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Abstract

Cardiovascular diseases, affecting the heart and the arteries are the leading cause of morbidity
and mortality in the world. Many forms of these diseases begin and develop asymptomatically.
Cardiovascular patients often not aware of the condition until later stages when the treatments
are more invasive and costly. To overcome this problem, many medical researchers suggest using
an active screening process for the primary diagnosis of cardiovascular diseases. This is
specifically intended for patients with higher cardiovascular risk factors. However, this would not

be possible without having an effective diagnostic method.

This study focuses on the diseases affecting the arteries, specifically peripheral artery disease
(peripheral atherosclerosis) and arterial stiffening (arteriosclerosis). The current primary
diagnosis method for these diseases includes a risk assessment, the ankle brachial index, and the
flow mediated dilatation test. Although the existing methods have many advantages, they are

also known to have limitations.

In order to overcome the drawbacks of these methods, this research pursued a novel method of
diagnosis by applying wave analysis. This method is based on a mathematical model of the

|II

arterial tree, referred to as “tube-load model”, which simulates the arterial tree using a few easy

to understand parameters, each representing a different characteristic of the arterial system.

The aforementioned diseases affect the properties of the cardiovascular system in a specific way,
such as narrowing the luminal area or stiffening of compliant arteries. Since the parameters of
the tube-load model reflect the characteristics of the arterial tree, analysing its parameters is a

potential method to detect diseases in the arterial system.



In order to develop the diagnosis approach, the effects of the arterial diseases and arterial
stiffening on the arterial tree were studied, first. Secondly, by considering the definition of each
of the parameters of the tube-load model, the behavior of the tube-load parameters under these

conditions were determined.

In order to validate the method, different cases of peripheral artery disease and arterial stiffening
were simulated using a high-fidelity model of the arterial tree. Pressure waveforms were then
used to evaluate the parameters of the tube-load model. By comparing the parameters of

diseased versus normal arterial tree simulations, the proposed diagnosis method was validated.

In the next step, the sensitivity of the parameters of the tube-load model to the geometry of
peripheral artery blockages were investigated. Moreover the parameter of tube-load model were
used to determine the increase in the peripheral resistance. Based on the results, the tube-load

model is reliable and is a promising field for future study.



Acknowledgements

First, | must thank my supervisors, Drs. Jason Carey, Jin-Oh Hahn and Sean McMurtry who guided
me and supported me throughout this work. Without their help this work would have never been

possible.

| would like to extend my appreciation to Dr. Olufsen who kindly provided us with her model,

which was greatly helpful during my work.

| would like to extend my gratitude to my family and friends. My dear parents who always
supported me during hardship and provided me with all of the help within their power. My dear

friend, Elham who was more like a family member to me.

| would also like to thank my lab-mates, who made the unique and welcoming environment of

our lab.



Table of Contents

1.

INTRODUCGTION ....oiiiiiiiiiuiiiiiiiiiinnesiisiiiissssssissssiimssmsssssssssimsssssssssssstsssssssssssssssssssssssssssssssssssssssssssssssssssssssssnes 1
1.1- IVIOTIVATION ..cutteuteeuteeuteettesttesbeesaeeaeeaeesutesatesb e e bt enbeeabesabesabesatesheesaeembeeaeeeateeateehee bt enbeenbeenbesabesaeesaeesaeenaeenseenee 1
1.2- THESIS OBJECTIVITIES . .teuteuterueesseeseeseeneeeneesmeesseesseeseessesesessaessnesheesseeseenstemesemeeeseenseenseearesanesanesanesreenreenseenseenns 2
1.3- SCOPE OF THE THESIS. ¢ uvtteeiutetesiirteeseteteesisteessareeeseaste e e sssaeessabaeesesbe e et saa e e s sabae e e e s be e e s annaeeesnbbesesabaeesennneeesnnaes 2
1.4- THESIS OUTLINE ..cettuttteeiittee sttt e s ettt e sttt e st e s et e e sbb e e e s sab e e e s eabe e e e smb b e e e mb e e e s e aba e e e s bb e e e san b e e e senneeesanbaeesaabanesanns 2
1.5- REFERENCES «..eutteutteutesitesteesttesteestt et et smeeemeesb e bt et e e ses e s eeesbee s bt e sb e e et e ae e s ae e eseeeb e e b e ea b e eareemnesmnesmnesmeesmeenseenneenns 3

BACKGROUND: CARDIOVASCULAR DISEASES .......ceciiiiiuiiiiiieeiiiissresiissnesissseessssssessssssessssssesssssssssssssssessssases 5
2.1- 1N 2Te] 0T T T N [ USRS 5
2.2- CARDIOVASCULAR SYSTEM ....uteuvterteenseeueesutesseasseenseensesnsesusesseesseesseansssnsssnsesssensesnsesnsesnsesssesnsesseessesnsesnsessesseensenns 5

A0 S 1011 ¢ o [V (o 1 [« APPSO OPRPPRP 5

2.2.2  ANGLOMY Of tNE AILEIICS ...ttt ettt ettt ettt e s e et e sate et esateenateenaneenanes 6

2.2.3  Wave Propagation and Reflection in the ArteriQl Tree .............ouceeevueimueerieeenieesiiesieesie s 7
2.3- CARDIOVASCULAR DISEASES ...euvteuiientieuteeiteateesteenteetesitesitesbeesbeesbeensesateeutesbeesbeenbeeabesasesbeesaeesbeenseenseenseeneenseenseens 8

2.3.1  Peripheral Artery DiSEQASE (PAD) ..........ue e eueeeeeeeeeeeeeeeeeeee e eetaeestee e ettt e e eetaaaasstsaaessasasaessssaessssesanaaes 10

D I Y Vi -1 [0 | Y 1 =2 T ST 14

2.3.3  RESUIL ettt ettt sttt s et e st e s et 15
2.4- CONCLUSION «.etteutteutteutesitesttesttesbe e bt e bt e et eateebeesb e e bt ea b e eabesatesaeesheesbeembeemb e eme e eheeebe e bt embeeabeeabesabesaeesbeesbeenbeenbeenne 16
2.5- REFERENCES «..cettiteeetesiee st et ettt et sttt et e et s s ae e sae e a e e a e sae e eaeeer e et e e bt e n e senesanesaeesneeaeennsenneennesnnenreens 16

BACKGROUND: MODELING THE CARDIOVASCULAR SYSTEM ....c..cciiiiiimmmnnniiiiiiinmnnniiiinnienenesiiieeesmess, 21
3.1- 1270 51U oy 1 T TP 21
3.2- MODELS OF THE ARTERIAL TREE «..vtuviuriiiteteenteete et st s st e saeesaeea s saeesmeesreer e nesenesanesaeesneesneennsenseeneesneenneens 22

2 B V1] T=To [V Lo o = KRS 22

3.2.2  Distributed PArameter MOGEIS..............cocueemueeiiiiiiiiiieseeet ettt ettt ettt 24

3.2.3  Three DimensionQl MOGEIS ..............cooueeeeiiiieiiiieieeet ettt ettt ettt 25

3.2.4  TUDE MOGEIS........ooeeeeeeeeeee ettt sttt ettt 25



3.3- (Do [0 P 27

3.4- [600] ol U [0 TP PP P PRSP 28
3.5- REFERENCES ... eutteuteettesttestees it e it et esteshe e s b e b et eat e sesesb e e s beesbeeab e e et sae e ebeeeb e et e e b e ea s e sanesanesmeenree st eneeenseennenneenreens 29
CVD DIAGNOSIS VIA SYSTEM IDENTIFICATION OF TUBE-LOAD MODEL.......cceevuueeiiiiiiimnmnnnssssiinnnsmssssnssnnn 32
4.1- INTRODUCTION .iiitiitieet ittt et et a e s a et e e e s e s e s e e e e e s e s bbb s e e e e s s s b ab s s e e e e s s asab s e e sesssesnsbasaseessesnnres 32
4.2- TUBE-LOAD IMIODEL ....eutteieeteeteente et sttt sttt et e st seae s bt e sbeesbe et e e et e aeeebe e b e e s e e b e sanesanesbeenaee bt enneemeesneenreenseens 33
4.2.1  Parameters of the Tube-LoAd MOMEI ..............cocueomeeesiiiniiiiieeee ettt 35
4.3- DIAGNOSIS ALGORITHM ..ciiiiiiiiiriiieetiiiiitttteee e sbas et e e e s ebaa st e e e s e s bbb s e e e e s s s aab et e e e e s seasabasesesssesnnbasssesssesnnres 38
4.3.1  Atherosclerotic BIOCKAGE .............uueeeueeeeeeee e et eee e ettt e e et e e ettt e e e e taeaeestsaaessasaaaessssaesssseaananes 38
B Y Vo 114 (o | N 1] =24 T OSSR 40
4.3.3  Effect of Arterial Diseases on Identifiable Tube-Load Model Parameters .............cceeeevvevecveeessvivnennnns 41
4.4- IVIETHODS - tteuteeuteeitesttestee bt e bt et e st sue e s b e bt et e e at e sabesbee s b e e sbeemb e eme e eae e eb e e b e e b e en b e eabeeabesaeesbeenbe e bt enseenteeneenbeenbeens 42
4.4.1  High-Fidelity Arterial Tre@ SimMUIQTOL .............cccuueeeeevieeeeieeeeeee et e ettt e ee e e et e e e staaaesisaaaesstsaaeeaaes 42
4.4.2  TUDE-LOAA MOTEIING ...ttt ettt ettt et ettt et e e seeebeeennee e 45
4.5- RE S U LT 1 e 47
4.5.1 D)oo Tq Lok ol o) o ol =Te [V -SSP 51
4.6- DISCUSSION ... eutteiteeerestteste et e st et e et st e s st e bt et et senesaeesaeesae e st ean e sae e eseesr e e b e e st earesenesanesaeesreesaeennsenneennesnnenreens 52
4.6.1 Validity of Tube-Load Model as Representation of Arterial Tree With CVD ...........ccceeeeevveeecvveeesrennn. 52
4.6.2  The Validity of the CVD Diagnostic Method based on the Tube-Load Model...................cccouveecuvveannn. 52
4.6.3  Diagnosis CVD via Using Tube-Load Model versus other Available Methods.............cccccceveeevcccrvvnnnnn.. 53
4.7- CONCLUSION ...ttt et sttt ettt ettt sttt r e n et s e e s aee s he e s et e st esa e eae e saeeem e e b e e b e eanesanesanesanesaeesaeenaeenneenns 54
4.8- REFERENCES ...ttt ste ettt et et sttt b et et s saee st sae e a e eaa e sae e e ae e e b e e bt e r e e an e senesanesaeesneenaeennsenseennesnnenreens 54
SENSITIVITY OF TUBE-LOAD MODEL TO PAD SEVERITY ...ccuuuuiiiiiiiiieiiiiiiiineieesinssnrsssassssss s ssssassssss s s s e snnanns 57
5.1- INTRODUCTION «.eeteneteieenseereesneeeeseeeemeesseesre et et seseseeesreesse e st eme e eae e eme e s e e reeareearesanesanesaeesnee et emneemeeennesneenreens 57
5.2- BACKGROUND .. ..euteetettenteete ettt et et r et e et sen e s e sre e sa e e st e et s ae e e b e e er e e r e e r e e resenesanesaeesreenneenntemeeennesneenreens 57
5.2.1  Peripheral Artery DiSEASE (PAD) ..........uu e ueeeeeeeeeeeeeeeeetee e eetaeeattte e et e e e etaaaeestseaessassaseessaaesssresanaaes 57

Vi



522 LU o T=2 Koo Lo 1Y, Lo o L= SRR 58

5.2.3  Effects of PAD on the Tube-Load Model PArameters.............ccccueccueeeeeveieesiieeessiveeeesesiseesissssssisesennns 59

