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Summary

Globally, 34.7 per 100,000 inhabitants suffer from out-of-hospital cardiac arrest (OHCA) each
year, of which approximately 30% presents with a cardiac rhythm of ventricular fibrillation (VF).
Less than 20% survives; the only available therapy is defibrillation, aimed at achieving a return
of spontaneous circulation. The most frequent underlying cause of VF is acute myocardial in-
farction (AMI). In-field identification of AMI could individualise resuscitation care and improve
survival.

The paddle electrocardiogram (ECG) recorded by the defibrillator provides unique, patient-
specific information in an early phase of the arrest. Quantified using ventricular fibrillation
waveform characteristics, the VF-waveform on the ECG can be analysed in real-time. Research
suggests that VF-morphology is affected by old myocardial infarction (OMI) and even more
by AMI. Studies have therefore focused on detecting OMI as a surrogate for AMI. A proof-of-
concept machine learning study applying waveform analysis on 12-lead ECGs of VF induced for
implantable cardioverter-defibrillator testing showed that lead II could identify OMI and that
detection improved when twelve leads were used. This method lacked an optimisation of input
features and did not combine specific leads.

The first aim of this thesis was to investigate the effect of established feature selection meth-
ods on the ability of support vector machines to discriminate between patients with (n=137)
and without (n=105) OMI. Models of lead II, twelve leads and lead II + V; reached an area
under the curve (AUC) of 0.58, 0.83 and 0.76 respectively. The results showed that feature
selection and additional leads improved the detection of OMI. The main limitation was that VF
was induced electrically, indicating that these methods require validation in the out-of-hospital
setting with spontaneous VF and AMI.

The second aim was to assess the performances of similar models based on the paddle ECG
in a real-world OHCA cohort to discriminate between patients with (n=62) and without (n=40)
AMI. Models based on a single VF segment of the resuscitation reached AUCs of 0.74 and 0.72.
A model including both segments had an AUC of 0.76. Incorporating the evolution of the VF-
waveform over time and including organisation-related measures led to an acceptable detection
of AMI using the paddle ECG.

Concluding, this thesis demonstrated that selecting relevant features of multiple ECG leads
and segments improves the detection of myocardial infarction. Clinical implementation of multi-
lead models that detect AMI during the arrest is the next step to facilitate individualised OHCA
treatment and improve survival.



Samenvatting

Wereldwijd zijn er elk jaar 34.7 gevallen van een hartstilstand buiten het ziekenhuis per 100.000
inwoners, waarvan ongeveer 30% het hartritme ventrikelfibrilleren (VF) heeft. Minder dan 20%
overleeft het; de enige beschikbare behandeling is defibrillatie, met als doel om de spontane
circulatie te herstellen. De meest voorkomende onderliggende oorzaak van VF is een acuut
hartinfarct (AHI). Het ter plaatse herkennen van een AHI zou de reanimatiezorg kunnen indi-
vidualiseren en de overleving verbeteren.

Het defibrillator elektrocardiogram (ECG) biedt unieke, patiént-specifieke informatie in de
vroege fase van de hartstilstand. De golfvorm van het VF op het ECG kan worden gekwan-
tificeerd met VE-golfvorm karakteristieken die live kunnen worden geanalyseerd. Onderzoek
heeft aangetoond dat zowel een oud hartinfarct (OHI) als een AHI de VF-morfologie verandert.
Studies hebben zich daarom in het verleden gericht op het herkennen van OHI als surrogaat
voor AHI. Een proof-of-concept studie heeft met machine learning aangetoond dat VF-golfvorm
analyse van afleiding II van het 12-afleidingen ECG een OHI kon detecteren en dat de detectie
beter werd met het gebruik van twaalf afleidingen. Het VF werd hierbij elektrisch opgewekt
tijdens het testen van implanteerbare cardioverter-defibrillatoren. Bij deze machine learning
methode werd de invoer niet geoptimaliseerd en werden specifieke combinaties van afleidingen
niet onderzocht.

Het eerste doel van deze thesis was om te onderzoeken wat het effect is van veelgebruikte
invoerselectiemethoden op het vermogen van support vector machines om patiénten met OHI
(n=137) te onderscheiden van patiénten zonder OHI (n=105). Modellen van afleiding II, twaalf
afleidingen en afleidingen II + V; behaalden een oppervlakte onder de receiver operating char-
acteristic van respectievelijk 0,58, 0,83 en 0,76. De resultaten lieten zien dat invoerselectie en
het gebruik van extra afleidingen de detectie van OHI verbeterden. De hoofdlimitatie was dat
VF elektrisch werd opgewekt, waardoor er validatie nodig is buiten het ziekenhuis aan de hand
van spontaan VF en AHI.

Het tweede doel was om te onderzoeken wat het vermogen is van soortgelijke modellen om
patiénten met AHI (n=62) te onderscheiden van patiénten zonder AHI (n=40), op basis van
het defibrillator ECG in een cohort van patiénten met een hartstilstand buiten het ziekenhuis.
Modellen op basis van één VF segment uit de reanimatie behaalden een oppervlakte onder de
receiver operating characteristic van 0,74 en 0,72. Een model op basis van beide segmenten
behaalde een oppervlakte onder de receiver operating characteristic van 0,76. Het meenemen
van de VF-golfvorm veranderingen door de tijd en het toevoegen van organisatie-gerelateerde
maten zorgde voor acceptabele detectie van AHI aan de hand van het defibrillator ECG.

Concluderend, in deze thesis is aangetoond dat het selecteren van relevante variabelen uit
meerdere ECG afleidingen en segmenten de detectie van hartinfarcten verbetert. Klinische im-
plementatie van modellen met meerdere afleidingen die AHI detecteren tijdens een hartstilstand
buiten het ziekenhuis is de volgende stap om reanimatiezorg te individualiseren en overleving
te verbeteren.
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1|Introduction

The global incidence rate of out-of-hospital cardiac arrest (OHCA) treated by the emergency
medical services is estimated to be 34.7 per 100.000 person-years:?. Nearly 30% of OHCA
patients presents a cardiac rhythm of ventricular fibrillation (VF), of which 17.3% survives to
hospital discharge, more than twice as much as the survival of patients with other rhythms!-2.
Early cardiopulmonary resuscitation (CPR) at the scene of the arrest and use of automated exter-
nal defibrillators are the cornerstone of cardiac arrest care and main contributors of favourable
outcome?°. A resuscitation attempt is currently protocolised and aimed at achieving a return of
spontaneous circulation (ROSC)”. An individualised approach of treating patients before ROSC
is achieved is therefore uncommon, yet it might for some patients improve survival chances.

The most frequent underlying cause of OHCA is acute myocardial infarction (AMI), as my-
ocardial ischaemia induces phenomena that may initiate and perpetuate VF/~'3, Eliminating
ischaemia by means of intervention therefore seems important when attempting to terminate
the arrhythmia and prevent its recurrence. Novel treatment pathways have been proposed for
patients without ROSC using mechanical CPR devices and extracorporeal life support. Early
transportation and intervention according to this method have recently shown to improve sur-
vival in patients with AMI as the underlying cause of refractory VF'?. A method to effectively
treat OHCA patients with AMI thus seems available. In-field identification of patients that may
benefit from such an aggressive treatment strategy remains a challenge, however.

The paddle electrocardiogram (ECG) of the defibrillator provides unique, patient-specific
information in an early phase of the arrest. The waveform on the ECG may be quantified
using ventricular fibrillation waveform characteristics (VFWC). Animal studies suggest that VF-
morphology is affected by old myocardial infarction (OMI) and even more by AMI. In both cases,
presence of myocardial infarction (MI) was associated to lower amplitude and frequency char-
acteristics'*'®, In humans, similar VF-waveform changes have been described in presence of
OMI and AMI'”-22, Because of this similarity, OMI has previously been used as a surrogate when
investigating the mechanism by which AMI affects the VF-waveform. VF-waveform analysis thus
offers a way to detect AMI that is worth exploring. Chapter 3 presents a literature overview on
the current status and future perspectives of VF-waveform analysis for the detection of AMI.

A study on 12-lead ECGs of VF obtained while testing implantable cardioverter-defibrillators
has shown that MI-related waveform changes occur predominantly in the leads directed at the
location of the MI?!. Using multiple leads to register these local waveform changes might there-
fore improve the detection of MI. A recent proof-of-concept study used machine learning models
to demonstrate that VFWC of twelve leads as input features could detect OMI more accurately
than VFWC of a single lead®. The study lacked an optimised feature selection process and did
not investigate models based on a combination of a few selected leads. The study in chapter 4
therefore aimed to investigate the effect of established feature selection methods on the ability
of multi-lead machine learning models to detect OMI.

It is unknown whether the results described in the aforementioned proof-of-concept study
on electrically induced VF in patients with OMI can be translated to the OHCA setting of spon-
taneous VF in patients with AMI. The study in chapter 5 therefore focused on identification of
patients with AMI as the underlying cause of OHCA using the VF-waveform. The aim was to
identify predictors and to assess the discriminative ability for detection of AMI using a machine
learning approach similar to the method used in chapter 4.

Altogether, this thesis aimed to investigate and optimise machine learning methods for the
detection of MI using VF-waveform analysis. This will pave the way for future implementa-
tion of a smart defibrillator that can detect AMI as the underlying cause of OHCA to facilitate
individualised treatment strategies and improve survival chances.
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2 |Background

2.1 Clinical background

2.1.1 Sudden cardiac arrest, coronary artery disease and ventricular fibrillation

The term sudden cardiac death (SCD) is used to describe a natural death from cardiac cause,
heralded by an abrupt loss of consciousness within one hour of the onset of an acute change in
cardiovascular status'. Severe atherosclerosis of the coronary arteries is known to be the most
common cause of SCD or sudden cardiac arrest (SCA) when not fatal; for approximately half of
the patients it is the first manifestation of the disease®3. Numerous reviews have estimated this
disease to be present in 70-80% of SCD victims®~°. Early evidence for this was found in autopsy
studies’~'°. Later studies that included clinical evaluation of SCA survivors further affirmed this
estimation'!~13. Although the underlying disease is the same, it is interchangeably referred to in
literature as coronary artery disease (CAD), coronary heart disease and ischaemic heart disease;
here the term CAD will be used.

SCA may present itself as a tachyarrhythmia or bradyarrhythmia. The former includes pulse-
less ventricular tachycardia (VT) and ventricular fibrillation (VF). SCAs that occur as a result of
myocardial ischaemia due to CAD most commonly present as tachyarrhythmias-!4!>. The per-
centage of out-of-hospital cardiac arrest (OHCA) patients with a rhythm of VF upon arrival of
the emergency medical services is approximately 30%'°. This includes both initial VF rhythms
and VTs that have deteriorated into VF. In a significant portion of patients, OHCA is therefore
thought to be related to CAD.

The pathophysiological changes caused by CAD-related myocardial ischaemia result in elec-
trical instability which can trigger these lethal arrhythmias. These mechanisms will be elabo-
rated upon in section 2.1.2. As the rhythmic electrical activity is lost, the coordinated myocardial
contraction stops. This results in a loss of pumping function and haemodynamic collapse that
will ultimately lead to death without adequate treatment in the form of defibrillation!”18,

2.1.2 Acute myocardial ischaemia and ventricular fibrillation

Electrical activation of the myocardium occurs through the propagation of action potentials
(APs) caused by consecutive ionic currents across the cell membrane. Regulation of adequate
intracellular and extracellular ion concentrations is needed in order to establish rhythmic AP
generation. This is a complex process, involving different ion channels that are influenced by a
range of factors.!8-20

Acute ischaemia induces changes in both the intracellular and extracellular environment
that evolve over the course of the ischaemia. Among other things it leads to a rise of the
extracellular K™ concentration, depolarising the membrane potential. This partially inactivates
the Na™ channels that are responsible for the rapid upstroke of the AP, thereby suppressing
the excitability of myocytes and slowing the AP propagation. These are two examples of the
multitude of changes caused by ischaemia, each affecting the shape and duration of APs and
subsequently their ability to propagate through the myocardium. Figure 2.1 displays typical
changes that occur to the ventricular myocyte AP as a result of ischaemia. Altogether, these
AP changes caused by myocardial ischaemia increase the likelihood of events that may trigger
tachyarrhythmias such as VF.1%21-24

The two major mechanisms of VF initiation are reentry excitation and presence of extrasys-
toles; both may be the result of myocardial ischaemia'#. As a consequence of ischaemia, tissue
may become less excitable or inexcitable, splitting the wavefront of an approaching AP into two
pathways. Ischaemia might furthermore cause a unidirectional block to occur in either of the
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Figure 2.1: A schematic depiction of the slowing of the upstroke, amplitude decrease and shortening
of the ventricular action potential and depolarisation of the membrane potential as a result of
ischaemia. Adapted from "Regulation of ion channels and arrhythmias in the ischemic heart", J.G.
Akar, 2007, Journal of Electrocardiology, 40.%?

pathways, as well as alter the conduction velocity. If the conduction around the inexcitable
region is slow enough, reentry excitation may occur. This might start out as VT, but may degen-
erate into VF.!417:18,21

Extrasystoles may occur due to early or delayed afterdepolarisations or abnormal automatic-
ity. Early afterdepolarisation can occur when the AP duration is prolonged and Ca2* channels
reactivate during the repolarisation phase. This increases the membrane potential to its firing
threshold and generates a new AP prematurely. High intracellular Ca®" levels may furthermore
lead to a transient inward current, evoking an AP via a process called delayed afterdepolarisa-
tion.242% Abnormal automaticity occurs when otherwise non-pacemaker cells such as ventric-
ular cells begin depolarising automatically, creating extrasystoles. In case of ischaemia, this is
usually caused by currents of injury which will be elaborated upon in section 2.1.4. When ab-
normal automaticity causes repetitive fast depolarisation, it might overdrive the automaticity of
the sinoatrial node, thereby inducing arrhythmia.

Thus, electrical instability due to myocardial ischaemia related changes may give rise to
phenomena that induce tachyarrhythmias such as VF.1%21,24.27,28

2.1.3 The basics of electrocardiography

An important diagnostic tool in cardiology is the electrocardiogram (ECG). Surface electrodes
measure the compound electrical activity produced by all myocytes during the cardiac cycle.
Clinical ECGs are normally recorded using ten electrodes: four limb electrodes placed on each
wrist and foot and six thorax electrodes placed on the anterior and left lateral side of the thorax.
These electrodes can be used to compute the potential difference in twelve directions. Each
direction is called a lead, from which the term 12-lead ECG is derived.

The potential at the right wrist, left wrist and left foot are called va, vg and v¢ respectively,
with the right foot electrode being the reference. These produce the frontal leads I, II, and III,
as is shown in figure 2.2.'® They are derived in the following way:

I= VB — VA (21)
II= ve — VA (22)
III = vc — UB (23)
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The three augmented frontal leads aVR, aVL and aVF are described by:

1 1
aVR = vp — §(UB+Uc) = —§(I+II) 2.4)
aVL = vg — %(UA Fue) = %(I ~ ) 2.5)
aVF = vg — %(UA +og) = %(n 4 1) 2.6)

These six leads divide the frontal plane into twelve 30° segments; each lead pointing in one

direction or the opposite way. Figure 2.3 shows the six frontal leads with their respective an-
18,29,30
gle. ®=7

Figure 2.2: The six frontal ECG leads. Adapted from Medical Physiology (p. 516), W. Boron and E.
Boulpaep, 2012.'8
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Figure 2.3: A) Directions of the six frontal leads. B) The angle of the leads. Adapted from Medical
Physiology (p. 517), W. Boron and E. Boulpaep, 2012.'8
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In order to evaluate the electrical activity in a plane other than the frontal plane, the six
thorax electrodes are used to compute the six precordial leads Vi, Vs, V3, V4, V5 and Vg that
lie in the transverse plane. They represent the potential difference between one of the thorax
electrodes (v;) and the electrical average of the three limb electrodes:

1
Vi=v; — g(UA + v + vc) (2.7)

withi € {1,2,...,6}. Figure 2.4 shows the location of the six thorax electrodes and the precordial
leads in the transverse plane that are derived from them.!82°-31
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Figure 2.4: The locations of the six precordial electrodes and leads derived from them. Adapted from
Medical Physiology (p. 516), W. Boron and E. Boulpaep, 2012.18

2.1.4 The electrocardiogram of sine rhythm
The normal heart

The 12-lead ECG is one of the most common diagnostic tools in cardiology as it is cheap, quick to
make and can provide a lot of information about a patient’s cardiac status. Arrhythmias can be
recognised by investigating the underlying rhythm and other abnormalities can be traced back
to a specific myocardial region by looking at the phase of the cardiac cycle and the leads in which
they occur. The cardiac cycle is the result of the consecutive depolarisation and repolarisation
of the myocardium as the AP travels along the conduction pathways. Figure 2.5 schematically
visualises these conduction pathways!'®. The cardiac cycle of a normal heart is composed of
several phases. The P wave occurs first, the Q, R and S waves which make up the QRS complex
follow and the T wave marks the end of the cycle. Figure 2.6 shows the cardiac cycle of a normal
heart,18:29,30

P wave

The cardiac cycle starts with activation by the pacemaker cells of the sinoatrial node, located
in the superior posterolateral wall of the right atrium. The atria depolarise as the AP travels
through the internodal pathways to the atrioventricular node. The atrial depolarisation is rep-
resented on the ECG by the P wave. The AP is delayed shortly by the atrioventricular node
and then travels on through the fast-conducting Purkinje fibres in the bundle of His which splits
into the left and right bundle branches. As the propagation through this part of the conduction
system does not depolarise myocardial tissue, an electrical silence is visible on the ECG between
the P wave and QRS complex, which is termed the PR segment. The P wave and PR segment

together compose the PR interval which normally lasts between 0.12 and 0.20 second.!®19:29:30
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Figure 2.5: The conduction pathways mapped onto a cross-section of the long heart axis. SA: sinoa-
trial, AV: atrioventricular. Adapted from Medical Physiology (p. 505), W. Boron and E. Boulpaep,
2012.78

QRS complex

As the Purkinje fibres of the bundle branches split into smaller bundles, they ultimately be-
come continuous with the ventricular muscle fibres. Ventricular depolarisation starts once the
AP reaches these fibres. The large number of depolarising cells results in a peak of electrical
activity represented by the QRS complex on the ECG. The depolarisation front moves from the
ventricular septum along the endocardial surface and finally spreads through the muscle to the
outside of the heart. Because the depolarisation occurs in a successive way, the electrical vec-
tor changes direction over time. This causes the QRS complex to consist of multiple waves in
opposite directions instead of a single large wave. The exact configuration of the QRS complex
depends on the direction in which it is viewed and is therefore different for each ECG lead. The
QRS complex normally has a duration of less than 0.10 second. Conduction is considered to
be delayed when the QRS complex lasts longer than 0.12 second. The J-point occurs directly
after the QRS complex and represents the electrical baseline, since the entire ventricular mass
is depolarised at that instant,!8-20:29,30

T wave

Repolarisation of the ventricles begins shortly after they have been depolarised. It begins with
the outer ventricular surface that was the last to depolarise; the endocardial areas repolarise
last. Ventricular repolarisation is visible as the T wave on the ECG. The QT interval spans from
the beginning of the QRS complex to the end of the T wave and is influenced by the heart rate.
Its corrected version, the QTc interval, is derived by dividing the QT interval by the square root
of the heart rate. A normal QTc interval is shorter than 0.45 or 0.46 second for men and women

respectively. Once repolarisation has finished, the normal cardiac cycle is complete and will start
over. 18-20,29,30
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Figure 2.6: The waves and intervals of a normal electrocardiogram. Adapted from Braunwald’s
Heart Disease: A Textbook of Cardiovascular Medicine, chapter 13, (p. 132), D. Mirvis, and A.
Goldberger, 2012.%°

U wave

A U wave is usually not present in the normal ECG. Since figure 2.6 shows a U wave it is
addressed anyway for the sake of completeness. The origin of the U wave is uncertain, though
several theories exist?®32, The electromechanical hypothesis is that it is caused by stretch-
induced delayed afterdepolarisations occurring as a result of ventricular wall distension during
rapid filling®2. Other theories suggest that it is caused by electrical potential gradients within
the ventricular myocardium or between the myocardium and the His-Purkinje system®°.

