the device acquire signals from the wrist, in

reflectance mode, using green wavelengths.
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