5.3- IVIETHOD <.ttt ettt st et e st et et see e b e b et et sate s b e e s bt e s bt e bt e et eae e e bt e e b e e b e ea b e ea s e sanesanesmeenbeeaeeneeenteeneenreenreeas 60
5.3.1  SIMUIGEING PAD ...ttt ettt ettt ettt et ettt ettt et e ettt e naee e 60

5.3.2 Windkessel Theory vs. Tube-Load Model Estimation of Peripheral Resistance ..............ccccoceevevveennnn. 60

5.3.3  Sensitivity of Tube-Load Model Parameter to the Severity INAeX ............ccccueeeecveeeescereesiiieeesiiveeeennns 61

5.4- RESULT ettt a e e e s a et e e e s s bbb e e e e e s b et e e e e s b et et e s e s e r b s et e e e s e snares 62
54,1 SIMUIGEING PAD ..ottt ettt ettt ettt et ettt et ettt et e et e e nnee e 62

5.4.2  Direct Measurement of Resistance versus Tube-Load Model EStimation...............cccccveeecvueeeecivvnennnn, 62

5.4.3  Sensitivity of Tube-Load Model Parameter to the Severity INAeX ............ccccveeeeeiveeeescereesiiieeesiiveaeennns 65
................................................................................................................................................................................ 66
5.5- DISCUSSION ... euteeutesetesttesteeseesseeseemeesueesbeesbeenbeeabesaseseeesbeesbeenseeaeeeaeeebe e b e enteenbeeabesabesaeesbeesbee bt enseenseeneenbeenbeens 66
5.5.1  Ability of Tube-Load Model to Detect Arterial Blockage in the EXtremities.............cccccueeecvueeeecivvnennns 66

5.5.2  Using the Tube-Load Model to Estimate the Change in the Resistance Associated with PAD............. 66

5.5.3  Sensitivity of Tube-Load Model to the Severity of PAD BIOCKOAGE ...........coouveveeeniieieeiieieeieeeieeae 67

5.6- CONCLUSION w.uttutteuteeuteeutesteesteesbeenbe e et e et eatesbeesbeenbeeab e e st e sabesaeesheesbeembeemb e eme e eaeeebeenbeenbeeabeeabesasesaeesbeesbeenbeenbeenes 67
5.7- REFERENCES «..uteuteutesteetteiteuteste s sbesheeat et e e st et e sb e e bt e bt e st et e s e b e s bt e bt e bt e a e e s s e s et e sb e e bt e ae e st e st e s e b e nbeeb e e st eneennennennenee 67

6.  CONCLUSION AND FUTURE WORK.....cccetriuiriruiiiniiiiteieeieesisessssessssesssseessssesssasssssssssssessssessssesessssssssesnes 70
6.1- CONCLUSION w.ettutteuteeutesutesttesttesbe e bt e bt et saeesbeesbeenbeea b e eatesatesaeesheesbeembeemseeme e eaeeebeenbeembeembeeabesabesaeesbeesaeenbeenbeenns 70
6.2- FUTURE WORK L.ttt ittt sttt st s st e s eaba e e s e s e e s ab et e s s bb e s s bba e e s sab e e e s sabb e e e sbbaeessanbeeees 71
COMPLETE LIST OF REFERENCES ......cocoueiiiutiiiueiiieeiiseiisnsisstesssesesesssesssss s ssssssessesessesesssssssssssssesessesessesssssssssssssnns 73
APPENDIX A TUBE-LOAD IMODEL ......uutiiiueiiiueiiieeiineisssisisstcissesssessssessssssssssesessesesssssssssssssssossesessessssssssssssnns 80
APPENDIX B THE ARTERIAL TREE SIMULATOR .....ciiiieeeiiiiiiiniiecsssiinssseesss s sssseassss s s s sssasssssss s s s s snnnsssssssnnns 83

vii



List of Tables

TABLE 2-1 COMMON TYPES OF CARDIOVASCULAR DISEASES [1], [16]. .coviiiiiiiiiiiiciieecciciecece e 8
TABLE 2-2- CURRENT METHOD FOR DIAGNOSIS ATHEROSCLEROSIS. ......ccciiiiiiiiiiiiiiin e, 13
TABLE 2-3 — ARTERIES AFFECTED BY PAD AND ARTERIAL STIFFENING.......ccocoiiiiiiiiiiiiiiiiiicniccinec s 15
TABLE 3-1 - MODELS OF THE ARTERIAL TREE. ..ottt 28

TABLE 4-1 - QUALITATIVE EFFECT OF ATHEROSCLEROSIS AND ARTERIAL STIFFENING ON THE PARAMETERS OF THE
JLILS =1 =5 O T D 1YL 5 PP 42

TABLE 4-2 - EFFECT OF THE ATHEROSCLEROSIS AND THE ARTERIAL STIFFENING ON THE TUBE-LOAD MODEL
PARAIMETERS. ... e e e e a e s e s e s bs e s be s e bb e s b e e bs e s b e s e aa e ba s 42

TABLE 4-3 — TUBE-LOAD MODEL PARAMETERS OF THE ARTERIAL STIFFENING SIMULATIONS. .....cooviiiiniiiiiiiiiinins 48
TABLE 4-4 - TUBE-LOAD MODEL PARAMETERS OF THE FEMORAL ATHEROSCLEROTIC BLOCKAGE SIMULATIONS. ...49

TABLE 4-5 - THE EFFECT OF ARTERIAL DISEASES ON THE TUBE-LOAD MODEL PARAMETERS, THE EXPECTATION
VERSUS THE SIMULATION RESULT. ..eetiiiiiiiiiiiiee ettt e e s an e e e s s emaa et e e e s sneraeee s 51

TABLE 5-1 - SIMULATION OF FEMORAL STENOSIS AND TUBE-LOAD MODEL PARAMETERS.......cccccoviiiiiiiiiiiicnn, 62
TABLE 5-2 - DETERMINING THE RATIO OF RP1/RP0 USING TUBE-LOAD MODEL VERSUS DIRECT MEASUREMENT. 63

TABLE 5-3 - DETERMINING THE SENSITIVITY OF TUBE-LOAD MODEL TO THE SEVERITY INDEX.......cccociiiiiiiiiiiiininns 65

viii



List of Figures

FIGURE 2-1- THE CIRCULATORY SYSTEM: (A) SYSTEMIC CIRCULATION [4], (B) PULMONARY AND SYSTEMIC
CIRCULATIONS .ttt ettt e bttt s bbb e e s s bt e e s e b et e e s s b e e e s aa b e e e s eaba e e e s bat e e e ambeeesansbeeesnneeesanbanesanns 6

FIGURE 2-2 - CROSS SECTIONAL VIEW OF AN ARTERIAL WALL [3]. c.oioiiiiiiiiiiiieicinn e 7

FIGURE 2-3 - WAVE PROPAGATION PHENOMENA IN THE ARTERIAL TREE: (A) REFLECTION OF FORWARD BLOOD
PRESSURE WAVEFORM AND FORMATION OF BACKWARD WAVEFORM, (B) INTEGRATION OF FORWARD AND
BACKWARD BLOOD PRESSURE WAVEFORMS. .....coiiiiiiiiiiiiiiiiiieiinin ittt s snas e s 9

FIGURE 2—4 - FOOT-TO-FOOT MEASUREMENT OF FEMORAL-AORTA PTT...oiiiiiiiiiiiiciiicniecic e 9

FIGURE 2-5 — FORMATION OF ATHEROSCLEROSIS PLAQUE: (A) CROSS-SECTION OF A NORMAL ARTERY, (B) CROSS-
SECTION OF AN ARTERY WITH ATHEROSCLEROSIS PLAQUE. .....cciiiiiiiiiiiiiiiiiettce et 10

FIGURE 2-6 - MEASURING ANKLE-BRACHIAL INDEX (ABI) USING SPHYGMOMANOMETER AND DOPPLER
ULTRASOUND PROBE...... oottt bbb e s e bb e s b e e ab e s b e e sas e s ba s e sbaesba s 11

FIGURE 3-1— A COMPLIANT ARTERY (A): THE TWO-ELEMENT WINDKESSEL MODEL OF THE ARTERY (ADAPTED FROM
[4]), (B): EQUIVALENT ELECTRICAL CIRCUIT BASED ON THE WINDKESSEL MODEL (ADAPTED FROM [16]). .............. 23

FIGURE 3-2 — DIFFERENT TYPES OF THE WINDKESSEL MODEL (A) THREE-ELEMENT (ADAPTED FROM ([17]) AND (B)

FOUR-ELEMENT WINDKESSEL MODELS (ADAPTED FROM [3])..ueeiteriintiniieieeiietetestee ettt e 24
FIGURE 3—3- TUBE-LOAD IMODEL. .....uttiiiiiiiiiiiiien ittt ettt ib e saa e e s saba s e s snbe e sanans 26
FIGURE 3—4 - WAVE REFLECTION AT THE PERIPHERIES. .......cvtiiiiiiiiiiiiiiiiicniininec e 26
FIGURE 4—1- TUBE-LOAD MODEL. .....uttiiiiiiiiiiiiiiiiiiic ittt aa e 34
FIGURE 4-2 - CALCULATING THE RESISTANCE OF A TUBE.......coiiiiiiiiiiiiiiiiiiii e 36

FIGURE 4-3 - FEMORAL STENOSIS, (A) GROWTH OF FEMORAL STENOSIS (ADAPTED FROM [24] ) AND (B) SIMPLIFIED

GEOMETRY OF A FEMORAL STENOSIS WITH LENGTH L AND RADIUS R. ...oviiiiiiiiiiiiiiiiiiin i 41
FIGURE 4—4 - THE CARDIOVASCULAR SYSTEM MODELED IN THE ARTERIAL TREE SIMULATOR [21]. ...cocvvvrirrenenen, 43
FIGURE 4-5 — TAPERING ALONG THE LENGTH OF AN ARTERY (ADAPTED FROM [21])..cccceevuiriiniinieenieenieeieeieeeenaes 43
FIGURE 4—-6 — ADDING BLOCKAGE INTO THE ARTERY: DIVIDING THE ARTERY INTO THREE SECTIONS. .......ccccceerunuee. 45
FIGURE 4—7 - USING TUBE-LOAD MODEL FOR ESTIMATING AORTIC BP. .....cetiiiiiiiiiiiiiiiiiicciinncc e 47

FIGURE 4-8 - USING TUBE-LOAD MODEL FOR REPRODUCING THE AORTIC BLOOD PRESSURE IN CASE OF (A) ARTERIAL
STIFFENING AND ...ttt bbb b b s b e s b e b e s b e s b e s b e s e b e e st e s s be e sats 48



FIGURE 4-9- EFFECT OF ARTERIAL DISEASES ON THE TUBE-LOAD MODE PARAMETERS: ARTERIAL STIFFENING ON (A)
PTT, (B) & AND (C) B, PERIPHERAL ARTERY DISEASE ON (D) PTT, (E) @ AND (F) Buvuververeeeeeseeereeeseeesseeseeesseeseeesseesseens 50

FIGURE 4-10 - THE PROCEDURE OF DIAGNOSIS ARTERIAL DISEASES BASED ON THE TUBE-LOAD MODEL
PARAIMETERS. ... e e e b e s e b b e b e e b b s b e s sbb e s e aa e b s 51

FIGURE 5-1 — TUBE-LOAD MODEL. ....cttiiiiiiiiiiiiiee ettt sttt e s st e s e s san e e s sane e e s enne e e snnnes 60

FIGURE 5-2 - USING THE TUBE-LOAD MODEL PARAMETERS TO ESTIMATE THE CHANGE IN THE RESISTANCE IN CASE
OF FEMORAL ATHEROSCLEROSIS ASSOCIATED WITH PAD.....ccuiiiiiiiiiiiiiiiiii e 64

FIGURE 5-3 — LIMITS OF AGREEMENT (BASED ON THE BLAND-ALTMAN METHOD) BETWEEN DIRECT MEASUREMENT
OF THE PERIPHERAL RESISTANCE VERSUS USING THE PARAMETERS OF THE TUBE-LOAD MODEL. .......ccceevvirinnenee. 64

FIGURE 5-4 — PROPORTIONALITY OF THE S0/ — 1 AND SEVERITY INDEX T IN PAD SIMULATIONS. .......ccccvenurnenn 66


file:///C:/Users/CVD/Dropbox/Thesis/Final/Final%20Version_FGSR2.docx%23_Toc431196348
file:///C:/Users/CVD/Dropbox/Thesis/Final/Final%20Version_FGSR2.docx%23_Toc431196348

Chapter 1-Introduction

1. Introduction

1.1- Motivation

Cardiovascular Disease (CVD) includes a wide range of diseases affecting the heart, blood vessels
and brain vascular system. According to the World Health Organization (WHQ), CVD is the leading
cause of mortality and morbidity in the world [1]. From 2000 to 2010, 31% of the deaths in the
United States was caused by CVD. Moreover, the total indirect and direct cost of these diseases in

2010 was approximated to be 315.4 billion of dollars [2].