The ischaemic heart

The electrophysiological changes caused by acute ischaemia can be monitored with the ECG,
making it an important diagnostic tool. The most common cause of acute ischaemia in CAD pa-
tients is coronary occlusion by a thrombus after atherosclerotic plaque disruption. If this leads
to SCA, the defibrillator ECG advises whether or not defibrillation is required by distinguishing
between bradyarrhythmia and tachyarrhythmia. In most cases however, acute myocardial is-
chaemia does not lead to SCA but rather leads to the clinical presentation of acute coronary syn-
drome (ACS). The ECG plays an important role in differentiating between the three types of ACS
known as unstable angina, ST-elevation myocardial infarction (STEMI) and non-ST-elevation
myocardial infarction (NSTEMI).33-3>

The effect of acute ischaemia on the normal electrocardiogram

The least severe type of ACS occurs when the ischaemia is reversible and of short duration such
that no myocardial necrosis occurs; it is referred to as unstable angina. Longer lasting ischaemia
causes tissue necrosis known as myocardial infarction (MI), which is accompanied by the release
of the cardiac biomarker troponin®*. Elevation of the ST-segment on the ECG is used to further
categorise acute myocardial infarction (AMI) into STEMI or NSTEMI.

A NSTEMI tends to occur when the coronary artery is not fully occluded. The ischaemia may
therefore be short-lived or affect only a small area. A STEMI is generally a more severe MI that
lasts longer and affects a larger myocardial volume; it is often caused by complete and persistent
coronary occlusions.?*-3® The ECG-based distinction between STEMI and NSTEMI is relevant
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because of a difference in treatment strategy. Current European and American guidelines both
recommend to perform immediate coronary angiography (CAG) and percutaneous coronary
intervention (PCI) in case of a STEMI when ischaemic symptoms have been present for less than
twelve hours®?*°. A NSTEMI does not require equally aggressive treatment, as immediate CAG
and PCI were not found to be superior to delayed CAG and PCI in terms of 90 day survival*!.

This illustrates the diagnostic value of the ECG in the setting of ACS when an organised
rhythm is present. Numerous changes besides ST-segment elevation may occur in the ischaemic
ECG, usually in a sequential manner.

Hyperacute T waves

The first electrocardiographic sign of acute ischaemia is usually the presence of tall, hyperacute T
waves. The T wave describes ventricular repolarisation; hyperacute T waves are thought to arise
as a result of slow repolarisation of ischaemic areas. Other pathologies may show hyperacute T
waves as well, so in the absence of other clinical evidence they are not specific for myocardial
ischaemia. Hyperacute T waves may occur as soon as two minutes after the onset of ischaemia
and often evolve into ST-segment deviations after approximately thirty minutes.*>43

ST-segment deviation

Appearing twenty minutes to several hours after onset of ischaemia, deviation of the ST-segment
is usually the first noticed ECG sign in the emergency department. ST-segment deviation is the
result of a current of injury. The formation of this current can be explained by two theories;
there is no scientific consensus on which theory is correct. Both types, the diastolic and systolic
current of injury, arise because of an electrical potential gradient between ischaemic and healthy
tissue,20-30:42

The diastolic current can be explained by a potential gradient caused by the inability of is-
chaemic tissue to maintain polarisation. This potential difference disappears together with the
current immediately after cardiac depolarisation, which corresponds to the the J-point on the
normal ECG, as shown in figure 2.6'8-293%-42_ The current reappears once the myocardium repo-
larises, indicated by the TP-interval on the ECG. A potential difference between depolarisation
(the J-point) and repolarisation (the TP-interval) therefore indicates the presence of a diastolic
current of injury. With the TP-interval as electrical baseline, the current manifests as a depres-
sion or elevation of the J-point and ST-segment relative to this interval. As the current flows
away from the ischaemic zone, the ECG lead pointing towards this zone will show the negative
of this current. The TP-interval in this lead will therefore be negative compared to the J-point,
which characterises as ST-elevation. Conversely, the ECG lead follows the current when it points
away from the ischaemic zone. This makes the TP-interval positive compared to the J-point and
the ECG will therefore exhibit ST-depression.!8-20,30,42

The systolic current of injury is thought to arise because of a potential gradient between the
ischaemic and healthy tissue during systole. This gradient occurs because of altered depolarisa-
tion in ischaemic tissue caused by changes in AP shape and duration. It results in current flow
towards the ischaemic area, which causes primary ST-elevation in the ECG leads pointing in this
direction.30-42

Both the diastolic and systolic current theories explain how ischaemia may cause ST-elevation
and reciprocal ST-depression and in which ECG leads these phenomena occur. In contrast to
these theories, leads aimed towards an area of ischaemia may show ST-depression rather than
ST-elevation, which is suspicious for NSTEMI. This may occur when the ischaemia is subendocar-
dial rather than transmural, resulting in a current of injury flowing in the opposite direction.?

An example ECG of STEMI is shown in figure 2.7. It illustrates how a large anterolateral AMI
may show ST-elevation in leads I, aVL and V;-Vg pointing anteriorly and laterally. Additionally,
leads pointing in the opposite direction such as III, aVR and aVF may display reciprocal ST-
depression.?
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Figure 2.7: Acute anterolateral myocardial infarction, showing ST-elevation in anterolateral leads
I, aVL and V-V and reciprocal ST-depression in III, aVR and aVF. Adapted from Braunwald’s Heart
Disease: A Textbook of Cardiovascular Medicine, chapter 13, (p. 149-158), D. Mirvis, and A.
Goldberger, 2012.30

Pathologic Q wave formation

An ECG of AMI may develop abnormal or pathologic Q waves within minutes to several hours
after the onset of ischaemia. Appearing in the direction of the infarction, pathologic Q waves
represent an electrical silence as necrotic myocardium is no longer able to propagate APs. Ther-
apy aimed at coronary reperfusion may still be of benefit for the patient once pathologic Q waves
appear, since some of the ischaemic tissue may be salvageable. Q waves caused by small MIs
may disappear over time as the size of myocardial scar reduces. Extensive MIs will result in
permanent Q waves.3%-42:43

T wave inversion

Inversion of the T wave is one of the latest signs of an evolving MI and may be seen hours to days
after onset. Similar to hyperacute T waves in the first phase of MI, T wave inversion is caused
by alterations of ventricular repolarisation. The repolarisation vector will flip as epicardial re-
polarisation delays, now moving from endocardium to epicardium instead of the opposite way.
T wave inversion indicates the MI is transmural since the compromised area must include the
epicardium. They may remain inverted permanently or may revert after a few months, which is
indicative of good myocardial recovery with higher left ventricular ejection fractions.3%42~44

ST-segment normalisation

ST-segment deviations are usually the longest lasting electrocardiographic changes of a STEMI
and will begin to normalise approximately twelve hours after onset. The potential gradient
between the ischaemic and healthy tissue that caused the current of injury decreases as the is-
chaemic tissue necroses and loses electrical activity. ST-elevation diminishes gradually, which
may take approximately two weeks for inferior MIs but much longer for anterior MIs. ST
elevation may normalise after successful reperfusion therapy. This is generally a good prognostic
sign, indicating that the myocardial microcirculation is restored properly.*>43
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2.2 Technical background

2.2.1 Quantifying the ventricular fibrillation waveform

During VF, the rhythmic electrical activity that coordinates myocardial contraction becomes dis-
organised. This results in a loss of pumping function and haemodynamic collapse. Since the
1980s, many different ventricular fibrillation waveform characteristics (VFWC) have been in-
troduced as a means to objectify the seemingly chaotic and unstructured waveform*>4°, These
VFWC may describe signal properties in the time or frequency domain, or may describe the
organisation of the signal. Here, an overview is presented of how the VFWC used in this the-
sis were computed. The formulas include numbers and indexing based on the data analysed
in chapter 4 to clarify the computational steps. The VFWC analysed in chapter 5 were com-
puted using the same formulas but with different indexing, appropriate for the data. First, an
explanation is given of how the data were acquired.

Data acquisition

Electrically induced ventricular fibrillation

The VF analysed in chapter 4 was recorded during implantable cardioverter-defibrillator testing
with a 12-lead surface ECG using the BARD® LabSysternTM Pro (Lowell, MA, USA) with a sam-
pling frequency (fs) of 1000 Hz and a 16 bit A/D converter. Approximately thirty seconds were
recorded, including a period before VF induction and after VF termination.

The data were analysed using MATLAB® (version 2020a, MathWorks®, Natick, MA, USA).
The 4.1-second segment of VF prior to first shock delivery was selected manually and pre-
processed with a fourth order Butterworth bandpass filter with cut-off frequencies of 1 and
48 Hz. Visually identified artefacts were removed and replaced by linear interpolation. This
resulted in the time domain signal x,, with n € {1,2, ..., N} and a number of samples N = 4096.

An overview of the VFWC computed from these time domain signals is presented below.
Seventeen regular VFWC were computed of all twelve leads, amounting to 12 17 = 204 regular
VEWC. Furthermore, the differences between the VFWC of each lead and the corresponding
VFWC of lead V; were computed, resulting in an additional 11 x 17 = 187 features named the
AV; VFWC. As such, a total of 204 + 187 = 391 VFWC was acquired per patient.

Spontaneous ventricular fibrillation

The VF analysed in chapter 5 was recorded during OHCA with the paddles of a LIFEPAK 12
defibrillator (Physio-Control, Redmond, WA, USA) with an f; of 125 Hz.

The data were analysed using MATLAB® (version 2020a, MathWorks®, Natick, MA, USA).
The data were pre-processed with a fourth order Butterworth bandpass filter with cut-off fre-
quencies of 1 and 48 Hz. A graphical user interface was developed to review each ECG and
select a three-second segment of VF without chest compressions before the first, and if avail-
able, the second defibrillation shock. This resulted in one or two time domain signals x,, with
n € {1,2,..., N} and a number of samples N = 375.

Seventeen VFWC were computed from each time domain signal. Additionally, the differences
between the VFWC of the two segments were computed, resulting in seventeen extra VFWC.
Patients with a two or more defibrillation shocks therefore had a total of 3x17 = 51 VFWC while
patients with one shock had 17.
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Time domain characteristics

Mean absolute amplitude (mV)

The mean absolute amplitude (MAA) is acquired by taking the mean of the absolute values of
the segment:

N
1
MAA = ; EAR (2.8)

Median slope (mVs1)

The median slope (MS) is acquired by computing the difference between subsequent samples in
the VF segment. The absolute value of this difference vector is then taken and multiplied by the
sampling frequency. The median of the resulting vector is the MS:

MS = median(|z; — zi—1| - fs) (2.9

for 2 < ¢ < 4096.

Frequency domain characteristics

To acquire the frequency domain characteristics, the time domain signal is transformed into the
frequency domain by fast Fourier transform (FFT) without windowing. This results in a vector
of N = 4096 coefficients &g, &1, ..., £y—1. The absolute values of the first N/2 + 1 = 2049 indices
that correspond to the positive frequencies f; =i - fs/N with i € {0,1,..., N/2} are kept. Since
the frequencies between 2 and 48 Hz are of interest, only indices 9 < i < 196 so that 2 < f; < 48
Hz are used to compute the frequency characteristics. The total area of the amplitude spectrum
within this frequency range is approximated via trapezoidal integration:

R o |Bof2 + |E196]2 9
AT@CLtOml = Af(z |:E2| - f)v [ATeatotal] =mV (210)
1=9

where Af = fs/N is the frequency step size. This factor was falsely assumed to be equal to 1 in
this thesis and was therefore omitted in calculations. This resulted in an overestimation of the
total area by a factor of approximately four since the frequency step size was fs/N = 1000/4096.
Since the area was only used for the computation of the median frequency, as will be explained
in the next paragraph, this mistake did not have any consequences.

Median frequency (Hz)
The median frequency (FM) is the smallest frequency f; for which the area of the partial spec-
trum it encloses between boundaries 2 Hz and f; is more than 50% of the total area. Here,

fe =k- fs/N and k € {9,10,...,196}, and the partial spectrum area is approximated by trape-
zoidal integration:

k

Areapartial = Af(z |§5z|2 -
=9

20| + |1 ]?

2 )7 [Areapartial] = mV2- (2.11)

Dominant frequency (Hz)
The dominant frequency (FD) is the frequency f; for which \ﬁ:ﬂ is maximal, with 9 <7 < 196.
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Amplitude spectrum area (mVHz)

The amplitude spectrum area (AMSA) is the normalised sum of the absolute values of the fre-
quencies multiplied by the corresponding Fourier coefficients:

196
1
AMSA = ——— ; * fil. 2.12

Low frequency AMSA (mVHz)

The low frequency AMSA (AMSAy) is the AMSA computed for frequencies 2 < f; < 12 Hz,
meaning 9 < i < 49,

High frequency AMSA (mVHz)

The high frequency AMSA (AMSAy¢) is the AMSA computed for frequencies 12 < f; < 48 Hz,
meaning 50 < ¢ < 196.

AMSA ratio

The AMSA ratio is the ratio between high and low frequency AMSA:

AMS Ay

AMSAyapio = —i 1
S rat AMSAg

(2.13)

Power spectrum area ( mV2Hz)

The power spectral density (PSD) is a measure of the power present in the signal per unit of
frequency. It is estimated by: PSD; ~ f3;|#;|> with i € {0,1,..., N/2} and

2
B =

1
ie{l1,2,..,N/2 -1},
TN { /2—1}

TN i=0o0ri=N/2.

The power spectrum area (PSA) is derived from the PSD estimate as follows:

196

psa—1s > |IPSD;- fil. (2.14)
1=9

N

Organisation characteristics

Bandwidth (Hz)

Similar to how the median frequency is derived, the frequencies f; for which the partial spec-
trum areas are 25% and 75% of the total spectrum area are computed. The difference between
these frequencies is the bandwidth (BW).

Envelope characteristics

The fluctuation of the time domain signal is quantified using four VFWC describing the shape
of the upper envelope of the VF. The original, unfiltered VF segment is passed through a fourth
order low pass Butterworth filter with a cut-off frequency of 20 Hz to remove noise. It is then
normalised so that the amount of fluctuation can be compared in an equivalent manner between
different patients. Next, the upper envelope of the segment is computed using the MATLAB®
function envelope. Envelope calls the findpeaks function which finds local maxima in the VF
segment constrained by a minimal peak height of 0 and a minimal peak prominence of 0.5.
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Furthermore, a minimal distance between two peaks is ensured to be 2/3 of the dominant fre-
quency, defined earlier. The envelope function then connects the peaks using linear interpolation
to construct the upper envelope of the VF segment.

The settings for linear interpolation and each of the findpeaks arguments were optimised
iteratively by visually assessing the goodness of the envelope fit. In this process, the 12-lead
VF recordings of thirty patients were inspected using different settings, resulting in the final
combination mentioned here.

Four new VFWC have been created to describe the fluctuation of the upper envelope e,
with n € {1,2,..., N} and the number of samples N = 4096. The mean of the upper envelope
(fluemean) and variance of the upper envelope (flucvar) are defined as:

N
fluemean = %Z ei, [fluemean] =mV, (2.15)
i=1
| X
flucvar = i Z[ei —u)?, [flucvar] = mV? (2.16)
i=1

with u the average value as defined by flucmean. The root-mean-square of the upper envelope
derivative (flucrms) and mean absolute amplitude of the upper envelope derivative (flucmaa)
describe how the upper envelope changes over time. They quantify this change using the time
derivative e),:

€n —€En—1

L 2.17

en TS ( )
for 2 < n < 4096 and with time step 75 = 1/ f. In this thesis, a mistake was made in defining this
derivative. 27, was used for the denominator rather than 7. The magnitude of the derivative
was therefore a factor 2 smaller as well as the magnitudes of the flucrms and flucmaa which were

computed by taking the root-mean-square and the mean absolute amplitude of the derivative:

fluecrms = | —— (€12,  [flucrms] = mVs™L, (2.18)

[flucmaa) = mVs™t. (2.19)

fluemaa = —— e

Organisation index

The organisation index (OI) describes the ratio between the power of the dominant frequency
and its harmonics combined and the total power given by the PSD estimate. The power of the
dominant frequency and its harmonics is defined as the area of the PSD estimate around the
peak with a bandwidth such that the border frequencies have an amplitude as large as 25% of
the peak itself.

Figure 2.8 shows an example of how the OI is computed. The first and highest peak of the
spectrum is the dominant frequency. The subsequent peaks represent its harmonics. The dark
coloured regions represent the areas around the peaks. The borders of the shaded areas are
those frequencies for which the amplitude is less than 25% of the peak amplitude. The ratio
between the sum of the shaded areas and the total area of the spectrum is the OI.

Detrended fluctuation analysis

Detrended fluctuation analysis (DFA) was first described by Peng et al. and offers a way to
analyse long-range correlations within a time series*®4°. In contrast to conventional time or
frequency domain analysis, this method is well-suited to analyse non-stationary data such as the
ECG.
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Figure 2.8: Power spectrum density estimate of a segment of ventricular fibrillation. The organ-
isation index is defined as the ratio between the shaded area and the total area of the spectrum.
DF: dominant frequency. Adapted from "Computerized analysis of the ventricular fibrillation wave-
form allows identification of myocardial infarction: a proof-of-concept study for smart defibrillator
applications in cardiac arrest", by J. Thannhauser et al, 2020, Journal of the American Heart Asso-
ciation.?’

DFA is performed according to the following steps and illustrated by figure 2.9. The offset
is corrected by subtracting the mean from the original time domain signal x,, after which it is
integrated by taking the cumulative sum:

N

Yn = Z[xz - xmean] (2.20)

=1

where z; is the ™ sample of z,,, Zmean its mean, y, the integrated signal and N the signal
length in samples. This is shown in the upper three panels (0), (1) and (2) of figure 2.9.
Then, the integrated signal y,, is divided into equally sized boxes of sample length b, with b €
{2122 . 2!2}, A least-squares line is fit to the data in each box to compute the local trend z,.
The detrended signal is then created by subtracting the local trend from the integrated signal y,,.
The local trend in each box and the corresponding detrended signal is shown twice in the lower
panels (3) and (4) of figure 2.9, for two different box sizes. The fluctuation F' as a function of
box size b is calculated by taking the root-mean-square of the detrended signal:

N
F(b) = ;;[yn — 2zn)2. (2.21)
The fluctuation F'(b) is plotted against b using logarithmic axes, as can be seen in panel (5) of
figure 2.9. The DFA scaling exponent « is the slope of the trend line estimated using linear
regression. Two trend lines can be used instead of one to ensure a better fit. This study uses DFA
scaling exponent 1 (DFA«1) and DFA scaling exponent 2 (DFA«2) as VFWC. Each « represents
the DFA on a different time scale. DFAal was created using small box sizes and therefore
describes the DFA on a short time scale between 0.002 and 0.064 seconds. DFAa2 was created
using large box sizes and covers the larger time scale between 0.128 and 4.096 seconds.
In general, the larger the value of «, the smoother the original signal. Hence, a small value
for o indicates that the signal fluctuates a lot while a large value suggests a smooth signal.*84
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Figure 2.9: The steps used in detrended fluctuation analysis. (0) The original signal over time. (1)
The original signal minus its mean. (2) The integrated signal. (3) The integrated signal divided

into equally sized boxes and their local trends.