CVDs may begin at very early ages and develop asymptomatically for a long time. Therefore a large
portion of patients with CVD are undiagnosed. The diseases mostly stay undiagnosed until the
later stages, when patients are symptomatic and the only remaining options for treatments are
highly costly and invasive surgeries. However, by early detection of CVD many complications and
deaths can be prevented, making most of these invasive surgeries unnecessary. Since the CVD are
mostly asymptomatic, early detection is not possible without having an active monitoring system

for people of higher risk of CVD, with effective diagnostic methods [1], [3]-[5].

Currently available diagnostic methods of CVD include: i) cardiovascular risk assessment that
determines the possibility of having a CVD condition based on the general status of the patient
such as the age, sex, smoking habits, etc. [6], ii) blood pressure measurements and its comparison
with the typical value, ii) Ankle-Brachial-Index (ABI) which suggests using the ratio of systolic
pressure at the ankle to the one of brachial artery for diagnosis of arterial disease [7], [8], iii) Flow-
Mediated-Dilation (FMD) test that requires an ultrasound Doppler probe for measuring the change
in the diameter of the artery during the heart beat in order to determine the health state of the
arteries [9] or more advanced ones which are usually used for more accurate observation of the
condition before surgeries, including: iv) angiography that involves inserting a dye into the arteries
which is visible to x-rays, and v) the Doppler ultra-sound method which is usually used for partial

monitoring of the arteries.

Wave propagation and reflection are fundamental phenomena within the arterial tree which bring
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Chapter 1-Introduction

light into many characteristics of the arterial system [10], [11]. Analyzing the blood pressure
waveforms may be helpful in determining the functionality of the arterial system. Tube-load model
is a model of the arterial tree which accounts for the wave transmission phenomena in the arterial
system, enabling such an analysis of the arterial system. In this project, the possibility of using the

tube-load model for diagnosis of the cardiovascular diseases is examined.

1.2- Thesis objectivities

In this thesis a new method for diagnosis of arterial disease, based on the “tube-load model”, a
model of the arterial system, is proposed. The model uses a few parameters with physiological
meaning to describe the wave propagation phenomena in the arteries. The diagnosis method will

be finally presented as a diagnosis chart that can be used for detecting arterial diseases.

1.3- Scope of the thesis

Cardiovascular disease involves a wide range of disease, affecting the heart or the arteries. The
focus of this thesis is on the diseases influencing the arterial walls, specifically: peripheral artery
disease (PAD) and arterial stiffening. Moreover, while PAD mostly occurs in lower extremities, it
may also affect upper extremities. Since the procedure of diagnosis is the same for the both sites,
in this thesis PAD indicate diseases influencing the lower peripheral arteries. Another assumption
of this project is that the patients do regular blood pressure checkups which provides a tracking
system. Moreover, there are different cases of the arterial diseases, however in the validation

section, the most common scenarios of these diseases are simulated and presented.

1.4- Thesis outline

This thesis is organized into 5 chapters. In Chapter 2, cardiovascular system, the diseases affecting
the cardiovascular system and the diagnostics method for those diseases are covered. Chapter 3
provides a review on modeling the cardiovascular systems, including: introducing different
models, the advantages and disadvantages of each model which then will be used for justifying
choosing the tube-load model for diagnosis purposes. Chapter 4 presents the steps and the logic
used for the proposed diagnosis method. First, the effects of the arterial diseases on the

cardiovascular system will be determined using the background provided in Chapter 2, after that

2
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the influence of the condition on the parameter of the tube-load model will be evaluated using
the definition of those parameters as the basis for detecting arterial diseases. Finally the method

will be validated by simulating the diseases on a high-fidelity model of the arterial tree.

In chapter 5, the sensitivity of the tube-load model to the peripheral artery disease will be studied

and examined.

In chapter 6 a summary of the results of the project and future works for enhancing the method

and extending the application for other cardiovascular diseases will be provided.

The mathematical basis of the tube-load model is provided in Appendix-A. The detailed
information of the high-fidelity model of the arterial tree is presented in Appendix-B, as well as

the full report of the simulations.
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Chapter 2-Background: Cardiovascular Diseases

2. Background: Cardiovascular Diseases

This chapter includes a detailed review of the cardiovascular system, some typical diseases
compromising this system such as arterial hardening and atherosclerosis, and finally, current
diagnosis methods for these diseases. These diseases are also analysed in terms of their effects on
the mechanical properties of the arteries. The result are used for two purposes: 1) for developing
a diagnosis method based on the tube-load model; and 2) for simulating the diseases in the arterial

tree simulator (Chapter 4).

2.1- Introduction

Cardiovascular Disease (CVD) (which includes the diseases affecting the heart and the arterial
vessels) is the leading cause of death in the world. Early detection of CVD is an essential key toward
treatment of these diseases. However, CVDs mostly develop asymptomatically. Therefore, having
an effective diagnosis method is a major priority [1]. The first step to develop an effective diagnosis
method is to understand the diseases, specifically: how they affect the arteries as well as blood
pressure and flow waveforms. In this chapter, cardiovascular system and CVDs, specifically arterial
stiffening and peripheral artery disease are studied in terms of their effects on the function of the

cardiovascular system.

2.2- Cardiovascular system

2.2.1 Introduction

The blood circulation system, including the heart and blood vessels, is one of the most vital
systems of the body. The main responsibility of this system is spreading the fresh blood containing
vital food and gases needed by the cells all over the body and carrying back the blood again to the
heart. The blood circulation system consists of two connected circulations: 1) systemic circulation

and 2) pulmonary circulation.

In the systemic circulation, the fresh blood carrying all the essential particles such as oxygen and
nutrients, is spread into the body in a rather complicated arterial branching system. First, the blood

is pumped to the aorta which is connected to the larger arteries. The larger arteries are branched
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into the smaller arteries, which are finally connected to the arterioles and capillaries reaching
every single cell of the body. After the blood approaches the arterial bed, the capillaries connect
to form the venules, which then join to form veins, returning the deoxygenated blood back to the
right ventricle heart. In the systemic circulation, the radius of arteries decreases in bifurcations,

while the total area of the two daughter arteries is bigger than the mother artery [2], [3].

The pulmonary circulation involves pumping the blood from the right ventricle into the lungs
(where the product gases in the blood such as carbon dioxide are replaced by oxygen) and sending
it back to the left ventricle (Figure 2—1). This study concerns the diseases associated with the

systemic circulation [4].

Capillary bed of lungs where
gas exchange occurs

Pulmonary arteries Pulmenary veins

Aorta and branches

Vena cavae

Left atrium

Left ventricle
Right atrium

Right ventricle Systemic arteries

Systemic veins -

W Oxygen poor,
CQ, - rich blood

W Oxygen rich,
CO, - poor blood

Capillary bed
of all body
tissues where
gas exchange
occurs

(a) (b)
Figure 2—1- The circulatory system: (a) Systemic circulation [4], (b) Pulmonary and systemic circulations

(adapted from [49]).
2.2.2 Anatomy of the Arteries

Blood vessels have the different length, radius and structures. However, they generally consist of
three main sections: the wall, the muscle and elastin section, and finally the endothelium
(Figure 2-2) [3]. The heart ejects blood with an abrupt increase in blood pressure, the elastin in

the arteries helps the vessels to extend as the blood pressure rises, resulting in the smooth change
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in the pressure, this phenomena is referred as the cushioning function of the artery. This
characteristic is modeled as the arterial compliance, which is mathematically defined as in the

equation(2-1) [3], [5], [6].

AV

C = E (2'1)

with AV showing the change in volume in the response of AP change of pressure in an artery.
Larger arteries such as the aorta and the iliac and the femoral arteries are consisted of more elastin
than muscle, whereas for smaller vessels for instance arterioles muscle portion is more than the
elastin. This difference makes larger arteries more flexible than the smaller ones. The compliance

of the arterial tree is mostly provided by the large vessels [5], [7].

Outer wall

Muscle and elastic fibers

Endothelium

Figure 2-2 - Cross sectional view of an arterial wall [3].

2.2.3 Wave Propagation and Reflection in the Arterial Tree

One of the most important phenomena in the arterial tree is the wave propagation. The heart as
a pump, sends out pressure pulse in each beat which then travels along the arteries until it reaches
the arterial bed, at which point it reflects back toward the heart as shown in the Figure 2—3-(a) [8].
Therefore, as depicted in Figure 2—3-(b), the blood pressure at each point of the arterial tree is
basically the summation of these forward and backward pressure waves [9]-[11]. The total

pressure wave at each point is found as below:

P(x,t) = Pr(x,t) + Py(x,t) (2-2)

where Py and P, are forward and backward blood pressure waves, respectively. Propagation of

pressure and flow waves are highly affected by the characteristics of the arterial system [10], [12],
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[13]. Therefore, analysing the wave propagation in the system can give one insights about the
system. Some of the parameters used for analysing the wave propagation includes: the pulse-

transit-time (PTT) and the pulse-wave-velocity (PWV).

PTT is the time that takes for a pulse to transfer from the proximal point to the distal point of the
same branch, traditionally measured by foot-to-foot measurement of two pulse pressure waves
as shown in the Figure 2—4 [12], [14], [15]. The PWV is the mean velocity of the wave propagating

in the arterial tree. PTT and PWV are related as follows:

PTT = ——
PWV

when d is the distance between two proximal and distal point.

2.3- Cardiovascular Diseases

According to the WHO, common types of cardiovascular diseases may be categorized based on
the site as shown in the Table 2-1 [1]. Among these diseases, ischemic heart disease, rheumatic
heart disease, congenital heart disease, cardiomyopathies and cardiac arrhythmias affect the
heart muscle and structure, whereas cerebrovascular diseases influence the blood supply to the

brain [1].

In this study the main focus is on the diseases affecting arteries and arterial walls. The focus of this
chapter is on arterial stiffening and peripheral arterial disease (PAD). In the following sections, a

more detailed review of these two diseases will be presented.

Table 2-1 Common types of cardiovascular diseases [1], [16].

Cardiovascular Disease Definition
Ischemic Heart Disease Disease of blood arteries supplying the heart
Cerebrovascular Disease Disease of blood arteries supplying the brain
Aorta and Arteries Disease Including hypertension and peripheral arteries disease
Rheumatic Heart Disease Damage to the heart muscle and valves from rheumatic fever
Congenital heart disease Abnormalities in heart structure present at birth
Cardiomyopathies Disorder of the heart muscle
Cardiac arrhythmias. Disorder of the electrical conduction system of the heart

8
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2.3.1 Peripheral Artery Disease (PAD)

PAD are highly prevalent atherosclerosis plaques. Atherosclerosis is an inflammatory chronic
autoimmune arterial disease, characterized by the deposit of fat, cholesterol or calcium plaques
on the interior of the arterial walls. Plaque formation may begin just after the birth and
asymptomatically develop during the patient’s life. As the plague grows, it narrows down the
artery and may slow down or even block the blood flow which affects the tissues supplied by that
artery (Figure 2-5). Atherosclerosis mostly occurs in large and medium-sized arteries. When these
blockages form at extremities, usually legs, it is referred as peripheral artery disease or PAD [1],

[17].

......
L )

QP e © - - &

(b)

Figure 2-5 — Formation of atherosclerosis plaque: (a) cross-section of a normal artery, (b) cross-section of an artery
with atherosclerosis plaque.

Symptomatic PADs usually causes pain, fatigue, pain specially during exercises (claudication) that
in very advanced stages may even result in amputation of the limb [18]-[20]. PAD may not be life-
threatening, but many studies have shown the existence of PAD is highly probably a manifestation
of systemic atherosclerosis, which is the underlying reason for most of the CVDs [1], [17], [19],

[21].

The severity of PAD may be defined based on the number of plaques, plague sites, the length and

the radius. The length of atherosclerosis lesions in the femoral artery can be up to 20cm, whereas

10
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the luminal narrowing of cross-sectional blockage >75% is considered to be the last stage of the
development of the blockage [19], [22]-[24]. PADs mostly stay asymptomatic for a long time:
based on the several studies the number of asymptomatic to symptomatic PAD patients is
estimated to be in the range of 1:3 to 1:4 [19], [20]. This makes the diagnosis of PAD more

challenging. In fact, PADs are usually underdiagnosed in primary care practices [17], [20].

The most widely accepted method for diagnosis of PAD is ABI. This index is defined as the ratio of
systolic blood pressure at the ankle to that at the brachial artery. The measurement is usually

performed by a trained medical staff [19], [25].

As shown in the equations (2-4) and (2-5), ABl is measured at both right and left legs [19].

Systolic pressure at right ankle

Right ABI =
'8 Systolic pressure at arm(right or left)

Sphygmomanometer

Doppler ultrasound probe

Figure 2—6 - Measuring Ankle-Brachial Index (ABI) using sphygmomanometer and Doppler ultrasound probe

(adapted from [19]).

11
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Left ankle pressure
Left ABI = — - (2-5)
higher arm pressure(right or left)

To measure the blood pressures at the ankle and brachial, the patient needs to be in supine
position and rest for almost 15 minutes. A sphygmomanometer is used to measure the blood
pressure and a Doppler ultrasound probe is also needed to detect the systolic pressure as shown
in Figure 2—6. If this ratio is equal or smaller than 0.9, it might be a symptom of existence of plaques

in the lower extremities[19], [26]—[28].

ABI has been proven to be an efficient diagnostic method for most of the patients with a single
CVD condition that can confirm the PAD in symptomatic patients and diagnose severe PAD in
patients without claudication [19]. However, ABI may give false detection in patients with multiple

diseases such as patients with diabetes, vascular classification or arterial stiffening [19], [26], [29].

Another diagnosis method for diagnosing different types of CVD including PAD, is the risk
assessment. This method evaluates the risk of having a CVD condition based on factors such as:
gender, ethnicity, smoking, cholesterol level and diabetes, which based on the many pilot studies
appear to be related to the existence of CVD [19], [25], [30]-[32]. However, the method is a
population-based approach that may not be accurate for each individual. Further, in most cases

additional investigation is required.

A still other diagnostic method is the flow-mediated-dilatation (FMD) test. This method is based
on researches suggesting that atherosclerosis affects the endothelial vascular function of the
arteries. In this test, using an ultrasound probe, the radius of the artery is measured during the

systole and diastole to determine the endothelial function of the arteries.

Besides the fact that this method is usually used for systemic atherosclerosis, not the PAD, there
are many other conditions affecting the endothelium, such as tobacco consumption or the phase
of the cycle for the women. For the best result of the test, patients are usually asked to do pre-
test preparations such as fasting and avoiding smoking. A trained medical staff as well as expensive
probes and devices are required to perform this test, which makes this method challenging [33]—

[35].

12
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There are also other methods that are usually used for confirmation of primary tests and
determining the location and severity of PAD mostly for pre-surgery investigation. One of these
methods is Doppler ultrasound which shows the blood flow in different arteries using the
ultrasound probes [36]. However, some studies have suggested false velocity determination in

some cases [37].

Similar to Doppler ultrasound, magnetic resonance angiography is used for further investigation
of PAD. Angiography is done by injecting a chemical liquid that makes the blood visible to the
probe. Afterwards, the patient is imaged with magnetic-resonance-imaging (MRI) systems [38],
[39]. Besides the expensive cost associated with this procedure, it requires dye injection which
might be invasive for patients. Nevertheless, angiography and Duplex ultrasound methods show
promising results on locating the PADs and determining the stage of the disease. The methods are

summarized in the Table (2-2).

Table 2-2- Current method for diagnosis atherosclerosis.

Method Application Expenses Requirements

Measurement systolic blood
ressure: sphygmomanometer and
ABI Primary diagnosis of PAD | Easily affordable P Phve
preferably Doppler ultra-sound

probe [19], [27]

Assessing general risk factors:
Risk assessment | Primary diagnosis of CVD | Easily affordable | patient’s information and common
laboratory tests [32]

) ) ) Measurement of the radius of the
Primary diagnosis of ] . ]
FMD . Affordable brachial artery in systolic and
atherosclerosis ) )
diastolic: ultra-sound probe [35]

Further investigation of a

Doppler . Relatively Determining the velocity of blood
known atherosclerotic .
Ultrasound expensive flow: ultrasound probes
plaques
Further investigation of a . . .
) i Relatively Observation through the arteries:
Angiography known atherosclerotic ) o
expensive MRI system, dye injection
plaques.

13
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2.3.2 Arterial Stiffening

Arterial stiffening defines the condition of reduced flexibility of an artery to expand under the
blood pressure change. Many researches have suggested that the reason underlying hypertension
i.e., having a steadily higher than normal systolic and pulse pressure, is arterial stiffening [40], [41].
It is estimated that in 2011-2012, 29% of the adult population aged 18 and above in the US were
suffering from hypertension, in which 83% were aware of the situation [42]. Hypertension is
known to be an important risk factor of many CVDs and the root cause of many CVDs including

left ventricular failure, aneurysm and even atherosclerosis [1], [40], [41], [43], [44].

Naturally, as the body gets older, the elastin in the arterial wall decreases and at the same time
the wall thickens, resulting in less compliant arteries [5], [40]. Moreover, deposits of calcium in
the arterial wall and accumulation of glycation end-products may also cause arterial stiffening [41].
Since the larger arteries including the aorta and carotid arteries, contain more elastin, they are
more affected by the arterial stiffening, whereas femoral, iliac, brachial and radial arteries do not

(51, [40].

Studying arterial stiffening is important for two reasons. First, the arterial stiffening itself is an
important risk factor that is needed to be diagnosed and controlled. Second, the presence of
arterial stiffening may affect the symptoms of other diseases and the diagnosis methods. Current

methods for diagnosis of hypertension are listed below.

One of the none-invasive methods for determining the stiffness of conduit arteries is the
measurement of PTT (or alternatively PWV). Studies have shown that as the arteries gets stiffer,
the wave propagates faster, thereby increasing PWV and decreasing PTT as indicated by the
equation (2-3) [13], [41], [43].

Therefore, by measuring the PWV or PTT and comparing their values with the “normal range”, one
may estimate the relative stiffness of the arteries [13], [45], [46]. Evaluation the value of the PWV
and PTT is done either by using the blood pressure at two superficial points or by taking advantages

of the pulse wave analysis [15], [47].

ABI can also be applied for determining arterial stiffening. ABI value of 1.2 or higher may indicate

14
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arterial stiffening [48]. However, as was discussed before, ABI usually works for a single CVD

condition.

2.3.3 Result

The above discussion on the PAD and arterial stiffening can be summarized in Table 2-3. This table
shows the arteries of the cardiovascular system which are affected by PAD and arterial stiffening,

as well as the value of the ABI for those diseases.

Table 2-3 — Arteries affected by PAD and arterial stiffening.

Disease Common Affected Arteries

lliac, Femoral, Tibials, Brachial
and Radial

Peripheral Artery Disease

Aorta, Abdominal aorta and

Arterial Stiffening Carotids

(Figure adapted from [4])
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2.4- Conclusion

In this chapter, cardiovascular system, the arteries and two common types of the arterial diseases,

namely PAD and arterial stiffening have been reviewed in terms of their effects on the arterial

system. Furthermore, different diagnostics method of these diseases were studied.
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3. Background: Modeling the Cardiovascular System

In this chapter, different types of mathematical models of cardiovascular system are reviewed.
These models include lumped models, distributed-parameter models, 3-dimensional models and
tube-load models. The models are compared in terms of accuracy, complexity and their potential
application in the diagnosis of cardiovascular diseases. This chapter provides the basis for

developing and validating a diagnostic method of cardiovascular diseases in Chapter 4.

3.1- Introduction

The cardiovascular system is one of the fundamental systems of the body. This system includes
the heart pumping the blood and the blood vessels transporting the blood to and from the heart.
There have been many efforts and experiments trying to mathematically model this complicated
system, resulting in the development of different models from different perspectives with various

applications.

These arterial models can be divided into four main categories: lumped models, distributed
models, three-dimensional models and tube-load models. The most well-known type of the
lumped models is the Windkessel model, which was proposed by Frank in 1899 [1]. In Windkessel
model the arterial tree is modeled with a few electrical elements, such as resistance and
capacitance, representing the peripheral resistance and the total arterial compliance, respectively.
The main advantage of the Windkessel models is its simplicity. However, Windkessel model does
not take into account the wave reflection and propagation in the arterial tree and is thus usually
used to determine the flow at the aorta based on the corresponding pressure or visa-versa [2]—

[4].

A more accurate type of model is the distributed parameter models. These models break down
the entire arterial tree into smaller segments and then solve the one-dimensional Navier-Stokes
equations for each segment. Distributed models account for the wave propagation, branching,
geometrical and mechanical properties of different sections of the arterial system, and therefore,
provide one of the most accurate models of this system [5]—[8]. However, these models require

much information about the system, including the mechanical properties and geometry.

21



Chapter 3-Background: Modeling the Cardiovascular System

Moreover, the boundary conditions are also hard to determine [9].

Three-dimensional (3D) models provide a 3D description of the flow waveform using the
computational fluid dynamics (CFD) theories. Similar to the distributed parameter models, these
models also require the knowledge of geometry and mechanical properties of the system. Due to
the high burden of the calculations in these models, their application is limited to a small section
of the arterial system, such as a part of the carotid, or a bifurcation site [10], [11]. As in the
distributed models, 3D models also require a large amount of information about the properties of

the system.

Finally, tube-load models describe the arterial system with a tube connected to a load. The tube
represents the main artery of the system, namely the aorta, whereas the load represents the
peripheral resistance and compliance [12]-[15]. Unlike the Windkessel models, the tube models
account for wave propagation and reflection phenomena in the arterial tree. In comparison with
the distributed parameter model, the tube-load model is less complicated with fewer parameters.
Furthermore, the parameters of the tube-load model have the physiological meaning which may

give insights into the physiologic states of the arterial tree.

The final goal of this chapter is to determine if any of these models are applicable for diagnostic
purposes. Such a model has to provide an accurate analysis of the pressure and flow waveformes.
To this end, in this chapter the introduced models are reviewed in terms of the accuracy,

applications, requirements, complexity and the potentials to be used as a diagnostic tool.