(4) The integrated signal minus the local trends,

creating the detrended signal. (3) and (4) are shown twice for two different box sizes. (5) The
fluctuation of the detrended signal as a function of box size on logarithmic scales, quantified by
the scaling exponents a1l and «2. DFA: detrended fluctuation analysis, RMS: root-mean-square.
Adapted from "Computerized analysis of the ventricular fibrillation waveform allows identification
of myocardial infarction: a proof-of-concept study for smart defibrillator applications in cardiac
arrest", by J. Thannhauser et al, 2020, Journal of the American Heart Association.*”
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2.2.2 Analysing the ventricular fibrillation waveform

Using the aforementioned VFWC, the VF-waveform has been analysed for many different pur-
poses over the last years*®. It has been associated to several clinical outcomes and has been able
to predict some as well, such as shock success®®>8. Another relevant application is the use of
VFWC to diagnose underlying diseases. Of particular importance for this thesis is the influence
of old myocardial infarction (OMI) and AMI on the VF-waveform. This effect has been described
numerously; an overview of these studies is given in the following section. The succeeding sec-
tions will elaborate on two prediction methods applied in this thesis for the detection of MI
using VFWC.

The influence of myocardial infarction on the ventricular fibrillation waveform

Provided that an organised rhythm is present, QRS-T segment changes on the ECG allow for the
identification of a STEMI and in some cases a NSTEMI. The absence of this segment during VF
complicates the recognition of AMI. Hence, alternative methods of identifying AMI on the ECG
during VF are required.

Analysis of the VF-waveform seems to offer possibilities. Several studies on animals and
humans have suggested that MI alters VFWC. AMI induced in swine models by inserting a steel
plug in one of the coronary arteries resulted in decreased amplitude and frequency character-
istics of the subsequently induced VF>%-®, Similarly, human studies showed that AMSA was
reduced in patients with AMI®»%2, An OMI seems to affect VFWC in a similar way. The VFWC
in OMI swine were not altered as much as in AMI swine, but similar trends were described®3-4.
Supporting these findings, human studies comparing patients with OMI to patients without MI
showed significant decreases in VFWC such as the MAA, MS, FM, FD and AMSA*7:65.66 Table
2.1 shows an overview of animal and human studies that investigated VFWC changes caused by
ML



"UOIDJ1IQL IDJNOLIIUIA (A ‘Da.D win.a3oads Lomod
'VSd Xopul uonpsiupdlo :JO uouv)LIqL 4p)noLIuda pidsoy-fo-1no JAHO ‘“@dojs uvipaw (SN UOLDIDfUl [DIpUDI0AW I ‘OpnIjdwip 93njosqp upawl
VYW “Aouanba.f uvow :upow “ouanba.f uvipows 4 “ousnba.f Jupunuop :qq YIPMpuvq pAg Dop winuidads apmidwp SV pnindwp (JAYV

Ventricular fibrillation waveform analysis for detection of acute myocardial infarction

20

- 110 8 VSd ‘VSIAV ‘SN ‘VVIA IIN ON dA PI9NPUI 90Z | 0T0T v 8 39 Iosneyuuey,
T VSINY S9JUDIDJJIP JUBDYIUSIS ON IIN ON AAHO 91/ | 10T zo'T 19 URWS[INH
S9JUSIDJJIP JURIYIUSIS ON - IIN ON AAHO 0SY | 910T 1,'T€ 19 ouepIy
- I md T VSIAV B ad ‘W ‘VVIN IIN ON HA P20pul 061 | STOT g99'TB 19 sauuog
- T10®8 a4 IIN ON dA PI9NPUI 98T | ST0T go'T8 19 sauuog
T VSINV B SIN - IIN ON dAHO 10T | 600T 1o'T& 12 U2ZUIASE[O
- uonedo[ JIA 1k sadueyd Aduanbaiy | sjonuod oN AA PaONPUI 19 | 800T  (/'T€ 39 ZOUNA-ZIPURS
m.m.ﬁzuw ubwngy
T VSNV - IIN ON SUIMS 8% | STOC 69 T8 19 WISAODOIN
T VSINV B8 SIN S9JUDIDJJIP JUBDYIUSIS ON IIN ON UIMS O€ | T10Z o T8 19 IpU[
T VSNV 8 SIN - IIN ON auImMs 0Z | 010T go'T8 39 MIpUI
T VSNV 8 SIN - IIN ON 3UIMS 09 | 600C 0o T€ 39 qIpul
T M4 B dd ‘WA ‘uedwrg T M4 8 dd ‘N4 ‘uesur] IIN ON SUIMS £E | 800T g9’ T8 32 YIpU]
T Mg B dd ‘A ‘uedwrg - IIN ON UIMS /T | L00T 65 T8 39 IpU]
- 4+ Md T dd 8 N dIAV IIN ON S1BI 61 | 900T £oT8 39 YIpU]
wwwmu:uw NUE.::\
TIAL @Iy IIN PIO 7 sjonuo) uonendod Apmis 7 Teax Joymy

"U0130.4Dful 1DIPAD20AWL fO 102ffo Y3 2IDIIPUL SO1ISLL2IDDIDYD ULIOfPADM YT PUIYI] SMO.LID
Y] WLIOfoADM UOWID]JLIGL ID]NOLIIUIA YT UO UOIIIDJUl [DIP.IDIOAUL INID .10 P]O JO 2ouaMfUl 2Y] UO SIIPNIS UDWINY PUD [DUIUD JO MalAIAQD :]°Z 2]9D



Chapter 2 21

Multivariate logistic regression
The main principle

Multivariate logistic regression (MVR) is a traditional statistical method that uses multiple vari-
ables to create a regression model that predicts categorical outcomes. Continuous outcomes can
be estimated by linear regression. Categorical outcomes require logistic regression, the most
common form being binary logistic regression which distinguishes between two outcomes that
are coded 0 and 1.

Logistic regression estimates the probability of an outcome Y € {0,1} occurring given p
predictor variables X, X», ..., X;, according to the expression:

1

)= 1 + e~ (bot+b1 X1 +b2 Xo+...4bp Xp) (2.22)

where P(Y') is an abbreviation of the probability P(Y = 1|X), with e the base of the natural
logarithm, by a constant and b; the regression coefficient of the corresponding predictor variable
X; withi € {1,2,...,p}. This is a logarithmic transformation of the linear regression equation. It
allows the non-linear relationship between predictor variables and a categorical outcome to be
expressed in a linear way.

The regression coefficients b; are fitted to minimise the log-likelihood (LL) of the model:

N
LL =) [Yin(P(Y;)) + (1 - Y;)ln(1 — P(Y;))] (2.23)
=1

with N the number of cases and In the natural logarithm. This measure quantifies how close a
predicted outcome P(Y;) is compared to the actual outcome Y;, summed for all N cases. The
closer a predicted value is to the actual outcome, the smaller the LL and the more accurate the
regression model. The LL is often multiplied by —2 so it approximates a x? distribution.”?>~7>

Variable entry

Multivariate regression implies that multiple predictor variables are used to construct the model.
All available variables are included when using the forced entry method. A stepwise entry
method includes only a selection of variables. The forward stepwise method based on the like-
lihood ratio is used in this thesis and will be explained next.

The regression model begins with the constant by and without any predictor variables. Then
a stepwise process begins that adds a variable to the model in each step. Roa’s efficient score
statistic is computed for all variables that are not in the model at the beginning of each step.
This statistic resembles the likelihood ratio statistic but is less intensive to compute. A large
score statistic indicates that adding the variable to the model will increase its performance;
the variable with the largest score statistic and a p-value of <0.1 is added to the model. This
results in a decrease of the model’s -2LL, approximately the size of the Roa’s score statistic of
that variable, indicating that the model has become more accurate. The step ends by evaluating
the contribution of the already included variables. The difference between the original model
and the models in which one of the variables is removed is quantified by the likelihood ratio.
The statistical significance of this ratio can be retrieved from the x? distribution. If there is no
significant difference at a p-value of <0.1 between the model with and the model without the
variable, that specific variable is removed. Then the next step begins and the process is repeated
until no more variables are added or removed.”%7”3

The forward stepwise method of variable entry is an example of a wrapper type of feature se-
lection, where the performance of models with different input features is compared to determine
the best combination”®77.
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Interpretation of the model

When stepwise variable inclusion has finished, the final model is acquired. The model is defined
by a series of parameters for each of the included predictor variables.

The regression coefficients b; and constant by of equation (2.22) determine the role of each
predictor variable in that equation. The standard error SE of the constant and each regression
coefficient is computed as well, from which the Zj statistic can be computed:

b

70 =
0~ SE

(2.24)
with b representing a regression coefficient b; or constant by. This statistic follows an asymptotic
standard-normal distribution under most circumstances’®. The Wald statistic is then defined as
its square:

Wald = Z3. (2.25)

The square of a normal distribution has a y? distribution with one degree of freedom’®. There-
fore, the significance of the corresponding predictor variable can be computed. Variables usually
contribute significantly when they have been included in a stepwise fashion.

Besides the regression coefficient itself, exp(b) and its 95% confidence interval are computed
as well. This represents the odds ratio of the predictor variable which gives it a meaningful
interpretation. A unit increase of the variable means the odds of the outcome occurring are mul-
tiplied by the odds ratio. An odds ratio <1 therefore represents a negative correlation between
the variable and the outcome whereas an odds ratio >1 indicates a positive correlation.”?

Support vector machine

A support vector machine (SVM) is a binary classification technique that was developed mostly
in the 1990s”. An SVM relies on using a hyperplane to divide the feature space of observations
into two. The classification of an unseen test observation follows from the side of the hyperplane
on which it resides. Details on how the hyperplane is defined, how it acts as a classifier and how
it generalises to the concept of the SVM are explained in the following section.

Hyperplane

An n x p matrix X of n observations with p features can be described in a p-dimensional feature
space. Each observation x; = (z;1, 22, ..., Zip) has a class y; € {—1,1}. For instance, X might
be a 20 x 2 matrix. It then contains 20 observations with 2 features such as age and weight,
of which some observations belong to the class of patients with an MI (y = 1) while others
belong to the class of patients without an MI (y = —1). This data set can be described in a
2-dimensional plane, as is depicted in figure 2.10. The 1-dimensional line that divides the plane
into two separated spaces can be considered a hyperplane.

More generally, a hyperplane is defined as a (p — 1)-dimensional subset of the p-dimensional
feature space described by the equation:

Bo + Prx1 + Poxo + ... + Bpl‘p =0. (2.26)

If the equation holds for a point z = (x1, z9, ..., z,) it means that this point is located on the
hyperplane. If a point z is located on either side of the hyperplane, the left side of equation
(2.26) will be less or greater than 0, depending on the side of the hyperplane on which the point
resides. A hyperplane that completely separates the observations in X according to their class
labels y is called a separating hyperplane.
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Scatter plot of age and weight for n = 20
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Figure 2.10: 2-dimensional scatter plot of a data set with 20 observations and the two features age
and weight. The hyperplane is a 1-dimensional line that completely separating the two classes 'No
MT’ and "M

This means that

Bo + Brzia + Powia + ... + Bpwip > 0, if y; = 1, (2.27)

Bo + Brzi + Boiz + ... + Bpwip < 0, if y; = —1. (2.28)
This can alternatively be written as
yi(B] + Bo) >0 (2.29)

for all i = 1,2,...,n, with z; the i row vector of X and 8 = (51, 52, ...,Bp). The separating
hyperplane can then be used as a classifying function f(x):

f(a) = Ba® + Bo. (2.30)
A positive outcome means the test observation z belongs to the positive class y = 1; a negative
outcome means it belongs to the negative class y = —1.747°

Maximal margin classifier

For data sets such as the one shown in figure 2.10, infinitely many hyperplanes can be defined
that completely separate the two classes. The optimal hyperplane is the one with the largest
perpendicular distance, or margin M, to the nearest observations. A classifier based on the
optimal hyperplane is therefore called the maximal margin classifier (MMC).

Maximising M is an optimisation problem defined by:

max M
8,80
1 (2.31)

subject to myi(ﬁ:ﬁ? + Bo) > M

with i = 1,2,...,n. The factor 1/||3|| ensures that the distance of an observation to the hyper-
plane is expressed by the left side of the inequality. Any positively scaled multiples of 5y and 3
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satisfy equation (2.31), so they can be chosen such that||3|| = 1/M. Rephrasing the optimisation
problem as a minimisation of ||3|| rather than a maximisation of M:

o1
min = |82
8,80 2 (2.32)

subject to y;(Bz] + Bo) > 1

with ¢ = 1,2,...,n. Multiplying ||3|| by 1/2 and squaring it is done for convenience as it makes
the problem easier to solve. The problem can be solved by quadratic programming; this will
not be explained here. The solution will give values for 5 and (5, that define the optimal hyper-
plane.7475:80

Support vector classifier

In most real-world applications, classes cannot be separated completely so an MMC does not
work. Even if a separating hyperplane can be found, it might result in overfitting of the training
data and thus yield a low accuracy for test data. An extension to the MMC is the support
vector classifier (SVC). It allows some training observations to be classified incorrectly so the
hyperplane can separate the rest of the observations with a larger margin. The observations
that are on the margin or on the wrong side of the margin thereby define the position of the
hyperplane. These are known as the support vectors.
The corresponding optimisation is similar to the MMC problem but with added terms:

1 N

. 2

min — +C €

min 511817 +0 2
subject to ¢; > 0, yi(ﬁm;fr +6o) > 1—¢,

(2.33)

with ¢ = 1,2,...,n. The slack variables ¢ = (1, €9, ..., €,) are introduced to allow observations
to be misclassified. Correct classification of observation x; is quantified by ¢; = 0, classification
on the wrong side of the margin by 0 < ¢; < 1 and classification on the wrong side of the
hyperplane by ¢; > 1. C is non-negative parameter that dictates to what extent misclassification
is allowed. It is called the cost or the box constraint. As such, a high value of C' allows for few
misclassifications and a narrow margin. For the limit C' — oo the classifier becomes an MMC.
A low value of C results in more misclassifications and a wider margin. The SVC will therefore
have a lower accuracy on training data but will generalise better to unseen data.”*7>-80:81

Support vector machine

The SVC generally performs better than the MMC as it allows a soft margin. As it is a linear
classifier, its application is limited to linearly separable data sets, however. Non-linear data sets
cannot be separated properly with a linear classifier. A solution to this problem is enlarging
the original feature space by introducing polynomial terms of z; such as 2%, z%, ..., xfp, or even
higher orders. The hyperplane of the classifier will be linear in the enlarged feature space but
non-linear in the original feature space, which allows for boundaries that fit the data in a better
way. An SVC with this extension is called an SVM.

The solution 3 of the SVC optimisation problem given by equation (2.33) can be expressed
in the following way:

N
B=> diyix (2.34)
=1

with 0 < &; < C7>8081  Using equation (2.34), the solution f(x) of the classifying function
given by equation (2.30) can be written as

fl@)=>" awimia” + By (2.35)

€S
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in which ﬁo is the optimised value for 3y and collection S contains the indices ¢ with &; > 0.
These indices represent the support vectors and as such they are the only observations needed
to define the classifying function f (x). Leaving out the other observations decreases the compu-
tational cost which makes SVMs attractive.

A more general notation can be acquired by replacing z;2” by a kernel function K (z, z;):

fz) = Z ayi K (z,2;) + o (2.36)

€S

When the kernel function is the inner product such as in equation (2.35), the classifying function
is the linear SVC. An SVM can have other kernel functions as well. Popular alternative kernel
functions are the polynomial function K (x,z;) = (1 + z;27)¢ with d > 2 or the radial basis
function K (z, x;) = exp(—v||z — ;%) also known as the Gaussian. Such alternatives extend the
functionality of the SVM to classification of non-linear data.”47>80-81

2.2.3 Support vector machine for the detection of myocardial infarction
Model creation

VF-waveform analysis using an SVM was performed using the function fitcsym in MATLAB®
(version 2020a, MathWorks®, Natick, MA, USA). This function creates an SVM model based on
the n x p predictor matrix, the n x 1 outcome vector with class labels and a set of hyperparam-
eters. These hyperparameters include the box constraint C' and kernel function K (x,x;). For
Gaussian kernel functions the kernel scale can be chosen; for polynomial kernel functions the
polynomial order can be chosen. Additionally, the option to standardise the predictor matrix
is given. Finally, the misclassification cost can be altered so that false-positive predictions are
penalised heavier or lighter than false-negative predictions.

Quantifying model performance

The performance of the SVM can be quantified using the function crossval. This returns the
predictions and validation scores based on k-fold cross-validation which was for this thesis set
to k = 5. The validation scores and true class labels of the observations can then be entered into
the function perfcurve, which creates a receiver operating characteristic (ROC)-curve. For this
thesis, an additional input argument 'NBoot’ = 1000 was used to perform bootstrapping in order
to compute the 95% confidence interval of the ROC-curve. The area under the curve (AUC) was
used as a measure of model performance, as well as the sensitivity at the level of 80% specificity.

Hyperparameter optimisation

The hyperparameters of the SVM can be optimised automatically via the fitcsym function which
uses a Bayesian optimisation algorithm. The algorithm attempts to minimise the five-fold cross-
validation loss by varying all aforementioned hyperparameters except for the misclassification
cost. A maximum of 250 iterations was used to find the optimum for this thesis. Since Bayesian
optimisation is not reproducible, the above optimisation procedure was repeated ten times for
each SVM to evaluate the variation in the proposed hyperparameters between optimisation at-
tempts. The set of hyperparameters that reached the highest AUC was considered optimal. This
final combination was then used to train and cross-validate six SVMs with false-positive misclas-
sification costs of 1, 2.5, 5, 10, 15 and 20 respectively, keeping the false-negative cost at 1. The
misclassification cost that resulted in the highest AUC was chosen.