3.2- Models of the Arterial Tree

The arterial models can be categorized into four main types: lumped models, parametric models,
3-dimensional models and tube-load models. In this section, these models are examined and

discussed.

3.2.1 Lumped Models

Lumped models are simplified models of an arterial system, simulating the whole system with a

few parameters. One of the most well-known lumped models is the Windkessel model, proposed

by Frank in 1899 [1]. The simplest possible of this kind is the two-element Windkessel model, which
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has a resistance and a compliance, representing the total peripheral resistance and arterial

compliance of the arterial tree.

Therefore, this model accounts for the ability of the artery to store blood and the resistance of the
peripheries against the blood flow [1], [2]. Figure 3—1(a) shows a schematic of an artery while

Figure 3—1(b) depicts the Windkessel model of the same artery.

Windkessel models provide a general description of the relation between the pressure and the
flow in the proximal aorta with a few parameters [1], [18]. In order to improve the model, another
elemnt representing the characteristic impedance of the artery was added as the third parameter
of the Windkessel model, as shown in the Figure 3—2(a) [17]. The four-element model has an
additional resistance as depicted in Figure 3-2(b), which was shown to be more accurate in

reproducing the pressure waveforms [3].
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Figure 3—1 — A compliant artery (a): The two-element Windkessel model of the artery (adapted from [4]), (b):
Equivalent electrical circuit based on the Windkessel model (adapted from [16]).

Nevertheless, the Windkessel models consider infinite wave propagation velocity for the arterial
tree and, therefore, do not account for the wave reflection and propagation in the arterial tree,
which makes these models less ideal in reproducing blood pressure and flow waveformes.
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Figure 3—2 — Different types of the Windkessel model (a) Three-element (adapted from [17]) and (b) four-element
Windkessel models (adapted from [3]).

3.2.2 Distributed Parameter Models

In distributed parameter models, the whole arterial tree is divided into smaller segments for which
the information about the geometry and the mechanical properties are required. The flow
waveforms are then analyzed either by the Womersley’s theory of “oscillatory flow in the arteries”
or the 1-dimensional Navier-Stokes equations for conservation of mass and momentum in flow

waveforms [19], [9].

These models usually account for the tapering of the arteries along their lengths, multiple
branching and variable mechanical properties of the arterial system. Some of these models are

discussed as follows.

One of the early works of this model was the analysis of the pressure and flow propagation in the
human leg, in which the one-dimensional flow problem in an elastic tube was solved using the
finite difference method, for geometrically and mechanically defined branched tubes [20]. A more
complicated model was the development of the model of the total arterial system, which
considers the whole system as 128 small uniform elastic segments for studying the effect of special

conditions in the arterial system [6]. One of the other models of the total arterial system simulated
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the arterial tree as 28 smaller segments connected to each other with the tapering of the arteries
along their length also being considered and the peripheries being simulated as a structured tree.

The result was then validated by the experimental measurement of the flow data [5], [21].

Distributed parameter models give an accurate estimation of the flow and the pressure that can
predict the waveforms at any desired site of the arterial system. However, there are a lot of
information about the properties of the system that are required to be determined [22].
Information on the geometry itself requires a magnetic resonance imaging (MRI) or Doppler
ultrasound investigation, whereas direct measurement of the mechanical properties such as the

elastic properties.

3.2.3 Three Dimensional Models

Another method for simulating the behavior of the flow and pressure waveforms in the blood
vessel is the three-dimensional (3-D) models, which provide a detailed analysis of the
hemodynamics. Similar to the distributed parameter method, this model also requires information
regarding the geometry and mechanical properties of the part of the system which is under study
[9]. Moreover, the 3D models usually involve very complicated simulations. Therefore, they are
usually used for analyzing a specific part of the cardiovascular system and under a pathological
condition such as: atherosclerosis and aneurysm [23] due to the heavy burden associated with the

calculation.

A more complicated model of this type is a coupled model, joining a partial 3D model of the flow
dynamics using the Navier-Stokes equation with the lumped model of the arterial system in order

to make the model more coherent with the rest of the arterial tree and more accurate [24].

3D models provide a very detailed and accurate analysis of the hemodynamics. However, they
require prior measurement of the system characteristics such as the geometrical and mechanical

properties.

3.2.4 Tube Models

The other type of the arterial tree models is the so-called “tube-load” model. This type of models

takes advantages of the analogy between the voltage wave propagation in the transmission line
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and the pressure waveform propagation in the arterial tree. By applying this analogy, tube-load
model simulates the large arteries such as the aorta as a tube with the characteristic impedance
of Z., representing the wave propagation path, while simulating the peripheral load as a load with

its impedance of Z; (Figure 3-3) [12].

The Aorta

Figure 3—3- Tube-load model.

The load is usually a combination of the different electrical elements such as the resistance (Ry)
and the capacitance (Cy) and the characteristic impedance of the conduit artery. The resistance
represents the peripheral resistance and the capacitance stands for the peripheral compliance of
the system. The peripheral load shows the reflection site at which the flow waveform transferring
into the peripheries reflects back toward the heart, as depicted in Figure 3-4. Another parameter
of the tube-load model is the pulse-transit-time, which is the transfer time of the pulse to get from

one (proximal) end of the tube to the other (distal) end.

Py ¢=:

Figure 3—4 - Wave reflection at the peripheries.

Even though the tube-load model is a simple model with only a few parameters, it accounts for
the wave propagation and the wave reflection phenomena in the arterial tree.

The aortic blood pressure and flow, provide much information regarding the condition and the
well-being of cardiovascular system while the measurement around the aortic valve are highly
invasive. The tube-load model is its potential application in determining the aortic blood pressure
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or alternatively flow, by using the peripheral blood pressure [13], [25].

3.3- Discussion

In this chapter, a review of different models of the arterial system was presented and summarized
in Table 3-1. These models are usually used for two purposes; first, for forward modeling, which
uses the characteristics of the system to evaluate the output of the system based on the physics
theories, and second, the inverse modeling, which uses the input and output of the system to

determine the model. Inverse modeling is useful in monitoring the arterial tree.

The final goal of this chapter was to select a model that is potentially applicable for the diagnosis
purposes. One such model should be accurate in analyzing the waveforms and preferably be

suitable for parameter identification.

The study shows that the lumped models, such as the Windkessel models provide a simple
mathematical model of the arterial tree with a few parameters which is suitable for parameter
identification. However, Windkessel models overlook the wave propagation and reflection
phenomena in the arterial tree and consequently are less accurate. Moreover, Windkessel models
are usually used to derive a mathematical relation between flow and the pressure at the aorta,
while measuring the flow and the pressure in the aorta are highly invasive. Therefore, the

Windkessel models are not a convenient model for diagnostic purposes.

Distributed parameter models and 3D models provide a patient-specific analysis of this system
which is the most accurate methods available. While the 3D models can only be applied to a local
area of the arterial system, 1D models actually can simulate the whole arterial system. However,
these models require determining a large number of parameters of the system characteristics in
order to estimate the waveform information at different sites in the arterial tree. From the
parameter identification perspective, however, this type of model needs the determination of

excessively many parameters that is virtually impossible.

Tube-load models consider the wave reflection and propagation phenomena in the arterial tree,
which make them more accurate than the Windkessel model. In contrast to the distributed

parameter models, they are parsimonious and have less parameters. Therefore, the tube-load
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Table 3-1 - Models of the arterial tree.

Models Advantages Disadvantages
e Simplicity e Assuming an infinite speed of
Lumped model waves

e Physiological meaning e Not accurate

e Require prior investigation of
Distributed parameter models |e Accuracy the characteristics of the
arterial system

e Require prior investigation of
the characteristics of the

rterial system
3D models e Accuracy arteriai syste

e Complexity

e Local application

e Simplicity

e Relatively accurate
e Only analyses the two ends of
Considering the wave | the tube

propagation phenomena

Tube-load models .

e Physiological meaning

models seem to have a desirable balance between the accuracy and simplicity while considering
the wave transmission. These models are also convenient for parameter identification purposes.
In fact, the parameters of the tube-load model can be determined if there is access to 2 waveforms

of the arterial system [13], [26].

Moreover, the parameters of tube-load models have physiological meaning. Therefore, the tube-
load model brings light to many characteristics of the arterial system that might be useful in
detecting diseases in the arterial system. In the next chapter, the possibility of using the tube-load
model for diagnostic applications is discussed. The mathematical background is also presented in

Appendix-A.

3.4- Conclusion

In this chapter, different mathematical models of the arterial tree were reviewed. The potential
applications of the tube-load models over other models for diagnostic purposes, was justified. In

the next chapter, the diagnosis method using tube-load model will be developed and discussed.
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4. CVD Diagnosis via System Identification of Tube-Load Model

In this chapter a novel method for diagnosis of common types of arterial diseases: peripheral
artery disease and arterial stiffening, is presented. This method is based on a mathematical model
of the arterial tree called the “tube-load model”, which was previously introduced in Chapter 3.

Later in this chapter, the proposed method will be validated using an arterial tree simulator.

4.1- Introduction

Cardiovascular disease (CVD) is the number one cause of death in the world, responsible for 17.3
million deaths worldwide per year [1]. CVDs may begin and develop asymptomatically. Thus, the
patients may not become aware of their CVD condition until late stages, while in many cases,
sudden cardiac arrest is the first manifestation of the disease [1], [2]. From this standpoint, having
an effective diagnosis method is crucial for helping the patients with CVD. In fact, many studies
are suggesting active monitoring of people of higher risk of having CVD [1], [3], [4]. There are many
types of CVD, affecting the heart or the arteries. The main focus of this project is on the diseases

affecting the arteries.

Today’s most prevalent diagnostic method for the arterial diseases is to use the direct investigation
and measurements of system properties including the systolic, diastolic and mean blood pressure

and then to compare those values with the range defined as the normal values [5].

Another detection method is the Ankle-Brachial-Index (ABI), defined as the ratio between the
systolic blood pressure at the ankle and the one for brachial artery [5], [6]. The ABI is the most
widely accepted method and easy to perform. However, the effectiveness of ABl method is under
question for patient who are experiencing other diseases, such as diabetes and vascular

calcification and CVD at the same time [5]—[7].

An alternative diagnostic method is the risk assessment based on the lifestyle and current health
status of the patients. Some of these factors include: age, smoking habits, diabetes mellitus and
obesity [4]. Another test for diagnosis of peripheral artery disease (PAD) is the flow-mediated

dilatation (FMD) test, which uses the endothelial function as a marker for the diagnosis. FMD
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requires using the ultrasonic probe which must be done in the medical center by professionals [8].

In this chapter, a potential method for detecting the artery diseases is presented to overcome the
above mentioned drawbacks associated with currently used detection methods. The method is
based on the tube-load model, which is a mathematical model of the arterial system characterized
by a few parameters. The model accounts for the wave propagation and reflection phenomena in
the arterial tree and therefore reveals more information about the arterial system in comparison

with the direct markers and population-based method such as risk assessment and ABI.

The parameters of the tube-load model are equipped with physiological implications and indicate
different characteristics of the cardiovascular system. Since the arterial diseases affect the
characteristics of the system, we hypothesize that analyzing the tube-load model parameters may
enable the detection of characteristic changes in the arterial system and may thus be used as the

diagnostic markers.

Finally, in this project, the feasibility of using the tube-load model parameters for diagnosis of the
arterial diseases will be validated using an arterial tree simulator in which different conditions of
arterial diseases are simulated, for each of which, tube-load model parameters will be evaluated.
The parameters will then be used for detecting the arterial diseases and the success of the model

would be discussed.

4.2- Tube-Load Model

“Tube-load” model is a model for simulating the behavior of the arterial tree. This model describes
the behavior of the arterial tree using few parameters, namely: characteristic impedance,
peripheral resistance, peripheral compliance and pulse transit time (PTT). There are many
arrangements of these parameters, the one used in this paper is shown in Figure 4-1. As it is
derived in appendix-A, for a single loss-less tube-load model, the pressure waveforms at the two
ends of an artery, represented as a tube, is related as described below [9], [10]:

Piorta €9"+ .77

= (4-1)
P, 1+r

with Pyortq @and Pp being the blood pressure at any time in the aorta and the peripheries,
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The Aorta

Figure 4—1- Tube-load model.
respectively. In this equation t stands for the pulse transit time. Moreover, I' indicates the

coefficient of reflection defined as follows:

2, —Z¢
7+ Z,

r (4-2)

with Z; and Z. indicating the load and the characteristic impedances [9]. Moreover, for the tube-
load model shown in the Figure 3—3, the load impedance is calculated as follows:

Rp

=—r 4-3
RpCpjw + 1 (4-3)

Zy

Therefore, by replacing equation (4-3) into the equation (4-2), the coefficient of reflection is

calculated to be:

Rp — Zc(RpCp + 1jw

r= 4-4
Rp +Z:(RpCp + 1jw 4-4)
Substituting equation (4-4) into the equation (4-1) leads to the following:
Paorta _ (Rp + Zc(RpCp + 1)jw)e /" + (Rp — Zc(RpCp + 1)jw). €77 (4-5)
P, 2Rp
the equation can then be simplified as shown in the equation (4-6).
Paorta _ (1 + (ZcCp + Zc/Rp)jw)e ™" + (1 = (ZcCp + Zc [Rp)jw). €1 (4-6)

P, 2

By defining the new parameters a = Z-Cp and 3 = Z./Rp., the equation (4-6) can be rewritten

as follows:
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Piorta _ (14 (a+ B)jw)e "+ (1 — (a + B)jw).e/®T (4-7)
Py 2

In order to translate the equation (4-7) into the discrete time domain, the equation is first
translated into the Laplace domain as shown in the equation (4-8).
Pyorta _ (14 (a+ B)s)e™" + (1 —(a+ P)s).e™"

Py 2 48)

moreover, in order to transfer the equation into the discretized space, the forward difference
approximation with a sampling frequency of f; , s is approximated to s = f;(z — 1). Using this

approximation the equation (4-8) is rewritten as follows:

Paorta(k) _ (1 + (a4 B)(fs(z—D))z" + (A = (a+ B)fs(z-1))z™"

- (4-9)
Py (k) 2

with n=f;. 7. As this equation verifies, once the parameters a and B are known, aortic blood
pressure can be derived from measured the blood pressure at peripheries such as the radial or
femoral. Likewise, it can be shown that by having access to the Py,¢q and Pp waveform, the
parameters a and B can be determined. In order to determine the tube-load model parameters
with having two blood pressure waveforms at the aorta and the femoral, the equation (4-9) can

be rewritten as follows:

Prorea(k) = (1 = fila+ B))Pp(k —n) + fi(a+ B)Pp(k —n + 1)

(4-10)
+(1+ fia+ B))Pp(k +n) — fila+ B)Pp(k +n + 1)
in this equation Pyy,¢q is the tube-load approximation of the blood pressure at the aorta.

4.2.1 Parameters of the Tube-Load Model
i. Arterial Resistance:

The Windkessel theory, models each compliant artery, as a flexible chamber that experience a

time-varying pressure. For this artery, the resistance can be estimated as follows:
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Pyt
Rart = =— (4-11)
QaTt

with R, indicating the resistance of the artery, P, mean pressure in the artery and Qg the

flow in the artery [11]. Therefore, the peripheral resistance is defined before as below:

Rp = (4-12)

Ql

':s|"c:'

On the other hand, for a laminar flow of a Newtonian fluid with the viscosity i in a horizontal

o n

circular tube with the length “I”and radius “r”, as shown in the Figure 4-2, the pressure drop can

be predicted as shown in the equation (4-13)[12].

8ul
ap = M9 (4-13)
r
Therefore the viscous resistance of the fluid is calculated as below:
8ul
R=— (4-14)
r

As the equation (4-14) suggests, the total resistance of the arterial tree is mainly due to the smaller
arteries and the resistance of the larger arteries such as the aorta, can be neglected in comparison

with smaller arteries.

i\‘\‘\‘\‘\‘\‘\‘\‘\‘\‘\‘\‘\‘\‘\‘\‘\‘\‘\‘\‘\‘\‘\‘\‘\‘\‘f‘\‘\‘\‘\‘\w
pH r

R RN

P o
< »

l

Figure 4-2 - Calculating the resistance of a tube.

ii. Arterial compliance

For the tube described in the Windkessel theory, the ratio of the change in the volume for a known

change of pressure is described as the compliance, mathematically defined as in the equation (4-

15).
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dv

Crupe = ﬁ (4-15)

with v and P showing the volume and the pressure of the artery. Cross-sectional compliance, is
the compliance of per unit length of the tube, which is defined as shown in the equation (4-16)

[13].

dA

Ccross—sectional = ﬁ (4-16)

In which the dP and dA show the local change is the lumen area and pulse pressure respectively.
Change in the lumen area is also calculated as below [13]:

dA = m.(Ds* — D) /4 (4-17)
With Dg and D, indicating the systolic and diastolic diameter of that section. dA can also be
approximated as follows:

dA =m.(dD).D/2 (4-18)

In this equation, D is the average diameter and dD is the change in diameter. Therefore the cross-

sectional compliance can also be defined as in the equation (4-18) [14].

(dD)

Ccross—sectional = ﬁn—D (4-19)

On the other hand, Young’s modulus of an artery, can be related to the arterial compliance as

follows [14].

dP D

- - (4-20)
dD h

with E showing the Young’s modulus per length of wall thickness of the artery. Therefore,

nD?

Ccross—sectional = ET (4-21)

As the peripheries can be assumed as multiple smaller tubes attached together, the total
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compliance is the integration of the smaller ones. For each smaller tube, the compliance may be

calculated using the equation (4-21).

However, due to the limitations in measurement in the extremities, it is not possible to find a
quantitative measurement of the peripheral compliance, but it might be possible to determine its

qualitative behavior.

iii. Characteristic impedance

Another parameter of the tube-load model, is characteristic impedance or Z, of the tube which is

defined as in the equation (4-22) [9].

Z. = Leube (4-22)
Ctube

Moreover pulse transit time (PTT) for the same tube, is estimated as follows [9].

PTT = L\/lyupe- Crube (4-23)

In the equations (4-22) and (4-23), liyype and Ciype indicate the inertance and compliance

respectively. The inertance is defined as below:

Loop
[ =f C,——dx (4-24)
tube o uA(x)

at which, p is the density of the blood, where L is the length of the segment, A is the area of the
cross section which varies along the tube [15]. In order to account for the non-flat velocity profile
of the blood flow, the coefficient of C,, is also added, which is approximated to be around 4/3
[15].

4.3- Diagnosis Algorithm

4.3.1 Atherosclerotic Blockage

Atherosclerosis is defined as the formation of the abnormal blockages in the arteries. These

blockages mostly happen in the peripheries, which are referred to as peripheral arterial disease
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(PAD). In the case of PAD, the main tube of the tube-load model is left unchanged, while the
peripheries are affected by the growth of the abnormal masses in the arterial wall as shown in the
Figure 4—6. The effect of the PAD on each of the parameters of the tube-load model is discussed

below.
a. Characteristic Impedance:

As it was mentioned before, the characteristic impedance is a function of the inertance and the
compliance of the main tube of the tube-load model. In this study, the main tube is the aortic-
femoral tube, which is not affected by the blockages in the peripheries. Therefore, it is anticipated

that in the case of the PAD, the characteristic impedance of the tube is left unchanged.
b. Pulse Transit Time

As it was mentioned for the characteristic impedance, since in the case of the PAD the tube
inertance and compliance are not affected, based on the equation (4-23) the PTT is also expected

to remain the same in the process of the formation of the stenosis.
c. Peripheral Resistance

The resistance of an artery can be approximated by Poiseuille law as shown in the equation (4-14).
Considering this equation, as the open area of an artery reduces, the resistance on that part will
increase, whereas the length of the blockage is directly proportional to the resistance. Therefore,
growing in the blockages of the peripheries results in an increase in the magnitude of the

peripheral resistance.
d. Peripheral Compliance

Formation of a blockage in an artery, results in the decrease of the lumen area, increase of stiffness
and increase in the wall thickness. Therefore, based on the equation (4-37), the cross-sectional
compliance of an artery will decrease as the blockage grows. Moreover the site, the radius, the

length and the stiffness of the blockage affect the value of the peripheral compliance.
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4.3.2 Arterial Stiffening

In case of the arterial hardening, the stiffness of the arteries increases, which then make the
affected arteries less compliant. Arterial stiffening may influence any artery of the arterial system,
but it mostly affects the larger arteries such as the aorta. Therefore, in most cases of arterial
stiffening, the tube is subjected to change in the characteristics, whereas the peripheries are
usually left unaffected [16]. The effect of this alteration in the stiffness of the tube on the tube-

load model parameters is discussed below.
a. Characteristic Impedance:

In case of arterial stiffening, the elasticity of the arteries is compromised; the arteries affected by
this situation get stiffer. As the equation (4-21) supports, arterial stiffening makes the arteries less
compliant by increasing the Young’s modulus. In the tube-load model, the total compliance of the
tube is integration of different arteries, including the aorta, abdominal aorta, iliac and part of the
femoral. Since in case of arterial stiffening, based on the equation (4-22) and (4-25)
Ceupe decreases while the inertance is constant, it can be shown that the Z, of the tube will

increase.
b. Pulse Transit Time:

As it was discussed for the characteristic impedance, in case of the arterial stiffening, the
compliance of the tube decreases and the inertance is constant, therefore, based on the equation
(4-24), it is expected that the PTT of the tube reduces as the aorta gets stiffer. In fact, there has
been many experiments and researches supporting this statement [17], [18]. In fact, the relation
between PTT and the compliance of the arterial tree is such that there has been researches

suggesting estimating the tube compliance using the PTT or PWV [19], [20].
c. Peripheral Resistance:

Arterial stiffening mostly affects the larger arteries and leaves the peripheries untouched.
Therefore, in case of the arterial stiffening the peripheral resistance is expected to be the same as

the one of a healthy arterial tree.
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(a) (b)

Figure 4-3 - Femoral stenosis, (a) growth of femoral stenosis (adapted from [24] ) and (b) simplified geometry of a
femoral stenosis with length | and radius r.

d. Peripheral Compliance:

As it was mentioned for the peripheral resistance, since the peripheral arteries are left unchanged
in case of the arterial disease, the peripheral compliance is anticipated to remain the same in case

of arterial stiffening as well.

4.3.3 Effect of Arterial Diseases on Identifiable Tube-Load Model Parameters

Based on the previous discussions the effects of the arterial diseases on the tube-load model
parameters can be summarized in the Table 4-1. When the blood pressure waveforms of the two
ends of the tube are used as the input of tube-load model, the parameters a, § and PTT will be

identified.

Therefore, in order to check the possibility of using the tube - load model as a diagnostic method,

it is essential to check the effect of the arterial diseases on these parameters. Using Table 4-1, the
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effects of the arterial diseases can be summarized as in the Table 4-2.

Table 4-1 - Qualitative effect of atherosclerosis and arterial stiffening on the parameters of the tube-load model.