In this way, each set of input features led to a unique combination of hyperparameters and
a misclassification cost. These settings were used to create the SVMs described in chapters 4
and 5. An overview of the steps of the hyperparameter optimisation procedure is given in figure
2.11.
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Data:
n x p predictor matrix
n x 1 outcome vector

Hyperparameter
optimisation procedure

Bayesian optimisation of hyperparameters by
minimising the cross-validation loss, 250 iterations.
Repeated 10x.

|

Optimised
hyperparameters
(10x)

Ranking of hyperparameter sets based on the AUC

] Box constraint !
: Kernel function :
Final hyperparameters r-------- ' Kernel scale :

Polynomial order
Standardisation

Cross-validate SVMs with varying false-positive costs

6 cross-validated SVMs

Ranking of SVMs based on the AUC

Final SVM
to be used in analysis

Figure 2.11: Overview of the hyperparameter optimisation procedure. AUC: area under the curve,
SVM: support vector machine.
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3|Introducing the multi-electrode defibrillator patch:
A novel approach to diagnose a myocardial infarction
during ventricular fibrillation cardiac arrest

K.M. van der Sluijs!, J. Thannhauser?, M.A. Brouwer?
I Technical Medicine, University of Twente, Enschede, The Netherlands
2 Department of Cardiology, Radboud University Medical Center, Nijmegen, The Netherlands

Abstract

Out-of-hospital cardiac arrest (OHCA) is a major healthcare problem and still has a low survival
rate despite improvements over the past years. The defibrillator electrocardiogram (ECG) en-
ables waveform analysis of ventricular fibrillation (VF), the most commonly found shockable
rhythm. This offers an early, easily obtainable tool to gain insight into patient-specific infor-
mation. Multiple applications of VF-waveform analysis have been reported, such as predicting
defibrillation success. An application that requires further research is diagnosis of the disease un-
derlying the arrhythmia. Diagnosis of acute myocardial infarction (AMI) is particularly relevant
as it is the major cause of VF. Animal studies have already shown that AMI can be detected us-
ing the VF-waveform. Human studies have reported associations between the VF-waveform and
AMI as well, but no evidence currently exists that AMI can be detected from the VF-waveform
in the OHCA setting. This application may require a multi-lead ECG approach, as VF-waveform
analysis of 12-lead ECGs acquired during implantable cardioverter-defibrillator testing suggests.
Predictive models based on these data can help find the optimal lead combination needed to
detect AMI during VF. This gives direction to further research to move towards clinical imple-
mentation of a multi-electrode defibrillator.
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3.1 Current status

Out-of-hospital cardiac arrest (OHCA) is a major healthcare problem. It occurs frequently in
the Netherlands with an annual incidence rate of about 37 per 100,000 inhabitants and yields
a high mortality of approximately 77%*. OHCA can be regarded a complex and unique medical
emergency, of which outcomes strongly rely on community factors in the first phase, such as
arrest recognition, bystander cardiopulmonary resuscitation (CPR), activation of the emergency
medical services and availability of automated external defibrillators. Adequate treatment by
medical professionals in the subsequent phase consists of high-quality CPR, defibrillation, hos-
pital transportation, treatment of the underlying cause and post-arrest care. Technological ad-
vances have optimised these factors over the past years which has led to a steady increase in
OHCA survival'~3,

The current treatment for OHCA is protocolised and lacks an approach optimised for the
individual patient. The paddle electrocardiogram (ECG) obtained by the defibrillator is one of
the few available tools during OHCA and can provide patient-specific information. With use of
the paddle ECG, defibrillators can distinguish non-shockable from shockable cardiac rhythms
and apply defibrillatory shocks in case of the latter*. Besides the defibrillator’s therapeutic use,
the paddle ECG has been investigated for its diagnostic value. Especially in case of ventricular
fibrillation (VF), which is the shockable rhythm most commonly found in OHCA patients, the
VF-waveform provides an early, easily obtainable tool to provide patient-specific information
and has been the subject of study since the 1980s°~/. This paper provides an overview of the
current knowledge on the VF-waveform and an outlook on how VF-waveform analysis may be
used in the future to facilitate patient-tailored resuscitative strategies during OHCA.

3.2 The possibilities of the paddle electrocardiogram

One of the earliest analyses of the VF-waveform was in the 1980s when Weaver et al. described
how the amplitude of the VF is associated to arrest duration and chance of survival®. Similarly,
Brown et al. reported associations between the median frequency of VF in swine and arrest du-
ration, which they later used to predict downtime in other swine®'°. Additionally, they reported
a decrease in the median frequency of human VF as arrest duration increased'®. More research
on the VF-waveform followed, showing that the amplitude can predict the conversion to a stable
rhythm, hospital admission, hospital discharge and survival''12.

New ventricular fibrillation waveform characteristics (VFWC) have been introduced over
the years along with new applications’. Predicting defibrillation shock success is one of the
most studied uses of the VF-waveform'3. Strohmenger et al. reported associations between
frequency-related VFWC in swine and shock success'4. Later studies found that shock success
can be predicted using the VF-waveform as well'>18. Povoas et al. achieved this by using
the amplitude spectrum area (AMSA), a new measure quantifying the area of the amplitude
spectrum derived by fast Fourier transform of the ECG signal'’. Strohmenger et al. continued
their work in humans and found associations similar to those found in swine'®. In recent years,
Ristagno et al. have conducted retrospective studies and were able to predict shock success in
humans using the AMSA2%22, Their current randomised controlled trial investigates whether
real-time AMSA analysis during CPR can predict defibrillation success and optimise defibrillation
timing?3. This illustrates that VF-waveform analysis is ready for application in the resuscitation
setting and may thereby optimise treatment strategy.

Another relevant application for VFWC that is gaining interest is identification of the ar-
rhythmic cause. Detecting acute myocardial infarction (AMI) is of particular interest since it is
a frequent initiator of VF?4, Given that a severe AMI can often be recognised on a sinus rhythm
ECG, it is presumable that AMI alters the VF-waveform as well®°.

Animal studies performed by Indik et al. have indeed found associations between decreases
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in VFWC such as AMSA and presence of AMI or old myocardial infarction (OMI)?¢-28, Further-
more, Sherman et al. showed that frequency-related VFWC were lower in ischaemic swine than
in swine with electrically induced VF?°. Later work by Indik et al. showed that the AMSA and
slope of porcine VF can predict a return of spontaneous circulation and presence of AMI0-32,

Extending these findings to humans, Olasveengen et al., Bonnes et al. and Hulleman et
al. associated decreases in AMSA and median slope to presence of AMI or OMI®3-3>, These
associations suggest that real-time VF-waveform analysis may be used to detect AMI during out-
of-hospital ventricular fibrillation (OHVF). This is relevant as it may alter treatment strategy.
Early coronary angiography and percutaneous coronary intervention are associated with better
survival in OHCA patients with a restored rhythm3¢-#!. This suggests that OHVF patients with
AMI whose rhythm has not been restored will benefit from cardiac catheterisation as well. Re-
cent advances such as mechanical CPR and extracorporeal life support allow for transport and
cardiac catheterisation of patients without a perfusing rhythm. Yannopoulos et al. have shown
that such an aggressive treatment strategy may benefit coronary artery disease patients with re-
fractory VF#2. Early diagnosis of AMI during OHVF may therefore guide therapy and save lives
of patients who would otherwise have a small chance of survival.

3.3 The added value of the 12-lead electrocardiogram

So far, no prospective studies have been conducted that use the VF-waveform to detect AMI
during OHVF. However, Thannhauser et al. were able to detect OMI using VFWC recorded in
the setting of implantable cardioverter-defibrillator (ICD) testing®®. These results propose that
AMI can be detected using VFWC as well, since Indik et al. showed that the VF-waveform is
altered by AMI and OMI in the same way?8.

Noteworthy is that Thannhauser et al. had access to 12-lead ECGs of VF rather than the
single paddle ECG lead. Defibrillation testing during ICD implantation offers a unique setting to
acquire 12-lead ECGs of VF, which could never happen in regular clinical practice. These data
have led to several insights other than detecting myocardial infarction. Bonnes et al. reported
that the left ventricular mass and diameter affect the VF-waveform**. Furthermore, they showed
that the decreases in VFWC caused by OMI only occurred in the ECG leads aimed at the infarcted
site34. These findings suggest that the VF-waveform is patient-specific and that the severity and
location of underlying diseases play a role in the shaping of the VF-waveform.

An electrocardiographic description of the entire heart is therefore needed to reliably detect
an underlying disease such as AMI. Diagnosis of an anterior AMI during sinus rhythm with a
12-lead ECG requires inspection of the anterior leads. It is therefore likely that diagnosis of an
anterior AMI during VF requires inspection of an anterior lead as well. Since the paddle ECG is
limited to one direction, a multi-lead ECG seems necessary to detect all AMIs during VF.

Thannhauser et al. therefore used the VF-waveform of 12-lead ECGs as input for a support
vector machine (SVM) to detect OMIs*3. An SVM with the AMSA of all twelve leads was com-
pared to the AMSA of lead II alone, which can be considered a surrogate for the paddle ECG.
The 12-lead model was superior in detecting OMI, strengthening the hypothesis that a multi-
lead ECG can improve AMI detection during OHVF. Another interesting finding of this study was
that the discriminative ability of the 12-lead model was lower when multiple VFWC were used
rather than the AMSA alone. This suggests that a selection of input features for the SVM yields
better results than bluntly using all available VFWC.

3.4 The potential of a multi-electrode defibrillator patch

Presumably, a multi-lead ECG can detect AMI more accurately than the single lead of the paddle
ECG. However, clinical implementation is a long way off. The necessary protocol adaptations
require extensive testing to investigate the best way of acquiring a multi-lead ECG.
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Extra electrodes besides the two defibrillator pads are needed to obtain a multi-lead ECG.
A 12-lead ECG requires the time-consuming placement of ten electrodes, making it unfit for
the resuscitation setting. A minimal number of extra electrodes is therefore desirable, which
means that only certain leads can be obtained. These could be some of the twelve regular
leads but could include other leads as well, derived from non-conventional electrode placement.
A single patch containing multiple electrodes offers an attractive solution as the resuscitation
setting demands quick and easy placement of the extra electrodes. Even if such a patch is
developed, the question remains what the optimal number and position of additional electrodes
is for detecting AMI. Furthermore, the limited possibilities to adapt resuscitation protocols need
to be taken into consideration.

Analysis of 12-lead ECGs of VF acquired during ICD testing may help answer what the opti-
mal number and locations of additional electrodes is. Using such data in their proof-of-concept
study, Thannhauser et al. have demonstrated that basic use of an SVM can already detect an
OMI with an area under the receiver operating characteristic curve of 0.754%. Optimisation
of the SVM hyperparameters and substantiated selection of input features may improve this.
Comparing the SVM performance to that of traditional multivariate logistic regression models is
essential to establish whether an SVM approach is of added value at all.

Analysis using both traditional statistical methods and machine learning approaches may
propose an optimal method to detect OMIs using multi-lead VFWC based on the 12-lead con-
figuration. This gives direction to further research on non-conventional electrode placement,
moving towards the goal of a multi-electrode defibrillator patch to diagnose AMI during OHVF.

3.5 Conclusion

The VF-waveform contains useful information that can optimise treatment strategy of OHCA. An
ongoing trial on predicting shock success proves that real-time VF-waveform analysis to guide
therapy is feasible. Diagnosing AMI is another relevant application that deserves attention.
Recent results suggest that a multi-electrode ECG may facilitate this. Further research is needed
to find the optimal configuration of a multi-electrode defibrillator patch for diagnosing AMI
during OHVF.
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Abstract

Background: Out-of-hospital cardiac arrest has meagre survival rates despite improvements in
resuscitative care. Detection of acute myocardial infarction (MI) by ventricular fibrillation (VF)-
waveform analysis may facilitate individualised treatment strategies. In follow-up on previous
machine learning studies, optimisation of input features in terms of electrocardiogram (ECG)
leads and VF-waveform characteristics (VFWC) is needed. This study aimed to investigate the
effect of feature selection on the performance of machine learning models detecting old MI.

Methods: Adult patients were included from a prospective observational registry of implantable
cardioverter-defibrillator implantations (June 2010 - July 2017). Sets were created with 17, 391
and 51 VFWC from lead II, all twelve leads and lead II + V; respectively. These sets were used
as input features for models discriminating between patients with and without old MI. Feature
selection was applied to reduce the number of VFWC in each set, after which reduced models
were created. Model performance was assessed by receiver operating characteristic analysis.

Results: Of the 242 included patients, 137 had an old MI. Patients with MI were older and more
often male. The models based on lead II, all twelve leads and lead II + V; reached an area under
the curve (AUC) of 0.61, 0.78 and 0.71 respectively before feature selection. Feature selection
reduced the number of VFWC to 3, 10 and 5 and the resulting models reached AUCs of 0.58,
0.83 and 0.76 respectively.

Conclusions: Machine learning models for the detection of old MI based on multiple ECG leads
for which feature selection was applied reached numerically higher AUCs than the models for
which no feature selection was performed. Optimised models with input features selected from
two leads reached acceptable discriminative ability. The optimisation methods presented in this
study are promising and should be investigated in the out-of-hospital setting for the detection
of acute MI.
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4.1 Introduction

Out-of-hospital cardiac arrest (OHCA) is a major healthcare problem. In the Netherlands, the
incidence rate of out-of-hospital resuscitation is approximately 37 per 100,000 inhabitants, of
which only 23% survives to hospital discharge!. The current treatment of OHCA by the emer-
gency medical services is protocolised and does not take the underlying disease of the individual
patient into account. In case of ventricular fibrillation (VF), the most common shockable rhythm,
the most frequent underlying cause is acute myocardial infarction (AMI)>. A recent study
showed that novel, aggressive treatment strategies using mechanical cardiopulmonary resusci-
tation and extracorporeal life support may facilitate transport and intervention of AMI patients
with refractory VF, increasing the chance of successful resuscitation®. In-field identification of
AMI during OHCA may therefore save lives.

The paddle electrocardiogram (ECG) of the defibrillator is an early, easily obtainable tool
that can provide patient-specific information. Its current use is limited to distinguishing non-
shockable from shockable rhythms so that defibrillatory shocks can be applied as needed. More
useful information can be obtained by analysing the VF-waveform®. It has been used to predict
defibrillation shock success and good neurological outcome in OHCA®’. An ongoing randomised
controlled trial uses VF-waveform analysis to guide defibrillation and shows that real-time anal-
ysis is feasible®. Furthermore, the VF-waveform may hold information about underlying disease
of the heart®!0. As such, it may offer a way to detect the cause of the arrest.

Animal studies have shown that the VF-waveform, quantified by ventricular fibrillation wave-
form characteristics (VFWC), is affected by AMI'!-'>, Similar associations have been reported
in humans in case of old myocardial infarction (OMI), which is the rationale behind the use of
OMI as a surrogate for AMI in VF-waveform studies®!%16-18 A recent proof-of-concept study on
waveform analysis of VF induced for implantable cardioverter-defibrillator (ICD) testing showed
that OMI could be detected using machine learning models'®. Notably, models based on twelve
ECG leads could detect OMI more accurately than models based on lead II alone. Moreover, a
model based on the amplitude spectrum area (AMSA) alone led to better results than a model
created using all available VFWC, suggesting that feature selection is beneficial.

In follow-up on the aforementioned proof-of-concept study, optimisation of input features
might improve the performance of diagnostic models detecting OMI. The aim of this thesis was
therefore to investigate the effect of established feature selection methods and hyperparameter
optimisation on the ability of multi-lead machine learning models to distinguish patients with
OMI from patients without OMI.

4.2 Methods

4.2.1 Study population

The study population was derived from a prospective observational registry of first ICD or car-
diac resynchronisation therapy-defibrillator (CRT-D) implantations with defibrillation testing
performed at the Radboud University Medical Center (Radboudumc). Adult patients (age >
18) who received an ICD or CRT-D in the period between June 2010 and July 2017 were in-
cluded. Exclusion criteria were congenital heart disease and absence of an analysable 12-lead
ECG recording of the induced VF.

4.2.2 Data acquisition
Clinical characteristics

Clinical characteristics and the patient’s medical history were obtained from their medical records.
Data were obtained independently by at least two researchers to ensure inter-observer validity.
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A third reviewer checked in case of disagreement.

Ventricular fibrillation waveform characteristics

After the implantation procedure, VF was induced by T-wave shock, direct current pulses or 50
Hz burst pacing to assess if the device could adequately sense the arrhythmia and terminate
it by means of defibrillation. The approximately thirty-second period before, during and after
the induced VF was recorded with a 12-lead surface ECG using the BARD® LabSystem ' Pro
(Lowell, MA, USA) with a sampling frequency of 1000 Hz and a 16 bit A/D converter.

The data were analysed using MATLAB® (version 2020a, MathWorks®, Natick, MA, USA).
The 4.1-second segment (4096 samples) of VF prior to first shock delivery was selected manually
and pre-processed with a fourth order Butterworth bandpass filter with cut-off frequencies of 1
and 48 Hz. Visually identified artefacts were removed and replaced by linear interpolation. The
VFWC of the segment were computed for all twelve leads; a total of 391 VFWC were computed
per patient. An overview and mathematical description of each of the VFWC can be found in
subsection 2.2.1.

Study groups

Patients were divided into two groups based on whether or not they had an OMI. Reports in
their medical charts were evaluated for presence of an OMI, using the third universal definition
of myocardial infarction (MI) by the European Society of Cardiology?°.

4.2.3 Descriptive analysis

Clinical and VF-waveform characteristics were compared between the two study groups. Contin-
uous variables were reported as median [Q1-Q3] and categorical variables as number (percent-
age). Continuous variables were analysed using Mann-Whitney U tests and categorical variables
using Fisher’s Exact Test. A p-value of <0.05 was considered significant. All statistical analy-
ses were performed with IBM SPSS® Statistics software (IBM Corp. Released 2017. IBM SPSS
Statistics for Windows, Version 25.0. Armonk, NY: IBM Corp).

4.2.4 Predictive analysis
Set composition

Eight sets of VFWC were composed, each including a different combination of VFWC of different
ECG leads. Figure 4.1 shows how the eight sets 1A-8A were composed.
First, a selection of leads was made: lead II (sets 1A and 2A), all twelve leads (sets 3A

through 6A) or lead IT + lead V; (sets 7A and 8A). Lead II alone was studied because it re-
sembles the defibrillator lead. All twelve leads together were studied to evaluate all available
information combined. The combination of leads II and V; was used to investigate the potential
of a selection of leads and followed the preliminary research presented in appendix A.1.

The first four sets 1A-4A contained only regular VFWC. The last four sets 5A-8A contained
both regular and AV; VFWC. Therefore, sets 1A and 2A contained only regular VFWC of lead
II. Sets 3A and 4A contained only regular VFWC of all twelve leads. Sets 5A and 6A contained
both regular and AV; VFWC of all twelve leads. Sets 7A and 8A contained both regular and
AV; VFEWC of leads II and V3.

The final distinction within these pairs followed Mann-Whitney U tests that compared the
VFWC between the patients with and without OMI. The even-numbered sets included only those
VFWC with a p-value of <0.1. The odd-numbered sets were not subjected to this filter type of
feature selection and also contained VFWC with larger p-values.
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Figure 4.1: Composition of sets 1A-8A. VFWC: ventricular fibrillation waveform characteristics.

Prediction models

The eight sets were used as input features for models detecting OMI. Both a traditional statistical
approach of multivariate logistic regression (MVR) and a machine learning approach with a
support vector machine (SVM) was used. An overview of how the sets were used as input
features for the different models can be seen in figure 4.2.

Sets 1A through 8A were used as input for eight MVR models as well as eight SVM A models.
Only a selection of the VFWC in each set A was included in the MVR model, since a forward
stepwise method was used to enter variables. This wrapper type of feature selection resulted in
eight new sets named 1B through 8B, which formed the input for another eight SVM B models.
The hyperparameters of each of the sixteen SVMs were optimised according to the algorithm
explained in subsection 2.2.3. Moreover, all SVMs were subjected to five-fold cross-validation
before their performance was evaluated.

The effect of feature selection was studied for the lead II models, the 12-lead models and
the lead II + V; models, with specific focus on the SVMs of sets 1, 5 and 7. The set 7B SVM was
studied in more detail to evaluate the potential of an SVM with a selection of VFWC from two
leads.

The SVM A models of the three sets were compared to the corresponding SVM B models
to investigate the effect of the wrapper type feature selection of using fewer, more relevant
input features rather than using all of them. The comparison between the SVM B models of
the three sets and the corresponding MVR models was made to evaluate the added value of
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machine learning over a traditional statistical method. The wrapper type of feature selection was
expected to be of more influence on model performance than the filter type. The comparison
between the odd-numbered and even-numbered models to study the effect of the filter type
selection was therefore exploratory.

Prediction St A bemcmmmmmm » 1A
models oA
3A

MVR

5

(89) o
S8A
v

SetB  fr-m--mocfosoooo-s » 1B .
2B
v ' 3B
SVM B . 4B
(8x) . 5B |
' 6B !
7B !
. 8B !