Parameters Arterial Stiffening Atherosclerotic Blockage
PTT J Not affected
Z. ™ Not affected
Cy Not affected N2
R, Not affected ™

Table 4-2 shows two main points, first the tube-load model is sensitive to both arterial stiffening
and PAD cases, second the change in the parameters for these two cases of arterial diseases is in
a way that the model can also differ these diseases. Therefore, if the method is verified to work as

shown in the Table 4-2, it can detect arterial stiffening and PAD’s.

Table 4-2 - Effect of the atherosclerosis and the arterial stiffening on the tube-load model parameters.

Parameters Arterial Stiffening Atherosclerotic Blockage
PTT J Constant
a=2:.Cp ™ NG
B=Z/Rp T J

4.4- Methods
4.4.1 High-Fidelity Arterial Tree Simulator

In order to verify the proposed method, a high fidelity simulator of arterial tree was used [21],
[22]. In this simulator the blood is considered as a non-compressible fluid, Newtonian flow that
runs through viscoelastic tubes with different length and radius which taper along their length.
The whole arterial tree is divided into 29 smaller tubes branching along the arterial tree, until it

gets to the peripheries which are modeled as a structured tree (Figure 4-4).

The simulator is a subject-specific model, for which geometries of the each of the artery, including
the length, inlet and outlet radii and the properties of the structured tree were set as they were
measured for a man of age 32 using the magnetic resonance images (MRI). The radius in zero

pressure of each artery is assumed to a function of x as shown below [21]:

42



o) = reexp (log() 7)

Chapter 4-CVD Diagnosis via System Identification of Tube-Load Model

(4-25)

with x showing the distance to the top side of the associated tube, L the length of that tube, and

1: and 1y, indicate the inlet and outlet radius respectively as shown in the Figure 4-5.
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Figure 4-4 - The cardiovascular system modeled in the arterial tree simulator [21].
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Figure 4—5 — Tapering along the length of an artery (adapted from [21]).
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The flow waveforms at different sites of the body were also recorded using the MRI techniques
for the same subject. This simulator then solves the 1-dimensional axisymmetric Navier-Stokes
equations for the defined arterial tree by using one non-invasive flow measurement at ascending
aorta and calculates the flow and pressure waveforms at different sites of the cardiovascular
system including femoral, brachial and etc. Afterward the result of the simulation is compared
with the actual value of flow data at the measurement sites® [21], [22]. In this project, this
simulator was used to simulate arterial diseases; two main features of the simulator that were

directly used for this project are discussed in the following sections:

i. Simulating Arterial Stiffening

There are different indices for describing the arterial stiffness including: arterial dispensability,
arterial compliance, volume elastic modulus, circumferential Young’s modulus and etc. [16]. In the
simulator the value of parameter Eh /71, is set in order to describe the stiffness at each tube, in
which E is circumferential Young’s modulus, h is the arterial wall thickness and 1, is the radius at
zero pressure condition. It was shown that the value of Eh/7, can be estimated using the following

exponential function [21]:

Eh
— = C, exp(Cy.1,) + Cs (4-26)

o

The value of constants in this equation, were estimated to be C; = 2.00 x 107 g.s‘z. cm™Y, C, =
—22.53 cm™! where €3 = 8.65 x 10° g.s~2.cm ™! according to [22]. For each point of an artery

the radius is calculated using equation (4-25). For simulating arterial stiffening, the value of C; and

Eh

C3; were multiplied to a coefficient of K (= (ETh)/ ( - )
Normal

) defining the severity of the disease.

In this project, different scenarios of arterial hardening were simulated, among which the most

common type of arterial stiffening which is when the aorta is affected as presented in Table 4-3.

In these simulations, the values of stiffness were set to increase from 20% up to 100% of the

normal value [16], [23].

! For more detailed regarding the simulator refer to appendix-B.
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ii. Simulating PAD

In case of PAD, the part of the artery, which is subjected to the disease, narrows down. However,
it is not possible to locally change the cross-sectional area of an artery in this simulator. The
solution adapted to address this issue was to divide the whole subjected artery into three sections
as shown in the Figure 4—6, the first and the last sections would be left unchanged while the radius

of the middle part will be reduced to represent the existence of the blockage.

On the other hand, in the simulator at each bifurcation, the artery should be connected to two
other elements such as an artery or a structured tree. Therefore, in order to divide the artery, at
each split the artery is connected to the next section of the artery and a dummy structured tree?.
Using this method, different cases of PAD in the femoral artery with various lengths and radiuses
were simulated. The length and the blockage value are set based on the experimental research on
PADs [5]. In the Table 4-4 part of these simulations with 30% and 50% of blockage and different

length are presented.

S A wow
|
bttt b S b o

TR RETeRE LY
DEEERRRRE

Figure 4—6 — Adding blockage into the artery: dividing the artery into three sections.

4.4.2 Tube-Load Modeling

After simulating different cases of arterial stiffening and the PAD, the next step is to determine
the parameters of the tube-load model for each case and compare that with ones of the simulation

of a normal arterial tree. In order to determine the parameters, two of the waveforms namely:

2 Adding the blockage into the arteries is explain in the appendix-B.
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aortic and femoral was exported from the simulations.

For all of the simulations, the aortic pressure was exported from a consistent point in the aorta
which was 10 cm after the aortic valve, whereas the femoral pressure waveforms, were measured
at a point in the femoral (artery 24 in the Figure 4—4) which was 12 cm after the bifurcation of

femoral and deep femoral. The sampling frequency of the simulations was F; = 1000 Hz.

One of the most important applications of the tube-load model, is to determine the pressure in
the aorta, based on a non-invasive measurement at the periphery. Therefore, one method to
determine the functionality of the tube - load model, is to evaluate its accuracy in reproducing the

aortic pressure.

Thus the error in the parameter estimation was defined as the difference between the estimated
blood pressure and the actual blood pressure in the aorta. The error was defined using the root-
mean-squared-error (RMSE). For the aortic pressure estimation the RMSE was defined as shown

below:

RMSE =

Sl

Z (PAorta(i) - ﬁAorm(i))z (4-27)
i=1

In this equation, Py,,¢4 (i) is the estimation of aortic blood pressure based on the tube-load model,
whereas the P4,rtq Shown the actual blood pressure in the aorta and finally n is the size of the
data. Therefore the RMSE can be considered as the cost function for determining the unknown
parameters including a, B and PTT. The parameters were then estimated using a nonlinear
multivariable function in MATLAB. After estimating the parameters, the aortic blood pressure can

be reproduced by using the equation (4-10) and the estimated value of the parameters.

In order to validate the accuracy of the tube-load model for reproducing the aortic pressure, first
this procedure will be applied for determining the aortic blood pressure for an actual subject. To
do so the blood pressure data were recorded from a patient under open heart surgery at the
University of Alberta Hospital. The data collection was made upon the approval by the University

of Alberta Health Research Ethics Board (ID Pro00021889) and informed consent from the
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patients. At the next step, the same procedure was done for simulations of different cases of

arterial stiffening and PAD in the femoral artery.

4.5- Result

First the tube-load model was applied to the blood pressure data collected from a patient. The

actual versus estimated aortic blood pressure of this patient is shown in the Figure 4-7.

"Estimation aortic blood pressure using the femoral blood pressure”
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Figure 4-7 - Using tube-load model for estimating aortic BP.

After simulating different cases of diseases and exporting the data, the tube-load model
parameters &, f and PTT were determined. In order to validate the ability of the tube-load model
to reproduce the aortic blood pressure for these CVD simulations, the RMSE error was also
calculated. The reconstructed versus the actual aortic blood pressure waveforms for one case of
arterial stiffening and one case of PAD in the lower extremities are shown in the Figure 4—8(a) and
Figure 4-8(b) respectively. The parameter estimation result are presented in the Table 4-3 and
Table 4-4. In these tables, simulation number O, indicate the normal arterial tree, in which no

abnormal stiffening or PAD exists. For arterial stiffening cases, the aorta was subjected to
Eh
stiffening, the value of stiffness (defined as - ) was multiplied by the value of k from 1 to 2. The

result of the simulation, including the variables «, 8, PTT and RMSE is also depicted in the Table
4-4. In simulations of PAD in the femoral artery, there are two parameters that can be set, the
area and the length of the blockages. In this chapter, two different blockages of 30% and 50%,
with length 2 to 10 cm are presented. The value of variables a, 8, PTT and RMSE for these
simulations are depicted in Table 4-4.
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Figure 4-8 - Using tube-load model for reproducing the aortic blood pressure in case of (a) Arterial stiffening and

(b) PAD in lower extremities.

Table 4-3 — Tube-load model parameters of the arterial stiffening simulations.

Simulation K= (ETh) /(ETh) Normal PTT a*lzgozp 6=Z¢/Rp (nf:z)
#0 (Normal Arterial 1 0169 | 15.913 0.845 1.011
Tree)
#1 12 0157 | 28.244 0.935 1.294
2 14 0.148 | 38572 1.013 1.561
#3 16 0.141 | 47362 1.082 1.789
4 18 0135 | 55431 1.146 1.982
#5 2.0 0130 | 62.667 1.204 2.136

Simulation summary:

Affected arteries: The ascending aorta and abdominal aorta.

Eh

— =K *xCyexp(C,.1,) + K * C3

To

K: arterial stiffening index

Figure is adapted from [24].
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Table 4-4 - Tube-load model parameters of the femoral atherosclerotic blockage simulations3.

Simulation Blockage area Length (cm) PIT w 6=Z:/Rp RIBE
(%) (mS) *1000 (mm Hg)

#0 Hormel arerd 0 0 0.169 15.913 0.845 1.011

#1 30% 2 0.169 13.033 0.843 0.954

#2 30% 4 0.169 10.760 0.838 0.907

#3 30% 6 0.169 9.103 0.833 0.876

#4 30% 8 0.170 6.889 0.825 0.854

#5 30% 10 0.170 5.924 0.820 0.842

#6 50% 2 0.169 8.630 0.838 0.864

#7 50% 4 0.170 2.873 0.820 0.845

#8 50% 6 0.170 0.010 0.801 0.924

#9 50% 8 0.169 0.010 0.781 1.066

50% 10 0.168 0.010 0.763 1212

Simulation summary:

Affected arteries: The femoral.

A
Blockage area % = A—S%
0

— oy 2
Ay = 11y,

2
Ag = 7T(Toz =75 )

r,:radius of the normal
Figure is adapted from [24].

rs:radius of the lumen in the existance blockage

In the Figure 4-9 (d),(e) and (f) parameters «, B and PTT for PAD blockage are shown. These
values are shown with respect of the area blockage and the length of the blockage. As shown in
these figures, with the increase of the length of the blockage or the area of blockage, the PTT does

not change noticeably (£ 1 mS) while the value of a and 8 decrease.

3 The complete sets of simulation are presented in the appendix-B.
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Figure 4-9- Effect of arterial diseases on the tube-load mode parameters: Arterial stiffening on (a) PTT, (b) a and (c)
B, Peripheral artery disease on (d) PTT, (e) a and (f) B.
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The qualitative analysis of the change in the parameters of the tube-load model for these
simulations is summarized in the Table 4-5. This table show the agreement between the result of

simulations and the expectated change.

Table 4-5 - The effect of arterial diseases on the tube-load model parameters, the expectation versus the simulation

result.

Expectation Simulation result Expectation Simulation result
N N Unchanged Unchanged
T T J v
T T J v

4.5.1 Diagnostic procedure

The suggested procedure of diagnosis of PAD and arterial stiffening based on the new method is

shown in the Error! Reference source not found..

Simultaneous PAD and
arterial stiffening

Arterial stiffening — no comments on the PAD

_Yes | PAD

No observable PAD or arterial
stiffening

Figure 4-10 - The procedure of diagnosis arterial diseases based on the tube-load model parameters.
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As this chart suggests, first the PTT needs to be checked. If there is no change in the value of PTT,
the parameters have to be checked for detecting PAD. When the PTT shows decrease while a
and S decrease or stay unchanged, it might indicate PAD and arterial stiffening in the arteries.
However, if the parameters a@ and f§ increase there might or might not be PAD in the lower

extremities.