- - - -

Performance measures (24x):
1) AUC
2) Sensitivity

Figure 4.2: Overview of the prediction models and the performance measures. AUC: area under the
curve, MVR: multivariate logistic regression, SVM: support vector machine.

Outcome measures

Two outcome measures were used to assess the discriminative ability of the twenty-four models,
with a specific focus on the set 1, 5 and 7 SVMs: the area under the curve (AUC) of the receiver
operating characteristic (ROC) and the sensitivity.

For the MVR models, the 95% confidence interval of the AUC was acquired from a non-
parametric estimation of the standard error of the AUC. The confidence interval of the AUC of
the SVMs was computed using a bootstrap procedure with 1000 replicas.

The sensitivity was measured at a level of 80% specificity. A high specificity for detecting
MI is desirable for future use during a resuscitation. In this setting, unnecessary transport of
false-positive AMI patients is more detrimental than refraining from transport of false-negative
AMI patients. A threshold with a high specificity was therefore used to measure the sensitivity.
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4.2.5 Subgroup analysis

In order to explore which clinical factors were associated to the classification by an SVM created
with only VFWC as input features, a subgroup analysis was performed using the set 7B SVM.
The patients were divided into tertiles based on their classification score, a measure of the like-
lihood of having OMI. The three subgroups thereby represented low, intermediate and high risk
patients. Baseline characteristics related to cardiac mass or function that could be of influence
on the VF-waveform were compared between the subgroups.

Continuous variables were reported as median [Q1-Q3] and compared using Kruskal-Wallis
tests. In case of significant differences, pairwise comparisons with Bonferroni correction were
performed. Categorical variables were reported as number (percentage) and compared using
the Mantel-Haenszel test for linear-by-linear association. A p-value of <0.05 was considered
significant.

4.3 Results

4.3.1 Study population

A total of 378 patients who underwent an ICD or CRT-D implantation between June 2010 and
July 2017 were registered. A 12-lead ECG of the period around the induced VF was captured in
250 patients, of which 8 could not be analysed due to artefacts. Figure 4.3 shows an example
ECG of lead II. In total, 242 patients were analysed, of which 105 (43.4%) did not have an OMI
and 137 (56.6%) did. Figure 4.4 shows a flowchart with the amounts of patients registered and
analysed.

4.3.2 Descriptive analysis

Clinical characteristics

The median age of the 242 patients was 64.0 years [55.0-72.0] and 185 (76.4%) were male.
Compared to the patients without OMI, the patients with OMI were older (67.0 vs. 59.0 years,
p<0.001) and a larger proportion of them was male (82.5% vs. 68.6%, p=0.014). Out of
the 137 patients with OMI, 52 (38.0%) had an anterior MI, 67 (48.9%) had an inferior MI,
10 (7.3%) had both and the MI location was unknown for the last 8 patients (5.8%). Patients
in the OMI group received antiplatelet and cholesterol reducer medication more often than
patients without OMI (p<0.001 for both). Table 4.1 shows all baseline characteristics of the
study population.

Ventricular fibrillation waveform characteristics

Mann-Whitney U tests were performed to investigate differences in VFWC of all leads between
the groups of patients with and without OMI. Appendix A.2 contains tables A.3 and A.4 that
show the p-values of all 391 VFWC and table A.5 summarises their contents.

The VFWC with the most pronounced differences between the groups were the mean abso-
lute amplitude, median slope, AMSA and power spectrum area, as well as their AV; variants.
Most VFWC were decreased in case of OMI.
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Figure 4.3: A lead II electrocardiogram of ventricular fibrillation acquired during defibrillation
testing. Initially, sinus rhythm is present. Then ventricular pacing starts and a direct current shock
is applied. This is induces ventricular fibrillation which is terminated by a defibrillation shock after
which sinus rhythm returns. SR: sinus rhythm, VF: ventricular fibrillation, VP: ventricular pacing.
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Figure 4.4: Flowchart of the patient inclusion process. CRT-D: cardiac resynchronisation therapy-
defibrillator, ECG: electrocardiogram, ICD: implantable cardioverter-defibrillator, OMI: old myocar-
dial infarction, VF: ventricular fibrillation.
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4.3.3 Predictive analysis
Set composition

The number of VFWC in each of the sets 1A-8A as determined by figure 4.1 can be seen in
figure 4.5. The wrapper type of feature selection of forward stepwise entry by MVR reduced
the number of VFWC to compose sets 1B-8B. Sets 1A, 5A and 7A with 17, 391 and 51 VFWC
respectively were reduced to sets 1B, 5B and 7B containing 3, 10 and 5 VFWC. An overview of
the VFWC in each set can be found in appendix A.3.

Prediction models

The sets were used to create twenty-four prediction models in total, eight models of MVR, SVM
A and SVM B each. The optimised hyperparameters of the SVM A and SVM B models can be
found in table A.7 in appendix A.4. Figure 4.6 shows the areas under the ROC-curves of the
twenty-four prediction models. The 95% confidence interval is depicted using error bars. Figure
4.7 shows the sensitivities of the models measured at the level of 80% specificity.

Lead II models

The lead II models reached AUCs around 0.6 and sensitivities around 0.3. The SVMs of sets 1A
and 1B achieved AUCs of 0.61 and 0.58 with sensitivities of 0.26 and 0.24 respectively.

12-lead models

The set 3 and 4 models based on twelve leads without AV; VFWC reached AUCs just below 0.8;
sensitivities around 0.6 were observed. The set 5 and 6 models of twelve leads with AV; VFWC
had AUCs just above 0.8 and sensitivities just above 0.65. The set 5A and 5B SVMs had AUCs of
0.78 and 0.83 respectively. The corresponding sensitivities were 0.66 and 0.68.

Lead IT + V; models

The models with VFWC from leads II and V; had AUCs around 0.75 and sensitivities just above
0.5. The set 7A SVM had an AUC of 0.71 and a sensitivity of 0.53. The ROC-curve of the set 7B
SVM is shown in figure 4.8. This model reached an AUC of 0.76 and a sensitivity of 0.55.

_______

PsetAl | 1A 2A 3A 4A 5A 6A 7A 8A
() | G7) (6) (204) (90) (391) (170) (51) (20)
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Figure 4.5: Overview of the number of ventricular fibrillation waveform characteristics in sets 1A-

8A and 1B-8B. The forward stepwise entry method of multivariate logistic regression was used to
create subselections of sets A that composed sets B. MVR: multivariate logistic regression.
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Table 4.1: Baseline characteristics of the study population. Continuous variables are medians [Q1-
Q3], categorical variables are n (%). Significant p-values are printed in bold.

All patients No OMI OMI p-value
n=242 n=105 n=137

Age (years) 64.0 [55.0-72.0] 59.0 [48.0-68.0] 67.0 [61.0-74.0] <0.001
Male gender 185 (76.4) 72 (68.6) 113 (82.5) 0.014
OMI 137 (56.6) 0 (0) 137 (100) -
Anterior 52 (21.5) - 52 (38.0) -
Inferior 67 (27.7) - 67 (48.9) -
Both 10 (4.1) - 10 (7.3) -
Unknown 8 (3.3) - 8 (5.8) -
BMI (kg/m?) 26.2 [23.9-29.0] 25.6 [23.0-28.8] 26.6 [24.5-29.1] 0.039
Hypertension 100 (41.5) 37 (35.2) 63 (46.3) 0.088
Diabetes mellitus 53 (22.0) 18 (17.1) 35 (25.7) 0.119
Atrial fibrillation 70 (28.9) 28 (26.7) 42 (30.7) 0.568
Primary prevention 152 (62.8) 72 (68.6) 80 (58.4) 0.110
CRT-D 67 (27.7) 35 (33.3) 32 (23.4) 0.051
QRS duration (ms) 118 [100-140] 120 [101-150] 116 [99-136] 0.372
LVEF (%) 35.0 [28.0-45.3] 35.0 [27.0-46.0] 35.0 [28.0-45.0] 0.730
LVIDd index (cm/m?) || 3.00 [2.70-3.30] 3.00 [2.69-3.26] 3.00 [2.70-3.30] 0.996
LV dilation 40 (17.9) 18 (19.1) 22 (17.1) 0.726
LV mass index (g/mz) 113.0 [91.1-134.1] | 113.8 [87.0-136.0] 111.1 [95.0-132.7] 0.919
Creatinine (umol/L) 85 [72-104] 85 [71-101] 87 [74-106] 0.348
Beta blocker 217 (90.0) 91 (86.7) 126 (92.6) 0.135
ACEI or ARB 204 (84.6) 84 (80.0) 120 (88.2) 0.104
Aldosteron antagonist || 96 (39.8) 40 (38.1) 56 (41.2) 0.691
Diuretics 117 (48.5) 48 (45.7) 69 (50.7) 0.516
Antiplatelet 143 (59.3) 38 (36.2) 105 (77.2) <0.001
Anticoagulation 98 (40.7) 40 (38.1) 58 (42.6) 0.510
Cholesterol reducer 163 (67.6) 43 (41.0) 120 (88.2) <0.001
Amiodarone 30 (12.4) 10 (9.5) 20 (14.7) 0.245

ACEI: angiotension converting enzyme inhibitor, ARB: angiotensin receptor blocker, BMI: body mass
index, CRT-D: cardiac resynchronisation therapy-defibrillator, LV: left ventricular, LVEF: left ven-
tricular ejection fraction, LVIDd: left ventricular internal diastolic diameter, OMI: old myocardial

infarction.

4.3.4 Subgroup analysis

The classification scores of the set 7B SVM are shown in figure 4.9 and were used to create
subgroups. The baseline characteristics of the three subgroups are shown in table 4.2. The
weight of the patients was different between the three groups (p<0.008). Low risk patients
had lower weights than high risk patients (p<0.003). Furthermore, diuretics use showed a
linear trend between the subgroups (p<0.011). Higher classification scores were accompanied

by more diuretics use.
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Figure 4.8: Receiver operating characteristic curve of the set 7B support vector machine with VFWC
of leads IT and V. The green shaded area represents the 95% confidence interval of the area under
the curve, which is presented in the upper-left corner as AUC [lower bound - upper bound]. Point
P represents the working point set at a specificity of 80% and displays the corresponding sensitivity
and accuracy. AMSA: amplitude spectrum area, AUC: area under the curve, BW: bandwidth, FM:
median frequency, ROC: receiver operating characteristic, SVM: support vector machine, VFWC:
ventricular fibrillation waveform characteristics.
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Subgroup division using classification scores of the set 7B support vector machine
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Figure 4.9: The classification scores of the set 7B support vector machine shown for the two study
groups of patients without ("o’) and with old myocardial infarction (x’). All patients were divided
into tertiles based on their classification scores which led to three subgroups. The threshold between
the low risk and intermediate risk subgroups is at -1.30; the threshold between the intermediate
risk and high risk subgroups is at -0.68. OMI: old myocardial infarction.

Table 4.2: Baseline characteristics of the subgroups based on tertiles of the classification scores
of the set 7B support vector machine. The threshold between the low risk and intermediate risk
subgroups is at -1.30; the threshold between the intermediate risk and high risk subgroups is at
-0.68. Continuous variables are medians [Q1-Q3], categorical variables are n (%). Significant
p-values are printed in bold. Significant post-hoc test results are indicated by an asterisk ().

Low risk Intermediate risk  High risk p-value

Demographics
Age (years) 62.0 [55.0-70.0] 65.0 [51.0-74.0] 67.0 [58.0-72.0] 0.064
Weight (kg) 75 [66-871" 82 [71-90] 83 [74-91]" 0.008
Hypertension 29 (36.7) 35 (44.9) 35 (44.3) 0.376
Diabetes mellitus 11 (13.9) 22 (28.2) 20 (25.3) 0.105
Primary prevention 49 (62.0) 45 (57.0) 55 (69.6) 0.366
LV mass related
LV mass index (g/m?) | 118.8 [84.6-136.6] 113.0 [97.6-134.2] 110.5 [90.1-132.0] 0.937
LV mass index (cat.) 0.525

Low mass 24 (37.5) 20 (28.6) 23 (33.8)

Medium mass 15 (23.4) 25 (35.7) 27 (39.7)

High mass 25 (39.1) 25 (35.7) 18 (26.5)
Heart failure related
QRS duration (ms) 116 [99-148] 112 [98-130] 125 [102-152] 0.142
LVEF (%) 35 [28-50] 35 [28-48] 33 [27-41] 0.105
CRT-D 21 (26.6) 20 (25.3) 25 (31.6) 0.536
LV dilation 15 (21.1) 11 (15.3) 14 (18.7) 0.750
ACEI or ARB 62 (78.5) 68 (86.1) 69 (88.5) 0.100
Diuretics 32 (40.5) 35 (44.3) 48 (61.5) 0.011
Antiarrhytmic drugs
Beta blocker 71 (89.9) 69 (87.3) 73 (93.6) 0.504
Amiodarone 9 (11.4) 11 (13.9) 10 (12.8) 0.812

ACEI: angiotensin converting enzyme inhibitor, ARB: angiotensin receptor blocker, CRT-D: cardiac
resynchronisation therapy-defibrillator, LV: left ventricular, LVEF: left ventricular ejection fraction.
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4.4 Discussion

4.4.1 Main findings

In this study, the effect of feature optimisation on the performance of multi-lead machine learn-
ing models was studied. SVMs with as input VFWC of lead II, all twelve leads and leads IT + V;
reached AUCs of 0.61, 0.78 and 0.71 respectively before feature selection was applied. Feature
selection reduced the number of VFWC from 17 to 3, from 391 to 10 and from 51 to 5. The
models based on these reduced sets of input features reached AUCs of 0.58, 0.83 and 0.76.
Overall, the 12-lead models reached the highest AUCs and sensitivities, followed by the lead II
+ V; models and the lead II models. Moreover, the SVM B models reached numerically higher
AUCs and sensitivities than the corresponding SVM A models. The highest AUCs and sensitivities
were observed for the MVR type models.

Since the 12-lead models were created with the most data, it is not surprising that these
models reached the highest outcomes. Interestingly, the SVM B based on leads II and V; reached
an AUC of 0.76, which can be considered acceptable?!. This AUC was closer to the AUCs of
the 12-lead models than those of the lead II models. This suggests that not all twelve leads
contributed evenly to the discriminative ability of those models. Presumably, relatively unique
and uncorrelated information is offered by leads II and V; because of their nearly orthogonal
configuration within the patient. This could explain why the addition of lead V; resulted in
models with markedly higher AUCs. It demonstrates that using multiple leads is a sensible way
of gaining more insight into the underlying disease.

Notably, the SVM B models reached higher AUCs than their SVM A counterparts. Since all
SVMs were subjected to an optimisation of hyperparameters, this contrast is likely attributable to
differences in input features. The wrapper method of forward stepwise variable entry therefore
appeared to be effective. Applying the filter method prior to the wrapper method seemed to
remove valuable information as the even-numbered models reached lower outcomes than the
odd-numbered variants.

The observed AUCs of the MVR models were higher than those of the SVM models. A
possible explanation for this is that the SVM models were subjected to five-fold cross-validation
whereas the MVR models were not cross-validated. The MVR models might therefore have
been overfitted and might have produced worse results when unseen test data had been used
to evaluate the performance. In order to estimate the size of this effect, the SVMs were once
recreated without cross-validation; these models have not been reported here. The models
reached AUCs markedly higher than those of the cross-validated SVMs and MVR models. The
performance of the MVR models observed in this study is therefore likely overestimated. Further
research with cross-validated MVR models is required to confirm this hypothesis.

4.4.2 Comparison to previous studies

The relationship between MI presence and the VF-waveform has been described numerously
before. Early work in swine models showed that OMI and AMI change the VF-waveform in a
similar way'!"!°. Human studies have demonstrated that AMI alters VFWC in the setting of
OHCA as well'”>!8, The data used in the current study show similar changes of the VF-waveform
caused by OMI and have been reported before®-'°,

This study exploited these VF-waveform changes to produce models for the detection of
OML. It is thereby a follow-up on the earlier proof-of-concept study on VF-waveform analysis of
12-lead ECGs with a machine learning approach'®. In comparison, the current study employed
a more thorough method for the optimisation of SVM hyperparameters and included models
with new lead combinations. In addition, this study focused on the effect of established feature
selection methods on model performance®?23. The approach of applying univariate analysis to
identify potential predictors for a multivariate model is considered a filter method. This was
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done in the current study by using the p-values of Mann-Whitney U tests on VFWC to compose
the even-numbered sets of input features. The forward stepwise method for variable entry
utilised by MVR could be considered a wrapper method, comparing the performance of models
with different input features to determine the best combination. The employed methods of
feature selections resulted in a lead II + V; model with an AUC comparable to those of the
12-lead models described in the proof-of-concept study. These methods of feature selection thus
appeared to be effective.

4.4.3 Implications

The results of this study are in line with the findings of the proof-of-concept study mentioned
earlier on detection of OMI using machine learning analysis of the VF-waveform!®. The current
study has shown that fine-tuning of the SVM hyperparameters and input features might improve
the discriminative ability of the models. A wrapper method such as forward stepwise variable
entry appears to be an effective way of removing redundant variables. Combining multiple fea-
ture selection methods may result in an excessive removal of predictor variables and a decrease
of performance, however.

Similar to the proof-of-concept study, the ability of the models to detect OMI was better
when using multiple ECG leads'®. Given that the waveform changes imposed by OMI and AMI
are similar, multi-lead models may facilitate AMI detection in the OHCA setting. Developing
such models is a future prospect, however, as clinical trials are required to obtain multi-lead
out-of-hospital VF data. Moreover, this study and previous work have shown that single lead
models can detect OMI as well'®. A first step would therefore be to translate the methods of
this study to the out-of-hospital setting with the paddle ECG being the only available lead. This
would give insight into the potential of diagnostic machine learning models for in-field detection
of AMI and could warrant future research on the development and implementation of a multi-
lead defibrillator ECG.

Furthermore, the subgroup analysis of this study has given insight into how an SVM with
only VF-waveform based input features discriminates between patients with and without OMI.
Nearly none of the clinical factors was different between the subgroups based on the SVM clas-
sification scores. This implies that the information in the VF-waveform is different from the
information given by these clinical characteristics. This offers possibilities, as adding clinical
factors to the model, such as age or gender, will supply unique information that might improve
its discriminative ability.

4.4.4 Limitations

A limitation of the current study is that VF was induced electrically. Differences in waveform
characteristics have been known to exist between electrically induced VF and spontaneous
VF?426_ Moreover, this study attempted to detect OMI whereas the OHCA setting requires a
method to detect AMI. This questions the generalisability of the current approach to the out-
of-hospital setting with spontaneous VF caused by AMI. However, animal and human studies
have suggested that the VF-waveform changes imposed by OMI are more abundant in case of
AMI'215.18.27  This suggests that the machine learning approach of VF-waveform analysis for
the detection of OMI may perform better in the OHCA setting for the detection of AMI.

Moreover, in the current study only the initial phase of VF was analysed. The data did
therefore not contain information about how the VF-waveform evolves over time. This lack of
temporal information may have limited the performance of the models presented here. This
means, however, that the current results may underestimate the performance of future in-field
models that will have the possibility to analyse the VF-waveform over time. Detection of AMI
in the out-of-hospital setting might therefore in the future be more accurate than this study in
experimental setting suggests.
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Considering that machine learning approaches are most suitable for large data sets, the small
amount of patients in this study poses another limitation. Nonetheless, the SVMs reached accept-
able discriminative abilities based on the AUCs. Future research with a larger study population
might improve the accuracy of the models.

4.4.5 Conclusion

This study has demonstrated that feature selection and optimisation of hyperparameters might
improve the performance of multi-lead machine learning models for the detection of OMI. Op-
timised models with input features selected from two leads reached acceptable discriminative
abilities, performing on par with models based on twelve leads described in earlier work. These
results are promising and warrant exploration of multi-lead models in clinical trials. Further
research should investigate the effect of the proposed optimisation process on models detecting
AMI in the setting of OHCA.
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Abstract

Background: Out-of-hospital ventricular fibrillation (VF) has dismal survival rates despite im-
provements in resuscitative care. Detection of acute myocardial infarction (AMI) by VF-waveform
analysis may facilitate patient-tailored treatment strategies. This study aimed to identify pre-
dictors and assess the discriminative ability of machine learning models for the detection of AMI.

Methods: Adult patients with non-traumatic out-of-hospital VF transported to the Radboud
University Medical Center were included (November 2005 - January 2011). VF-waveform char-
acteristics (VFWC) were computed for the last three seconds before the first and second defibril-
lation shock. Selections of VFWC from the first, second, or both segments combined were used
as input for models discriminating between patients with and without AMI. Model performance
was assessed by receiver operating characteristic analysis.

Results: A total of 102 patients was included, of which 62 had an AMI. The VFWC amplitude
spectrum area, detrended fluctuation analysis 2, median slope and flucvar were predictors for
AMI. Models with VFWC of the first and second VF segment as input features had an area under
the curve (AUC) of 0.74 and 0.72 respectively. Models with VFWC of both segments combined
reached an AUC of 0.76.

Conclusions: Amplitude and organisation-related VFWC were predictors for AMI. Machine
learning models with selections of VFWC had acceptable discriminative ability for detecting
AMI. The proposed machine learning approach is promising and may facilitate an individualised
treatment strategy by identifying patients with AMI during out-of-hospital VF.
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5.1 Introduction

Ventricular fibrillation (VF) is the presenting cardiac rhythm in about 30% of all out-of-hospital
cardiac arrest (OHCA) and carries dismal survival despite improvements in the chain of care'2.
Various initiatives have been taken over the last years that have increased the rate of lay person
cardiopulmonary resuscitation (CPR) and automated external defibrillator (AED) use, yet there
still is room for improvement>*.

In the quest towards patient-tailored therapeutic options, early recognition and treatment of
the underlying arrest cause have been suggested>°. Recent case series demonstrated a potential
benefit of early transportation and intervention in patients with refractory VF, in case the un-
derlying cause was acute myocardial infarction (AMI)”. However, diagnosis of AMI is currently
restricted to patients in whom return of spontaneous circulation (ROSC) is achieved, precluding
early aetiology-driven resuscitative interventions®®. A more timely diagnosis of a reversible ar-
rest cause such as an AMI, may pave the way for individualised treatment strategies, potentially
improving outcomes.

A possible way for in-field identification of AMI patients may be by analysing the VF-waveform
of the defibrillator electrocardiogram (ECG). Animal and human studies have demonstrated that
both old myocardial infarction (OMI) and AMI affect morphological characteristics of the VF-
waveform!%-13, A recent human study on induced VF showed that a machine learning diagnostic
approach with VF-waveform information as input enables detection of an OMI'4. The study pre-
sented in chapter 4 of this thesis demonstrated that optimisation of input features improved the
performance of those models. Although VF-morphology may differ between electrically induced
and spontaneous VF, these studies showed the promising potential of VF-waveform analysis for
diagnostic purposes!>1°.

As of yet, it is unknown whether the aforementioned results for detecting OMI in induced VF
and optimisation of input features apply for early, in-field detection of AMI and spontaneous VF.
It is also unknown which ventricular fibrillation waveform characteristics (VEWC) are essential
for such discriminative models. Therefore, this study focused on identification of patients with
an AMI as the underlying cause of OHCA in a real-world cohort using the VF-waveform. The aim
was to identify predictors and to assess the discriminative ability of machine learning models
for the detection of AMI using optimised input features.

5.2 Methods

5.2.1 Study population

All consecutive OHCA patients resuscitated between November 2005 and January 2011 by the
emergency medical services (EMS) of region Gelderland-Zuid (The Netherlands) were regis-
tered. Adult patients (age > 18) with VF as the first observed rhythm who were transported
to the Radboud University Medical Center (Radboudumc) in Nijmegen were eligible for inclu-
sion. Exclusion criteria were traumatic OHCA, a defibrillation shock delivered by an AED or
implantable cardioverter-defibrillator (ICD) before EMS arrival, prematurely stopped resuscita-
tion, absence of an analysable ECG recording and lack of clinical information to determine the
arrest aetiology.

5.2.2 Data acquisition

Clinical characteristics

Demographic, clinical and arrest characteristics according to the 2004 Utstein-style definitions
were collected using EMS and hospital records'’. ECG tracings were recorded during resuscita-
tion using the paddles of a LIFEPAK 12 defibrillator (Physio-Control, Redmond, WA, USA) with
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a sampling frequency of 125 Hz. Biphasic shocks were delivered manually at energy levels of
200-360-360 Joule.

Ventricular fibrillation waveform characteristics

ECG recordings were pre-processed with a fourth order Butterworth bandpass filter with cut-off
frequencies of 1 and 48 Hz. A graphical user interface developed in MATLAB® (version 2020a,
MathWorks®, Natick, MA, USA) was used to review each ECG and select periods of VF without
chest compressions.

Two segments were derived from these periods, each with a duration of three seconds (375
samples): the last segment before the first defibrillation shock (VF;) and if availble the last
segment before the second defibrillation shock (VF2). Both VF; and VF; had to occur within
a maximum of thirty seconds before the shock. Patients who received only one defibrillation
shock did not have a VF, segment.

Seventeen VFWC were computed for both segments to quantify the VF-waveform. Details
on the computation of the VFWC can be found in subsection 2.2.1. Additionally, the differences
between the VFWC of VF; and VF, (A;2) were computed, resulting in seventeen extra VFWC.
Patients with two or more defibrillation shocks therefore had a total of 51 VFWC while patients
with one shock had 17.

Study groups

Patients were divided into two groups based on whether or not they had an AMI at the time
of resuscitation. Only patients for whom it was nearly certain that the AMI was the underlying
cause of the arrest were included in the AMI group in order to avoid false-positives. For this
study, AMI was therefore defined as presence of myocardial infarction according to the third
universal definition, as well as presence of an acute coronary occlusion according to either of
the following two criteria'®. The first criterion was new ST-segment elevation of >0.1 mV on a
post-arrest ECG with organised rhythm. A higher cut-off was applied for leads V5 and V3: >0.15
mV for women and >0.2 mV or >0.25 mV for men older or younger than 40 years old respec-
tively. The second criterion was an intracoronary thrombus or acute occlusion identified by an
experienced interventional cardiologist on an acute coronary angiography or by a pathologist
on autopsy.

5.2.3 Descriptive analysis

Clinical and VF-waveform characteristics were compared between the two study groups. Con-
tinuous variables were reported as median [Q1-Q3] and categorical variables as number (per-
centage). Continuous variables were compared using Mann-Whitney U tests and categorical
variables using Fisher’s Exact Test. A p-value of <0.05 was considered significant.

Additionally, the median and [Q1-Q3] of some commonly used VFWC were reported side
by side for the current study population as well as the study population described in chapter
4. The waveform characteristics of this population described VF induced electrically during ICD
implantation procedures. They were reported in this study to demonstrate waveform differences
between electrically induced VF and spontaneous VF caused by ischaemia.

All statistical analyses were performed with IBM SPSS® Statistics software (IBM Corp. Re-
leased 2017. IBM SPSS Statistics for Windows, Version 25.0. Armonk, NY: IBM Corp).
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5.2.4 Predictive analysis

Set composition

Six sets of VFWC were composed, each including a different combination of VFWC of different
VF segments. Figure 5.1 shows how the six sets 1A through 6A were composed.
First, a selection of segments was made: VF; alone (sets 1A and 2A), VF, alone (sets

3A and 4A) or VF; + VF; + A combined (sets S5A and 6A). The two segments alone were
studied to assess the value of the VF-waveform at the two different moments. The segments and
their differences combined were studied to investigate if combining information about different
phases of the resuscitation would improve discriminative ability.

The distinction between the two sets within the three pairs was based on Mann-Whitney U
tests that compared the VFWC between the patients with and without AMI. The even-numbered
sets included only those VFWC with a p-value of <0.1. The odd-numbered sets contained VFWC
with larger p-values as well.

SetA | VF1 | | VF2 |
COI]lpOSlthH

17 17
VEWC VEWC
17
A1,2 VFWC
—
[ All VFWC or VFWC with p<o.1
I I I |
All p<0.1 All p<0.1

4 v All p<0.1 4 4

| [BE
po

Figure 5.1: Composition of sets 1A-6A. VF;: the last segment before the first defibrillation shock,
VF,: the last segment before the second defibrillation shock, VFWC: ventricular fibrillation wave-
form characteristics, Ay 2: the differences between the ventricular fibrillation waveform character-
istics of VF; and VF,.
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Prediction models

The six sets A were used as input features for six support vector machine (SVM) A models and six
multivariate logistic regression (MVR) models. The wrapper type feature selection of forward
stepwise entry reduced the number of variables included in the MVR models. The included
variables composed the six sets B, which were used as input for the corresponding six SVM B
models. The hyperparameters of the twelve SVMs were optimised according to the algorithm
explained in subsection 2.2.3. Figure 5.2 shows an overview of how the sets were used as input
features for the different models. The SVMs were subjected to five-fold cross-validation.

The results of the study presented in chapter 4 suggested that a wrapper type of feature
selection applied on an SVM produces the most accurate models. The performances of the odd-
numbered SVM B models were therefore considered the main results. The set 1B, 3B and 5B
SVMs were evaluated to study the performance of models created from different VF segments.
The other models were created from an exploratory perspective to investigate if the optimal
method of feature selection proposed in chapter 4 applied to data of an OHCA cohort as well.

Prediction Sot A .
models |
MVR

(6x) .

SetB b---------poemoa-t ). 1B

2B |

v . 3B !

SVM B : 4B 5

(6x) + 5B |

E 6B

— —

Performance measures (18x):
1) AUC
2) Sensitivity

Figure 5.2: Overview of the prediction methods and the performance measures. AUC: area under
the curve, MVR: multivariate logistic regression, SVM: support vector machine.
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Outcome measures

Two outcome measures were used to assess the discriminative ability of each of the models: the
area under the curve (AUC) of the receiver operating characteristic (ROC)-curve and the sen-
sitivity at the level of 80% specificity. The rationale behind using these two outcome measures
was the same as in chapter 4.

5.3 Results

5.3.1 Study population

In the period between November 2005 and January 2011, 253 patients were eligible for inclu-
sion of which 151 were excluded for various reasons. Of the 102 included patients, 40 (39.2%)
did not have an AMI and 62 (60.8%) did. Figure 5.3 shows an overview of the amount of
patients in each stage of inclusion.

The VF, segment could be determined for 72 (70.6%) of the included patients as they re-
ceived two or more defibrillation shocks during resuscitation. Figure 5.4 shows two phases of
the defibrillator ECG of one of the included patients recorded during OHCA.

Study population Eligible patients
n =253
Excluded patients n = 151
AED or ICD shock(s): n=21
0T TTTTTT T ~\ No (analysable) ECG: n=94
' Eligibility criteria : A 4 Insufficient clinical information: n = 36
- Age > 18 years '
E - Non-traumatic OHCA between | Included patients
' November '05 and January '11 : n=102
i - VF as first observed rhythm !
i - Transported to Radboudume ;
Patients without AMI Patients with AMI
n=40 n=062

Figure 5.3: Flowchart of the patient inclusion process. AED: automated external defibrillator, AMI:
acute myocardial infarction, ECG: electrocardiogram, ICD: implantable cardioverter-defibrillator,
OHCA: out-of-hospital cardiac arrest, VF: ventricular fibrillation.

5.3.2 Descriptive analysis
Clinical characteristics

The median age of the 102 patients was 61.5 years [51.0-71.3] and 73 (71.6%) were male.
The patients with AMI were younger and a larger proportion was male compared to the pa-
tients without AMI, but the differences were not significant. No differences existed in the arrest
characteristics except for the response time, which was shorter for patients without AMI (7.0
vs. 8.0 minutes, p=0.038). Regarding outcome, patients without AMI more often had ROSC
upon arrival at the emergency department (90.0% vs. 72.6%, p=0.045). Survival to hospital
discharge was similar for the two groups. Table 5.1 shows all the baseline characteristics of the
study population.
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Two thirty-second periods of different phases of out-of-hospital ventricular fibrillation
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Figure 5.4: Example electrocardiogram recorded during out-of-hospital ventricular fibrillation. The
upper panel shows the initial thirty seconds of the resuscitation with the last segment before the first
shock (VF) marked in red. The lower panel shows the recording three minutes into the resuscitation
with the last segment before the second shock (VFs) in red.

Table 5.1: Baseline characteristics of the study population. Continuous variables are medians [Q1-
Q3], categorical variables are n (%). Significant p-values are printed in bold.

All patients No AMI AMI p-value
n=102 n=40 n=62
Patient characteristics
Age (years) 61.5 [51.0-71.3] | 62.0 [53.5-71.8] 60.5 [49.0-71.3] 0.641
Male gender 73 (71.6) 26 (65.0) 47 (75.8) 0.266
Arrest characteristics
Public location arrest 44 (43.1) 17 (42.5) 27 (43.5) 1.000
Witnessed arrest 86 (86.9) 33 (84.6) 53 (88.3) 0.762
Bystander 84 (84.8) 33 (84.6) 51 (85.0) 1.000
EMS 2 (2.0) 0 (0.0) 2(3.3) 0.518
Bystander CPR 66 (66.7) 25 (64.1) 41 (68.3) 0.669
Response time (minutes) || 8.0 [6.0-10.0] 7.0 [5.0-9.0] 8.0 [6.0-10.8] 0.038
Number of EMS shocks 3.0 [1.0-6] 2.5 [1.0-4.0] 3.0 [1.0-6.0] 0.272
Amiodarone 64 (65.3) 21 (55.3) 43 (71.7) 0.128
Adrenaline 79 (79.8) 30 (76.9) 49 (81.7) 0.614
Outcome characteristics
ROSC at arrival ED 81 (79.4) 36 (90.0) 45 (72.6) 0.045
Survival to discharge 49 (48.0) 21 (52.5) 28 (45.2) 0.544

AMI: acute myocardial infarction, CPR: cardiopulmonary resuscitation, ED: emergency department,
EMS: emergency medical services, ROSC: return of spontaneous circulation.
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Ventricular fibrillation waveform characteristics

Mann-Whitney U tests were performed to investigate the differences of the VF;, VF, and the A -
VFWC between the groups of patients with and without AMI. Table 5.2 shows the corresponding
p-values.

VFWC with differences between the groups for both the VF segments were the mean absolute
amplitude (p<0.024), median slope (p<0.013), amplitude spectrum area (AMSA) (p<0.011)
and power spectrum area (p<0.039).

VFWC observed in this study are reported in table 5.3 alongside the VFWC of the study pop-
ulation described in chapter 4, obtained from electrically induced VF. Differences were observed
between the two types of VF (p=0.002 for AMSA, p<0.001 for the other VFWC). Both the am-
plitude and frequency-related characteristics were higher for the electrically induced VF; the
AMSA was lower. Furthermore, electrically induced VF had a smaller bandwidth and a larger
organisation index and detrended fluctuation analysis (DFA) scaling exponents.

5.3.3 Predictive analysis
Set composition

The amount of VFWC in each of the sets 1A-6A as determined by figure 5.1 can be seen in figure
5.5. The forward stepwise entry method of MVR reduced the number of VFWC to compose
sets 1B-6B. These sets contained one or two VFWC. A more elaborate description of the set
compositions is given in appendix A.5.

Prediction models

Eighteen sets were created, six models of MVR, SVM A and SVM B each. The optimised hyper-
parameters of the SVMs can be found in table A.9 in A.6. Figure 5.6 shows the areas under the
ROC-curves with the 95% confidence intervals depicted using error bars. Figure 5.7 shows the
sensitivities of the models at the level of 80% specificity.

The set 1B SVM based on the AMSA and DFAa2 of the VF; segment had an AUC and sensi-
tivity of 0.74 and 0.58 respectively. The SVM of set 3B with the median slope of segment VF; as
input feature had an AUC of 0.72 and a sensitivity of 0.40. The SVM of set 5B with the flucvar
of the VF; segment and the median slope of the VF; segment as input features reached an AUC
of 0.76 and a sensitivity of 0.55.

.......
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Figure 5.5: Overview of the number of ventricular fibrillation waveform characteristics in sets 1A-
6A and 1B-6B. The forward stepwise entry method of multivariate logistic regression was used to
create subselections of sets A that compose sets B. MVR: multivariate logistic regression.
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Table 5.2: The p-values of Mann-Whitney U tests of the ventricular fibrillation waveform charac-
teristics between the groups with and without acute myocardial infarction. Green cells indicate
p-values <0.05, yellow cells indicate p-values <0.1. Underlined values indicate that the waveform
characteristic was larger for the group with acute myocardial infarction.

VF; VFy  Aqp

MAA 0.016 0.024 0.386
MS 0.013 0.004 0.349
FM 0.062 0.175 0.687
FD 0.052 0.228 0.608
BW 0.631 0.037 0.088
AMSA 0.006 0.011 0.940
AMSAIf 0.011 0.028 0.821

AMSAhf 0.005 0.007 0.875
AMSAratio | 0.967 0.688 0.785

PSA 0.008 0.039 0.529
flucmean 0.151 0.053 0.966
flucvar 0.184 0.850 0.422
flucrms 0.025 0.570 0.259
flucmaa 0.044 0.530 0.526
o) 0.060 0.399 0.070
DFAx1 0.033 0.207 0.839
DFA«Q2 0.219 0.838 0.885
Total p<0.1 12 8 2

AMSA: amplitude spectrum area, AMSAys: AMSA high frequencies, AMSAy: AMSA low frequen-
cies, BW: bandwidth, DFA: detrended fluctuation analysis, FD: dominant frequency, FM: median
frequency, MAA: mean absolute amplitude, MS: median slope, OI: organisation index, PSA: power
spectrum area, VF;: the last segment before the first defibrillation shock, VF»: the last segment be-
fore the second defibrillation shock, A1 o: the differences between the ventricular fibrillation wave-
form characteristics of VF; and VFs.

Table 5.3: Medians and [Q1-Q3] of a selection of ventricular fibrillation waveform characteristics.
The OHCA column contains waveform characteristics of the last segment before the first defibrilla-
tion shock measured during out-of-hospital cardiac arrest in the study population described in the
current study. The ICD column contains waveform characteristics of lead II of ventricular fibrilla-
tion induced electrically during implantable cardioverter-defibrillator testing in the study population
described in chapter 4. Significant p-values are printed in bold.

OHCA ICD p-value
Mean absolute amplitude 0.12 [0.10-0.16] 0.15 [0.11-0.24] <0.001
Median slope 3.05 [1.83-4.88] 4.65 [3.52-7.10] <0.001
Dominant frequency 4.39 [2.93-6.35] 5.13 [4.88-5.62] <0.001
Bandwidth 2.20 [1.46-2.99] 0.49 [0.24-0.73] <0.001
Amplitude spectrum area 14.23 [9.70-20.80] 11.28 [9.06-16.01] 0.002
Power spectrum area 0.06 [0.02-0.16] 0.18 [0.10-0.42] <0.001
Organisation index 0.47 [0.34-0.63] 0.69 [0.55-0.78] <0.001
Detrended fluctuation analysis a1 1.39 [1.26-1.49] 1.97 [1.95-1.98] <0.001
Detrended fluctuation analysis 2 | 0.07 [0.05-0.10] 0.26 [0.22-0.31] <0.001

ICD: implantable cardioverter-defibrillator, OHCA: out-of-hospital cardiac arrest.
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5.4 Discussion

5.4.1 Main findings

The aim of this study was to identify predictors and to assess the discriminative ability of ma-
chine learning models for detecting AMI using optimised input features from different segments
of the resuscitation. The VFWC that were predictors in the SVM B models were the AMSA,
DFA«2, median slope and flucvar. The SVM models created using VFWC of the first and second
VF segment reached an AUC of 0.74 and 0.72 respectively. The model with input features from
both segments combined had an AUC of 0.76. All three models had a discriminative ability that
can be considered acceptable!®. Considering the other models, the highest AUCs were reached
when VFWC of both segments were used.

Combining input features from different phases of the resuscitation seemed to result in mod-
els with the best ability to discriminate between patients with and without AMI. This is under-
standable, as these models were created with more information than the single segment models.
This finding suggests that there was a difference between the two patient groups in the way the
VF-waveform evolved over time. While the amplitude-related measures were consistently lower
in patients with AMI, the organisation-related measures evolved differently for the two groups.
The VF of patients without AMI underwent a decrease in bandwidth over time, indicating an in-
crease of signal organisation. Conversely, the organisation index of patients with AMI decreased
over time, indicating a decrease of signal organisation. The signal organisation thus seemed to
decrease in case of AMI, while it increased in absence of AMI.

One factor that may have overestimated the discriminative abilities of the current models
is that the response time was higher for the patients with AMI. Previous research has shown
that amplitude-related VFWC, such as AMSA, decrease over the course of the arrest!®. This
suggests that the lower amplitude-related VFWC observed in the AMI group may partially have
been caused by the longer response time, rather than by presence of AMI alone. Since it is
unlikely that a longer response time in itself increased the likelihood of AMI, response time was
not considered to be a confounder and its effect was assumed to be limited. Nonetheless, the
discriminative abilities of the current models might have been overestimated and might have
been worse if equal response times had been observed for the two study groups.

The comparison between the waveform characteristics of spontaneous VF recorded in the
OHCA setting and electrically induced VF obtained during ICD testing showed clear differences.
Both amplitude and frequency-related measures were smaller during OHCA. This could have
been caused by the acute nature of the myocardial infarctions, which are known to have a
stronger effect on the VF-waveform than OMIs'%!3, The longer time period between the onset
and recording of VF in the OHCA cohort could have caused smaller amplitude and frequency
measures as well. Surprisingly, the AMSA was higher for these patients, while it is a combined
amplitude-frequency measure. Inspection of the power spectra showed that spontaneous VF
indeed had a lower dominant frequency, but also had a higher bandwidth. This increased dis-
persion of power over the frequency range presumably amounted to a higher AMSA. On the
same note, the higher bandwidth in the OHCA group was accompanied by a lower organisation
index, as compared to the ICD group. Besides lower amplitude and frequency measures, sponta-
neous VF therefore also appeared to have a lower degree of signal organisation than electrically
induced VF.

5.4.2 Comparison to previous studies

Analysing changes in the VF-waveform to detect AMI has been described before. Swine studies
showed that the AMSA and median slope are decreased in case of AMI'®-2%21 Human studies
found similar results, suggesting that VF-waveform analysis may be used to detect AMI during
OHCA'%>'3, This study extended these findings and showed that the AMSA and median slope in
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addition to other VFWC may be used to detect AMI with an acceptable accuracy.

The use of a machine learning approach to detect AMI is relatively new. A proof-of-concept
study on electrically induced VF acquired during ICD testing first demonstrated this practice for
the detection of OMI'*. The study reported in chapter 4 of this thesis improved the method
by performing an optimisation of input features. The current study applied the same machine
learning approach on a real-world OHCA cohort with spontaneous VF. The AUCs that were
achieved are similar to those described in the earlier studies on the detection of OMI. Those
studies used models based on VFWC of two or even twelve leads, however. In contrast, the
models in the current study were created with input features from the defibrillator ECG lead
alone.

The similar performance achieved with a single ECG lead instead of multiple leads may be
explained by the relevance of the organisation-related VFWC for the detection of AMI. These
waveform measures played a more important role in the OHCA setting for differentiating be-
tween patients with and without AMI than in the experimental setting for the detection of OMI.
This increased variety of predictors may have led to similar model performances, despite the
fact that all input features originated from a single ECG lead.

5.4.3 Implications

This study has demonstrated that analysing the out-of-hospital VF-waveform over time improves
the ability of a model to detect AMI. Gathering these data from the first possible moment in a
resuscitation is therefore key, once in-field VF-waveform analysis becomes available.

Furthermore, organisation-related measures seemed to play a role in distinguishing between
patients with and without AMI. The discriminative value of these VFWC was not apparent in
earlier studies on the detection of OMI in electrically induced VF. The differences observed in this
study between these VFWC measured in spontaneous and electrically induced VF might explain
why the discriminative role is limited to the OHCA setting; organisation-related measures might
therefore be more valuable than previously thought. An in-field application for AMI detection
would likely benefit from a wide range of VFWC and include these measures besides the more
commonly used measures, such as AMSA.

The amplitude and frequency-related VFWC were found to be different between the spon-
taneous and electrically induced VF as well. These differences prevent a direct translation of
earlier results found in the experimental setting to the out-of-hospital setting. Future research
on in-field identification of AMI should therefore be based on out-of-hospital data.

A further improvement of the AMI detection method may be facilitated by analysis of multi-
ple ECG leads. A previous study has shown that multi-lead VF-waveform analysis improves the
detection of OMI'“4. This method has only been applied in an experimental setting; the effect of
a multi-lead approach in the OHCA setting is still unknown and should be investigated. Multi-
lead machine learning models might detect AMI more accurately than the models presented in
this study. Since such models require data, a first step would be to set up a prospective registry
to systematically record out-of-hospital VF data in multiple leads.

5.4.4 Limitations

One limitation of this study is that selection bias may have occurred in the inclusion of pa-
tients. Only patients that were transported to the hospital were included as patients for whom
resuscitation was terminated did not meet the eligibility criteria. The included patients might
have constituted a more homogeneous sample than the study population they represented. The
generalisability of the current results to the entire out-of-hospital population might therefore be
questioned.

Furthermore, the number of included patients was relatively small for machine learning
purposes. The best performing models were created with even a smaller number as the VF,
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segment was not recorded for all patients. The amount of predictor variables for the SVM
A models was therefore likely to be too large, following the one in ten rule?>?3. This might
have caused overfitting, which questions the discriminative ability on unseen test data. Cross-
validation was applied to prevent this, however. In addition, the MVR and SVM B models
were composed of only one or two predictor variables. The results might therefore still be
representative.

Another limitation of this study is that only the VF; and VF; segments were analysed, which
were both recorded in the early phase of the resuscitation. Using additional VF segments
recorded later in the resuscitation would provide extra information and possibly increase model
performance. This would introduce bias, however, as long duration resuscitation attempts that
usually have poor outcomes would be overrepresented. The current combination of VF segments
before the first and second defibrillation shock might therefore represent the OHCA population
more accurately.

5.4.5 Conclusion

This study found that both amplitude and organisation-related VFWC were predictors for AMI in
the OHCA setting. Machine learning models based on optimised sets of these VFWC were able
to detect AMI with acceptable discriminative ability. Combining VFWC recorded in different
phases of the resuscitation seemed to improve detection. Further research should investigate
the discriminative ability of multi-lead models in the out-of-hospital setting. Implementation of
a multi-lead machine learning model in clinical practice may in the future facilitate early, in-field
identification of AMI during OHCA.
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6| General discussion

In search of individualised out-of-hospital cardiac arrest (OHCA) care to improve survival, this
thesis investigated machine learning methods for the detection of acute myocardial infarction
(AMI) as the underlying cause of the arrest using ventricular fibrillation (VF)-waveform analysis.

The study presented in chapter 4 focused on detection of old myocardial infarction (OMI)
in patients with VF induced electrically in the setting of implantable cardioverter-defibrillator
testing. The VF-waveform changes caused by OMI were studied here using twelve electrocar-
diogram (ECG) leads and were considered a surrogate for the VF-waveform changes imposed
by AMI. The aim was to investigate the effect of established feature selection methods on the
discriminative ability of machine learning models for the detection of OMI. Selections of ven-
tricular fibrillation waveform characteristics (VFWC) of lead II, all twelve leads or lead II +
V; were used as input features for support vector machine models. These models reached an
area under the curve (AUC) of 0.58, 0.83 and 0.76 respectively. This study has demonstrated
that feature selection and use of multiple ECG leads improved the discriminative ability of the
machine learning models. Interestingly, the model based on leads II and V; was able to reach
acceptable discrimination between patients with and without OMI with an AUC of 0.76. This
is comparable to the performance of 12-lead models created using the same data described in
the aforementioned proof-of-concept study. These promising results indicate that an optimised
model based on two leads may have diagnostic value in clinical practice and requires explo-
ration. The main limitation of this study was that VF was induced electrically, questioning the
generalisability to the OHCA setting where VF arises spontaneously.

The study reported in chapter 5 therefore investigated the VF-waveform in an OHCA cohort
of which some patients had AMI. The aim was to find predictors and to assess the discriminative
ability of machine learning models for the detection of AMI. Amplitude and organisation-related
VFWC were found to be predictors of AMI. Support vector machine models were created using
selections of VFWC from a single VF segment or a combination of two segments. The single
segment models reached AUCs of 0.74 and 0.72 and the model with VFWC of both segments had
an AUC of 0.76. Thus, acceptable discrimination between patients with and without AMI was
achieved with models based on the defibrillator ECG alone. Especially the models based on both
segments performed well, as they incorporated the evolution of the VF-waveform over time.
The results have shown that optimisation of input features is beneficial in the out-of-hospital
setting as well. Because of the added discriminative value of the organisation-related VFWC in
the out-of-hospital setting, the performances of the single lead models were comparable to those
of the 12-lead models described in the earlier proof-of-concept study and to those of the lead II
+ V7 models reported in chapter 4. This suggests that the potential of VF-waveform analysis is
larger for detecting AMI in spontaneous VF than for detecting OMI in electrically induced VF.
In conjunction with the results of chapter 4, this implies that machine learning models with
optimised input features of multiple ECG leads may facilitate accurate in-field detection of AMI
during OHCA.

Altogether, this thesis has shown that VF-waveform analysis for the detection of AMI in the
OHCA setting using machine learning is promising. Feature selection, use of organisation-related
VFWC and analysing the VF-waveform over time improves the discriminative ability of these
models. Using multiple ECG leads to record the VF-waveform seems to have the most poten-
tial to improve the detection of AMI. Further research should focus on setting up a prospective
OHCA registry to systematically record multi-lead ECGs of VF. This will enable optimisation of
the machine learning models so they can be evaluated in clinical practice. This paves the way
for clinical implementation of a smart, multi-lead defibrillator with in-field AMI detection capa-
bilities that enables individualised OHCA treatment strategies and improves survival chances.
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Appendices

A.1 Multivariate logistic regression for selection of the two leads
used in sets 7 and 8 for the detection of old myocardial infarc-
tion

A.1.1 Introduction

Ventricular fibrillation (VF)-waveform analysis of multiple electrocardiogram (ECG) leads may
improve detection of old myocardial infarction (OMI)!2. Chapter 4 of this thesis aimed to
investigate the effect of feature selection methods on the ability of multi-lead machine learning
models to detect OMI. The preliminary research presented in this appendix using multivariate
logistic regression (MVR) was conducted to investigate which combination of two leads would
be worth exploring more thoroughly in chapter 4.

A.1.2 Methods

Information about the study population can be found in chapter 4, details on the data acquisition
and computation of the ventricular fibrillation waveform characteristics (VFWC) can be found
in subsection 2.2.1 and the mathematical background of MVR is given in subsection 2.2.2.

Numerous MVR models based on different lead combinations were created to gain insight
in which of the twelve leads play a role in distinguishing between patients with and without
OML. Single models of each lead alone were created first and were named models 1 through 12.
Models 13 through 25 were created to investigate combinations of leads. Lead II was included
in these models since it resembles the paddle ECG; the best performing limb lead was used as
well. One of the precordial leads V1, V3, Vs or Vg was added so that leads covering the entire
thorax were included in the combined models. The best performing model with lead II was
elaborated on, since it has the most potential for application in clinical practice.

The forward stepwise method based on the likelihood ratio statistic was used to enter VFEWC
into the models. A p-value of <0.1 was used as a threshold for entry or removal of variables.
Model performance was assessed using the classification accuracy at a cut-off level of 0.5. All
statistical analyses were performed with IBM SPSS® Statistics software (IBM Corp. Released
2017. IBM SPSS Statistics for Windows, Version 25.0. Armonk, NY: IBM Corp).

A.1.3 Results

Table A.1 shows an overview of the lead combinations used to create the models and the ac-
curacies of these models. The lead aVR model reached the highest accuracy of the limb lead
models. The lead V¢ model reached the highest accuracy of the precordial lead models. For the
combined models, the highest accuracy was reached by leads aVR and V;.

The model with leads II and V; performed equivalently and was investigated in more detail.
The parameters of the model are shown in table A.2. All three included variables contributed
significantly to the model (p < 0.001). The V; bandwidth and V; amplitude spectrum area
(AMSA) showed odds ratios (exp(b)) greater than one. Conversely, the lead II low frequency
AMSA (AMSAj;) had an odds ratio of less than one.
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Table A.1: Overview of the lead combinations and the number of ventricular fibrillation waveform
characteristics of the multivariate logistic regression models and their accuracies at a cut-off level of
0.5. Accuracies are displayed as a percentage.

Model no. Limblead Precordiallead no. of VFWC Accuracy
Limb lead models

1 I - 2 60.3
2 II - 1 60.2
3 II1 - 1 58.3
4 avVR - 1 63.2
5 aVL - 2 57.9
6 aVF - 1 58.7
Precordial lead models
7 - A\ 3 63.7
8 - Vs 1 64.0
9 - V3 4 65.3
10 - Vy 1 60.6
11 - Vs 2 62.3
12 - Vg 1 66.4
Combined models
13 II & aVR - 1 63.1
14 II Vi 3 69.0
15 II V3 6 64.8
16 II Vs 3 67.4
17 II Vg 1 66.0
18 avR Vi 3 70.0
19 aVR V3 5 66.5
20 avR Vs 3 64.8
21 aVR A 1 66.4
22 II & aVR Vi 3 69.5
23 II & aVR V3 6 67.0
24 II & aVR Vs 3 67.4
25 II & aVR Vg 1 66.4

VFWC: ventricular fibrillation waveform characteristics.

Table A.2: Parameters of the multivariate logistic regression model with ventricular fibrillation
waveform characteristics of leads II and V.

b SE Wald df p-value exp(b) [95% CI]
V; bandwidth | 0.844 0.262 10.415 1 0.001 2.327[1.393-3.886]
IT AMSA¢ -0.253 0.056 20.290 1 <0.001 0.776[0.695-0.867]
Vi AMSA 0.138 0.034 16.208 1 <0.001 1.148[1.073-1.227]
Constant (bg) | -0.203 0.451 0.202 1 0.653 0.817

AMSA: amplitude spectrum area, AMSAy: low frequency AMSA, b: constant by or regression coeffi-
cient b;, CI: confidence interval, df: degrees of freedom, SE: standard error of b.
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A.1.4 Discussion

The model with leads aVR and V; reached the highest accuracy. The model with leads IT and V;
performed equivalently, making it an interesting combination since it would be easier to achieve
in clinical practice. The combination of the three variables included in this model appeared
to have the most discriminative value for the detection of OMI. With odds ratios greater than
one, an increase of the V; bandwidth and V; AMSA would mean a higher likelihood of the
patient having an OMI. Oppositely, an increase of lead II AMSA}; would mean a decrease of the
likelihood of having an OMI.

It is surprising that the combination of leads II and V; delivered one of the best models:
among the single lead models, lead aVR seemed to perform better than lead II and lead Vg
reached a higher accuracy than lead V;. Apparently, combining leads II and V; supplied more
unique and uncorrelated information about the presence of OMI than the other leads alone or
combined. This might be caused by the near orthogonality of the two leads within the patient.

A limitation of the current approach is that the models were assessed only at a cut-off level
of 0.5. Possibly, other lead combinations would have performed better when another threshold
had been used. The models could have been analysed more thoroughly by evaluating the entire
receiver operating characteristic curve.

Furthermore, the differences in accuracies of the models were only a few percent. These
minor differences might not fully substantiate the decision to continue further work with the
combination of leads I and V;. However, the three best performing models all included lead V;.
Since lead II resembles the paddle ECG, adding lead V; seems sensible.

Concluding, the combination of leads II and V; produced an MVR model with reasonable ac-
curacy for the detection of OMI. This lead combination will be used in further research reported
in chapter 4 of this thesis.
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A.2 Mann-Whitney U test results of ventricular fibrillation wave-
form characteristics of electrocardiograms acquired during im-
plantable cardioverter-defibrillator testing

Tables A.3 and A.4 contain the p-values of the Mann-Whitney U test performed for all VFWC
between the groups with and without an OMI. Table A.5 summarises these findings and shows
the amount of VFWC with a significant difference between the two groups. The left half for a
p-value of <0.05; the right half for a p-value of <0.1. The p-value of <0.1 is presented besides
the conventional p-value of <0.05 since this level of significance was used to determine the
composition of the even-numbered sets A.



81

Appendices

"DoUD wWiLioads domod :y/Sq Xopul uonpsiupnd.ao :JO ‘2dojs uvipaul (S apninjduip 23njosqp uvawl (YN “Kousnba.f ubipaw A AKouanba.nf jupuiwop :qq
“s1sA)pUD UOVDNIIN)S PAPU.IAP VA YIPIMPUDq Mg ‘Sa1ouanba.f mo] VSV AySY ‘soruanba.f ySiy vSY MySNY Do.p wn.poads apnajdwp [ySY

11 0L 8 T L 9 9 14 01 S 9 9 1'0>d [ejoL
t600 1800 SPTO I8CTO0 0860  L99°0 L8TO 1ITEO 6EEC0 1SS0 SEP'0 TOTO coviad
€60 8ET'0 9210 1200 1910 8000 LIEO T98°0 #SO0 LEP'O SOT'0 €IT0 ovAd
ZIO0  /ST'O 6820 8000 9100 6910 €620 TIE€S0 L8O'O 6840 8ITO S840 I0
GET'0 80T0 SI90 TOEO0 6120 €800 600 1IS80 9vL'0 1290 +CE0 1420 BRUWDN(J
610 SPTO 9280 9€€0  PPI'0O  0OCI'0 SESO0O SP9'0 9’0 6IL0 €890 08C0 SNy
0P80 9040 890 €£9°0 160  ZZI'0 S060 S9T'0 LLEO 6£9°0 +09°0 9800 Teadnyy
2T6'0 8¥CT0  6T80 8ST'0  LZOO  I¥6'0 08’0 9E€00 6STO 8STO 80L0 8EI'0 ueaunN|j
100°'0> 100°0> T00°0> ¢TO0'0 8900 SZZ'0 TIO0 0OCI'0O 9000 ¢2ZO'0 9000 €900 VSd
¥000 €200 LZ000 T000> T000> SCO0 %200 <CTOSO TO00 <CIT0O TO00 SZI'0 | OHBIVSIAV
100'0> 100°0> TIIO0 TOL0 1IS00 #0000 L6TI'0 8TFO 620 €220 1020 S99°0 ISV
100'0> 100°0> 1000 TIIO0 ¢28CT0 L8I'0 ITO'0 ¢2CTI'0O SO0'0 ZEO'O 9000 €010 ISV
100'0> 100°0> TI000 /800 €¥6'0  $TOO TSO'0 9020 8200 €800 8200 6020 VSNV
GZI'0 9200 9900 SIOO0 9010 #I0OO #89°0 £LZL0 %900 12E0 LIT'O 180 md
G200  ISO0  2ZI'0 9900  LbTO 99270 €8T0 €00 9YI'0 SETO +ETO 9100 ai
#7000  8ET'0 8ST'0 6600  SSP0O  8E€TO TIE€TO0 /4900 0900 €ST'0 0IZ0 SIOO NA
100'0> 100°0> 1000 CO00 0€00 ¥#8S0 6000 0800 OIO0 6100 L00'0 SIOO SIN
100°0> 100°0> 1000 2000 SSO'0 8680 #TO'0 €IT'0 ZIO0 9500 ¢TIO0 SZ00 VVIN
oA SA YA €A A A dAe  TAB YAR 0T II I

“U01324Dful P1PLDI0AWU P10 YIIM dno.3 2Y3 0f 423.1D] SDM 13S11930DIDYD
ULIOfoADM 2Y] IDY] 2IDIIPUl SoNJDA Paulllopuy] ‘['0> Senpa-d 23paipul 700 Mook ‘GO°'Q> sanpa-d 23po1pul §]]90 U22.LD "UOIIIDJUl DIP.IDIOAW P]O
noynm pup ynm sdno.sd ayi usamiaq so13s14930DDYd ULIOfoADM UO0ID]JLLQY DJNOLIUDA UDINS2L YT Jo $IS91 ] AduIYM-UuDy Jo sanpa-d ay] :£°V 9]qDL



Ventricular fibrillation waveform analysis for detection of acute myocardial infarction

82

"DoUD wWiLioads domod :y/Sq Xopul uonpsiupnd.ao :JO ‘2dojs uvipaul (S apninjduip 23njosqp uvawl (YN “Kousnba.f ubipaw A AKouanba.nf jupuiwop :qq
“s1sA)pUD UOVDNIIN)S PAPU.IAP VA YIPIMPUDq Mg ‘Sa1ouanba.f mo] VSV AySY ‘soruanba.f ySiy vSY MySNY Do.p wn.poads apnajdwp [ySY

6 9 L L 9 XXXXX 8 L 9 8 8 8 [eI0L
¥6¢°0 6¥€0 6040 ¥EL°0 GEE0 XXXXX 8780 0cL0 854°0 6€8°0 €¥8°0 9¢1'0 zovad AV
6€v°0 6CL’0 61€0 60 9290 XXXXX SST0 (44N 880 6v1°0 L9€°0 98¢0 [ovAd AV
940°0 €rso 668°0 ¢1co 0620 XXXXX 0880 0SS0 69€°0 9450 £L96°0 0€8°0 10 'AV

9vL0 ¥.S°0 €eeo 9tt'0 €090 XXXXX 9100 6SC0 LOT'0 6¢0°0 L10°0 8S¥°0 eeuDN]} TAV
968°0 6150 £0C0 ¢c0t°0 G080 XXXXX 0%0°0 60¢°0 geE0 LS00 1S0°0 0¢9°0 swonj AV

6ST1°0 8050 ¥€0°0 €€00 9910 XXXXX 16¢C0 8¢S0 890 L9T°0 8S¥°0 9450 Teadnyj AV
S€9°0 €190 6€8°0 6S¥°0 cL00 XXXXX 960 LSTO 0S¢0 19€¢°0 LS6°0 €LC°0 uesunny 'AY
100°0> T00°0> T000> T000> 8000 XXXXX T000> T200 ¢000 #00°0 100°0> 0100 VSd 'AV

c06°0 816°0 8C6°0 ¥01°0 9700 XXXXX 88%°0 00€°0 9¢EY’0 0s€0 S06°0 LLE 0 | ONBIVSIAV AV
100°0> T00°0> TO000> 0€00 ¥LS°0 XXXXX T00°0> T1T00'0> T00°0> T00'0> TO000> TO000 ISV TAV
100°0> T00°0> T000> T000> TIO0 XXXXX T000> £Z000 100°0> T00°0 100°0> +00°0 VSV TAV

100°0> T100°0> T100°0> 1000 60T0 XXXXX 1000> 1000 T000> T000> T100°0> 1000 VSNV AV
G660 9060 0860 SS80  £6V'0 XXXXX P¥ECTO TSO0 TO8O  €9CT0  6T90 6610 Mg AV
9000  TLT'0  $T90 T9Z0  SE8'0 XXXXX 9180 00S0 S090 8S60 L6L0 €200 ai 'av
7900  9€9°0 8680 PTEO  P6P'O XXXXX TTLO  8LT'0  £49T0 9950 €460 €200 NA AV
100°0> T100°0> T100°0> T00°0> /000 XXXXX S000 9S00 4000 TIIO0 1000 9200 SIN 'AV
100°'0> T100°0> 100°0> T100°0> O0OI00 XXX €000 +600 2000 LI00 T00°0> 8E£00 VVIN AV
A SA YA €A A A dA® TA® JAe 111 II I

“U01324Dful P1PLDI0AWU P10 YIIM dno.3 2Y3 0f 423.1D] SDM 13S11930DIDYD
ULIOfoADM 2Y] IDY] 2IDIIPUl SoNJDA Paulllopuy] ‘['0> Senpa-d 23paipul 700 Mook ‘GO°'Q> sanpa-d 23po1pul §]]90 U22.LD "UOIIIDJUl DIP.IDIOAW P]O
noynm pup ynm sdno.asd ayl usamiaq So1ISLIIIDIDYD ULIOfoADM UOLID]JLIQY UDnotIuaa [AY ay3 Jo s1s91 1] Aounym-uuvpy fo sonppa-d 2y 'V 9]qDL



Appendices

83

Table A.5: The amount of ventricular fibrillation waveform characteristics with a significant differ-
ence between the groups with and without old myocardial infarction per lead, for the significance

levels of p<0.05 and p <0.1.

p<0.05 p<0.1

Regular AV, Total Regular AV, Total

m=17) m=17) | =34 | (n=17) (Mm=17) | (n = 34)

I 3 8 11 6 8 14
II 6 7 13 6 8 14
III 3 7 10 5 8 13
avR 6 6 12 10 6 16
aVL 2 4 6 4 7 11
aVvF 5 8 13 6 8 14
Vi 5 - 5 6 - 6
Vs 4 5 9 7 6 13
V3 8 7 15 11 7 18
V4 7 7 14 8 7 15
Vs 8 6 14 10 6 16
Ve 10 6 16 11 9 20
Total 67 71 138 90 80 170
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A.3 Ventricular fibrillation waveform characteristics in sets 1B-8B
of electrocardiograms acquired during implantable cardioverter-
defibrillator testing

Table A.6 shows an overview of the VFWC in sets 1B through 8B of ECGs acquired during
implantable cardioverter-defibrillator testing. These sets of input features were used to detect
OMI using support vector machines (SVMs).

As is described in chapter 4, the stepwise entry method for MVR resulted in the composition
of sets 1B through 8B. Chapter 2 covers how the stepwise entry method works. The method used
in chapter 4 was slightly expanded with regard to the removal of variables in order to prevent
overfitting. These extra steps are explained in the following section.

A.3.1 Rationale

Overfitting may occur when the number of input variables for MVR is too large. Even when a
stepwise entry method is used, the amount of included variables may exceed the one in ten rule.
This is a rule of thumb which states that a maximum of one predictor variable can be used per
ten events to prevent overfitting®“. In this thesis, one patient of the smallest of the two groups is
considered an event. Since the smallest group, the group with no OMI, contains approximately
100 patients, the one in ten rule dictates that a maximum of ten predictor variables should be
used in MVR to minimise the risk of overfitting.

A.3.2 Method

Sets 3A, 5A and 6A contained a large amount of input variables: 204, 391 and 170 respectively.
This likely contributed to a number of variables in the initial sets 3B, 5B and 6B exceeding
the one in ten rule: 16, 28 and 14 respectively. Three new MVR models were created using
these selections of variables. The stepwise entry method once again proposed subsets, thereby
reducing the number of included variables. These reduced numbers of variables were used
to create new models yet again and this process was repeated until no more variables were
removed. The new sets 3B, 5B and 6B contained a smaller number of variables: 13, 20 and
11 respectively. Nonetheless, these amounts still exceeded the one in ten rule that imposed a
maximum of ten predictor variables to minimise the risk of overfitting. Therefore, the final sets
3B, 5B and 6B were obtained by including only the first ten variables that were added during
stepwise inclusion. As such, the final sets B contained a maximum of ten predictor variables.
Table A.6 gives an overview of the variables included in each of the sets 1B through 8B.



85

Appendices

DD Wn.132ads pomod :ySq Xapul uonpsiuvd.Lo ;JO ‘2dojs ubipaws S ‘apnindwip aanjosqp uvaw Yy Kouanba.f ubipaw A “Aouanba.if jupunuop :qq
‘S1SAJpUD UODNION] PaPUL.IAP VI YIPIMPUD] MY “Sa1ouanba.lf mo] VSV VSV ‘serouanba ySiy VSNV HYSINY Da.p wn.goads apmindwp Y SY

eeunnj ‘Ip 10 TAV ‘A aid sA 01

10 ‘*A 1OVIA “CA ueauoN|J III 6

ueauDN]J “TAR VSNV “CA Mg ‘11 8

TeAdnJ IAVY ‘€A ueauUdN[J “JTAR eeuIdN(J I /

I0 TAV A WSV TAV A VVIA ‘TII VSIAV ‘I 9

INA AV ‘II  eeudnjj IAV AR VSd AV €A VSINV ‘I Mmd ‘A S

Mg I VVIN AV ‘I Mg ‘A Mg ‘A Terdnyj ‘YA %

vSsd AV ‘I Mg TA Mg TA Mg TI VSV ‘TA VSNV ‘TA MIT| €

Mg ‘TA  eeudnj AV I ONBIVSIAV CA eeUWDN]] IAV JAB  ONBIVSIAV CA  ONBIVSIAV CA BRUDN II | T

eeuny IAV TI VSIAV 'AV ‘TI VSNV AV “A VSNV AV “A SIN “°A SIN “°A vsd ‘T VSdI | 1
(€ =1u)ds (s=u gz (01 = u) g9 (o1 = u) ds (9 =u) gy or=wde (I=wdz (€=w0)dI

"U0132UDJUl [DIPLDI0AUL P]O 3U1IIIIIP A0 PASTL 9.49M SI2S 3SAY [ "UO0ISTJOUL JO 4op.L0 Ul “BU1ISA]
101D]]11q1fop-121.12401p.1D2 2]qpIUD]dU] SuLinp pa.inbop swp.1S01p.1020.1392]2 Jo Q- SIS UL SI1IS112I0DIDYD ULIOfoADM UOID]LIGY ID]NOLIUDA Y], Q'Y J]qDL



=
2

g
&
5
m
o

s

9]

o

>

=

L

m *$01351.4930D.UDYD WLIOfoADM UOLID]JLIGLf UDJNOLIUIA :DMAA QUIYOIDW 103024 J10ddns NS
ks I oS[ed - Teaur] - S89°'1L 698¢°0 € a8
5 S onIT, (4 [erwou£joq - OTT0 859C°0 S d.
.m SC OnIL, - uelssney 60L°€T LYS'TT 14444\ 0T a9
o S OnIL, - uelssnep 891°9S LYY'S66 18€C0 0T as
T I onIL, 4 Terwouk[oq - ¢8¢€'C C6LE0 9 av
cm ! os[ed - uelssney vLve 889°8¢S 698¢°0 0T ae
I3 I oS[ed - uelssney ¥€0°0 96¥°€1 ¥SS€°0 I dar
Mm ! OnIT, 14 [eTOUATOq - ¢8€'C C6LE0 & dar
© q NAS

m I os[ed (4 [eTwouAToq - 100°0 080€°0 0¢ V8
cam ST os[ed - uelssney ¥C0'€6 604°€99 S91€°0 1S VL
m I OnIL, - Teaury - 800°0 66S¢C°0 0LT V9
o SC oL, - Teaur] - £L00°0 94820 16€ VS
.m I OnIL, - Teaury - 1100 €84C°0 06 A%
= ST onIL, - uelssney YCL1S 048°'1¢C [axtaly ¥0¢C A4
W S OnIL, - Teaur] - 18€¢ 094€°0 &) \44
m ! os[ed - Teaur] - S€0°0 0S4€°0 L1 VI
m 1500 9AnIsod-as[e] UONEBSIPIBEPUBIS I9PIO [BIWIOUA[O UOMOUNJ [UIS) o[BS [QWIS) JUIBIISUOD X0 9A1IA[qo Ul | DMAA JO "ou 19§
k= V NAS

g

>

“U01304DJul [P1P.LDI0AUL P]O 3UIIIIFP A0S SaUIYOIDWL 103924 Jtoddns Uaa3x1s 2y3 fo sua3owvivdiadAy pastundo :/ 'V 219Dy

UOTIdJIBJUL [RIpIEd0AW PO 3UD913P 10§ Saulydew 1031934 3oddns jo sidlowerediddAy pastundQg v

86



Appendices 87

A.5 Ventricular fibrillation waveform characteristics in sets 1B-6B
of electrocardiograms acquired during out-of-hospital cardiac
arrest

Table A.8 shows an overview of the VFWC in sets 1B through 6B of ECGs acquired during out-
of-hospital cardiac arrest. These sets of input features were used to detect acute myocardial
infarction using SVMs.

Table A.8: The ventricular fibrillation waveform characteristics in sets 1B-6B of electrocardiograms
acquired during out-of-hospital cardiac arrest, in order of inclusion. These sets were used for detect-
ing acute myocardial infarction.

1B(n=2) 2B(m=1) 3Bm=1 4B(n=1 5B(n=2) 6B(mn=2)

1 | VF1, AMSA VF;, AMSA VF,, MS VF,, MS VF,, MS VF,, MS

2 | VF1, DFAa2 VFy, flucvar A2, BW
AMSA: amplitude spectrum area, BW: bandwidth, DFA: detrended fluctuation analysis, MS: median
slope, VF;: the last segment before the first defibrillation shock, VF»: the last segment before the
second defibrillation shock, A »: the differences between the waveform characteristics of segments
VF 1 and VF 2.




Ventricular fibrillation waveform analysis for detection of acute myocardial infarction

88

*$213511030D.IDYD ULIO2ADM UOIID]JLIGLf IDINOLIIUdA IDMAA @UIYODW 103024 110ddns :AIAS

I as[ed 14 [erwouAjod - S00°0 €802°0 4 d9
I anuy, g [erwouAjod - G850 GEST0 z qas
S'e ased g [erwouAjod - L66'S61 950€°0 I ay
SC as[eq g [erwou4[od - L66'S61 950€°0 I a¢
01 aniy, - uerssnen €09'T ¥8€°€S €¥8T°0 I qr
01 os[ed - ueIssnen oSy v1 €eSITd €820 4 qatr
g WAS
14 oniy, - ueIssnen LST'E S09'T S19T°0 a4 V9
ST aniy, z [erwouAjod - S00°0 ¥S1T°0 IS VS
g anuy, - ueIssnen YT 1 TE€8°'STS 4AZA0) 8 Vi
I aniy, - Teaur] - T8T0 LTLTO LT Ve
g os[eq 4 [erwouAjod - L68°9 0462°0 Al A4
I aniy, - Teaur] - Y00 £99€°0 LT VI
1S0D ®>ﬁwmom-®m~mm Eoﬂmm:ubm_uﬁmam H@UMO ﬁm_EOExﬁom Goﬁuﬁﬁ,@ EEH@M QTNUm EEM@M uﬁﬁmbmﬁOu Xog ®>UUQ.BO UTIA MAA ..ﬁo ‘ou 1°S

V WAS

"U01304DfUl [DIPIDI0AWL 2INOD ZU1II3IFP L0f SAUNYODUL 103994 J1oddns aajom3 ay3 Jo Sta3awpavdiadAy pastiundo 6V 219D

UOTIdIBJUL [RIPIBI0AW 9INJdk 3UIIII9P J10J SaUlydewl 103234 J1oddns jo siolowerediadAy pastundg 9y



Appendices 89

References

(1]

(2]

(3]

[4]

Judith L. Bonnes et al. “Ventricular fibrillation waveform characteristics differ according to the presence of
a previous myocardial infarction: A surface ECG study in ICD-patients”. In: Resuscitation 96 (Nov. 2015),
pp. 239-245. 1sSSN: 18731570. DOI: 10.1016/j.resuscitation.2015.08.014.

Jos Thannhauser et al. “Computerized analysis of the ventricular fibrillation waveform allows identification
of myocardial infarction: a proof-of-concept study for smart defibrillator applications in cardiac arrest”. In:
Journal of the American Heart Association (2020).

Frank E. Harrell, Kerry L. Lee, and Daniel B. Mark. “Multivariable prognostic models: Issues in developing
models, evaluating assumptions and adequacy, and measuring and reducing errors”. In: Statistics in Medicine
15.4 (Feb. 1996), pp. 361-387. 1SsN: 02776715. DOI: 10.1002/ (SICI) 1097 - 0258 (19960229) 15:4<361 : :
AID-SIM168>3.0.C0;2-4.

Peter Peduzzi, John Concato, Elizabeth Kemper, Theodore R. Holford, and Alvan R. Feinstem. “A simulation
study of the number of events per variable in logistic regression analysis”. In: Journal of Clinical Epidemiology
49.12 (Dec. 1996), pp. 1373-1379. 1SSN: 08954356. DOI: 10.1016/S0895-4356 (96) 00236-3.


https://doi.org/10.1016/j.resuscitation.2015.08.014
https://doi.org/10.1002/(SICI)1097-0258(19960229)15:4<361::AID-SIM168>3.0.CO;2-4
https://doi.org/10.1002/(SICI)1097-0258(19960229)15:4<361::AID-SIM168>3.0.CO;2-4
https://doi.org/10.1016/S0895-4356(96)00236-3

	Acknowledgements
	Summary
	Contents
	List of abbreviations
	List of figures
	List of tables
	Introduction
	Background
	Clinical background
	Technical background

	Introducing the multi-electrode defibrillator patch: A novel approach to diagnose a myocardial infarction during ventricular fibrillation cardiac arrest
	Current status
	The possibilities of the paddle electrocardiogram
	The added value of the 12-lead electrocardiogram
	The potential of a multi-electrode defibrillator patch
	Conclusion

	Detecting myocardial infarction using ventricular fibrillation waveform analysis: A multi-lead machine learning approach
	Introduction
	Methods
	Results
	Discussion

	A machine learning approach for detection of acute myocardial infarction in out-of-hospital cardiac arrest using ventricular fibrillation waveform analysis
	Introduction
	Methods
	Results
	Discussion

	General discussion
	Appendices
	Multivariate logistic regression for selection of the two leads used in sets 7 and 8 for the detection of old myocardial infarction
	Mann-Whitney U test results of ventricular fibrillation waveform characteristics of electrocardiograms acquired during implantable cardioverter-defibrillator testing
	Ventricular fibrillation waveform characteristics in sets 1B-8B of electrocardiograms acquired during implantable cardioverter-defibrillator testing
	Optimised hyperparameters of support vector machines for detecting old myocardial infarction
	Ventricular fibrillation waveform characteristics in sets 1B-6B of electrocardiograms acquired during out-of-hospital cardiac arrest
	Optimised hyperparameters of support vector machines for detecting acute myocardial infarction