4.6- Discussion

4.6.1 Validity of Tube-Load Model as Representation of Arterial Tree with CVD

In this paper, the parameters of the tube-load model were used to detect CVD whitin the arterial
tree. To evaluate these parameters, first the tube-load model was used to estimate the aortic
blood pressure in simulated subjects with CVD condition. The results show that the error of the
tube-load model in reproducing the blood pressure at aorta, was less than 1.2 (mmHg) in all of the
PAD and arterial stiffening simulations, while the total change in the pressure in these cases is
between 50 to 80 (mmHg). These results validated the efficiency of the tube-load model in

simulated cases of arterial trees with CVD conditions.

4.6.2 The Validity of the CVD Diagnostic Method based on the Tube-Load Model

The main goal of this work was to develop a novel method for primary diagnosis of PAD. This model
is based on the parameters of a mathematical model of the arterial tree, namely tube-load model.
To develop the method, first the effects of PAD on the characteristics of the arterial tree were
determined and then, based on the definition of the parameters of the tube-load model, the
expected trend of change in the parameters were evaluated. In order to validate the method,
different types of PAD, with different length and cross-section were simulated. Based on the result
of the simulation was shown in the Table 4-3, Table 4-4 and Table 4-5, the overall trend of change
in the parameters of the simulated cases, met the criteria for detecting the abnormal changes

associated with different diseases.

One of the other open questions up to this point, is the behavior of the diagnostic parameters,

namely «, f and PTT, in cases that arterial stiffening and PAD develop at the same time.
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One of the assumptions of this work includes having access to aortic blood pressure. However, it
is well-known that the measurement of aortic blood pressure is highly invasive. Therefore, this
waveform needs to be replaced either by aortic flow, or carotid pressure waveform in order to be

able to use this approach more broadly, which can be one of the future works of this project.

4.6.3 Diagnosis CVD via Using Tube-Load Model versus other Available Methods

The procedure of diagnosis of PAD and arterial stiffening using the new method was shown in the
Figure 4—10. The proposed method uses a comparative method to determine the abnormalities in
the arterial tree, in other word, the estimated parameters at each measurement, will be compared

to the one of the normal blood pressure.

This makes the method more accurate and independent from the results of other patients. On the
other hand, since the method requires access to the normal blood pressure waveforms, at this
stage, it can only be used for patients who do a regular checkup. While in case of PAD, other
methods of diagnosis such as ABlI and FMD tests, provide an overall evaluation at each

measurement.

While the ABI is less sensitive for diagnosis of mild PAD [6], the tube-load model, is able to easily
detect a small blockages of 50% cross-sectional blockage and 2 cm length, with more than 45% of
change in parameter a. One the other advantages of this model, over the ABI, is in the case
simultaneous PAD at upper and lower extremities. In this case, the systolic may increase in a way
that the ration stays the same, while the tube-load approach uses two different tubes, upper and

lower tube for diagnose PAD at each section.

Moreover, while the risk assessment method provides a general score of the probability of having

PAD, the tube-load model approach help the medical staff to detect PAD with higher accuracy.

FMD test, uses the hypothesis of the effect of the atherosclerosis on the endothelial function of
the artery to determine the systemic atherosclerosis. Tube-load model approach in comparison
with FMD test, does not require any test preparation, such as fasting, or other limitations and

provide specific information on PADs.

In terms of diagnosis the arterial stiffness, the method provides an automatic instant
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measurement of PTT which has been shown to be very effective in the diagnosis of arterial

stiffening. While other methods of measuring PTT usually involve foot-to-foot measurement.

4.7- Conclusion

In this paper, the possibility of using tube-load model parameters for detecting arterial diseases

was examined and validated. Based on the analysis on the result of simulations of arterial stiffening

and PAD, the method shows promising result in detecting PAD blockages and stiffened arteries. In

the future, the model may also be applied for detecting other types of diseases of the arterial tree.
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5. Sensitivity of Tube-Load Model to PAD Severity

Previously in chapter 4 the ability of the tube-load model for detecting atherosclerotic blockage in
the extremities was discussed and validated. In this chapter, a further step will be taken toward
investigating the sensitivity of the tube-load model parameter to size of a single blockage in the

femoral artery.

5.1- Introduction

Peripheral artery disease (PAD) is one of the most prevalent types of the cardiovascular diseases
(CVDs) that approximately affect 8 to 12 million people in the United States [1]—[3]. PAD blockages
asymptomatically grow in the peripheries and do not become symptomatic till late stages.
Symptomatic PAD may cause pain fatigue and in advanced cases may lead to amputation [4]—-[6].
Furthermore, the existence of PAD may be a symptom of systemic atherosclerosis [5], [3], [7].
There are many methods for preliminary diagnosis of PAD, including ankle brachial index, flow

mediated dilatation test and risk assessment method [5], [8]-[12].

Another method for diagnosis of PAD is using the “tube-load” model which is a mathematical
mode of the arterial tree. The parameters of the tube-load model have physiological meaning. It
was previously shown that the parameters of the tube-load model are sensitive to the existence

of PAD blockage in lower extremities (refer to Chapter 4).
In this chapter, by using parameters analysis, further investigation is done to assess the sensitivity

of the parameters of the tube-load model to the geometry of the blockage.

5.2- Background

5.2.1 Peripheral Artery Disease (PAD)

Peripheral artery disease defines the growth of atherosclerotic blockages in the peripheries,
usually at the lower extremities [3], [13]. PAD blockages or stenosis narrow down the luminal area

of the arteries, resulting in an increase of the resistance in the artery to the blood flow.
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Based on the Hegan-Poiseuillie law, for a laminar flow of a incompressible, Newtonian fluid, the
resistance of a circular tube to the flow can be calculated based on the pressure drop as follows.
For a circular tube with the length [ and radius r, the resistance applied to the flow a fluid with

viscosity u, can be estimated by the following equation:

_8ul (5-1)

mr
Therefore, for a stenosis in the artery, the resistance can be estimated using the equation (5-1) by
replacing the length and the radius of the stenosis and the viscosity of the blood. Since the value
of 8u/m is constant for each single arterial system, it can be concluded that the resistance of the
stenosis and its geometry are related as R « 1/r*. In this chapter, this parameter is referred as
the severity index, defined asy = 1/r*. However, it should be noted that the expression

“severity” used in this context does not necessarily have the same meaning as in medical

applications.
5.2.2 Tube-Load Model

Tube-load model, is a mathematical model of the arterial tree. One type of the tube-load model is
shown in Figure 5-1. This model uses a few parameters including the characteristic impedance
(Z¢), peripheral resistance (Rp), peripheral compliance (Cp) and pulse transit time (PTT) to

simulate the behavior of the cardiovascular system. Characteristic impedance, which is defined for

the conduit artery, is described as Z, = /é“‘i , whereas PTT can be modeled as PTT =
tube

diupe leuve: Cruve- liupe @Nd Ceype are defined as follows:

Loop
[ =f C,——dx (5-2)
tube o uA(x)

nLD?

Ctube =F Zh (5_3)

The coefficient of €, is used for non-flat velocity profile of the blood flow based on the
Womersley’s theory, p the density of blood and A the cross-section of the artery. E is the mean

value of Young’s modulus of the artery, L, D and h indicate the length, the diameter and the
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thickness of the main artery respectively [14]-[16].

However, by having access to only the aortic and femoral blood pressure, not all the parameters
of the tube-load model are identifiable. In fact, the values of three parameters, namely @ = Z-Cp,
B = Z:/Rp and PTT are identifiable (refer to Chapter 4). In the next subsection, the effect of PAD

on these parameters will be determined and discussed.

5.2.3 Effects of PAD on the Tube-Load Model Parameters

When the arterial system is subjected to PAD, the aorta-femoral tube would not be affected.
Therefore in the main artery, the inertance (liype) and the compliance (Ciype) Would not be
affected and therefore, Z, will remain unchanged, while the peripheral resistance (Rp) is known

to increase.

This change may be observable in the parameter 8 which is a function of the peripheral resistance.
The value of 8 for a normal arterial tree versus the same arterial tree when it is subject to stenosis,

is formulated as follows:

Zc, Rp

P _Zey Bro (5-4)

Bo Zcy Rpg

in which the index 1, shows a arterial system with stenosis disease, while index 0 is the normal

system. Since ch = ZCO, as it was discussed above, this equation can be rewritten as follows:

Ry _ Bo

RPO - E (5_5)

This equation basically means that the value of B is proportional to the total resistance of the
peripheries. In the following sections, this relation will be first validated by using the flow

information of an arteria tree the simulator and applying the Windkessel theory.

Moreover, the resistance will be analysed to check the sensitivity of the parameters of the tube-

load model to the severity index of a single blockage.
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Figure 5-1 — Tube-load model.

5.3- Method

5.3.1 Simulating PAD

In order to validate the equation (5-5), first different cases of femoral blockage were simulated in

a high-fidelity model of the arterial tree, described in the Appendix-B [17], [18].

These simulation covered mild to severe PADs with 30% to 70% of cross-sectional blockage in
luminal area and the length of 2 to 10 cm. Afterwards, by exporting the blood pressure waveforms
of the aorta and of the femoral, the parameters of the tube-load model were determined (the

procedure is described in Chapter 4).

5.3.2 Windkessel Theory vs. Tube-Load Model Estimation of Peripheral Resistance

According to the Windkessel theory, the resistance of a compliant artery which is modeled as a
flexible tube, can be calculated using the flow and pressure data. If the peripheral arteries are
considered as a single tube, based on the Windkessel model the resistance can be estimated as

follows:

Rp = (5-6)

Q|

’c|v:='

Therefore, the peripheral resistance of each of the simulations, can be calculated by measuring
the mean flow and the pressure in a complete cycle of the heart. Considering this, the resistance

in case of PAD versus the one for a normal artery can be calculated as follows:
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Equations (5-7) and (5-5), give two approaches to calculate the resistance of two different
simulation cases. Since equation (5-7) directly uses the flow data of the arterial system, it can be

used for validating equation (5-5).

5.3.3 Sensitivity of Tube-Load Model Parameter to the Severity Index

PAD, as an obstacle in the arteries, adds resistance to the system. If the peripheral resistance of a

healthy system is shown with Rp, the one of a system with PAD is shown with Rp, and the
resistance associated to the stenosis for that case is indicated by Rg,, the Rp, can be

approximately written as follows:

Rp, = Rp, + Ry, (5-8)

1

Therefore, Rp, and Rp, are related as follows:

Rp
Rp

Rpy +Ry,
=

1

0 0

oy o148

S1
(5-10)
Rp,

Rp,

Comparing the last equation with equation (5-5), the following equation is found;

(5-11)
Therefore, the resistance of the stenosis is estimated as shown:

R51 = RPQ(% - 1) (5-12)

As it was mentioned before, the stenosis resistance is proportional to the severity index: Ry, «y.

On the other hand, the value of RPOis constant for each system of the arterial tree. Therefore,

(% _ 1) o y (5-13)

This equation shows, not only the fact that the value of B is affected by the existence of a PAD
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blockage but also the recognition that the change is proportional to the severity index. In order to
validate this statement, for each of the simulations of different cases of PAD, the severity index

and the parameter 8 were evaluated. Then by comparing the value of § for a normal case,

(& - 1) was evaluated. The liner regression between (& - ) and y was conducted.
B1 B1
5.4- Result

5.4.1 Simulating PAD

In the Table 5-1, fifteen different cases of femoral stenosis and one simulation of a normal arterial
tree is shown. The severity index (y) is also calculated for each of these simulations. In this table,

the parameters of the tube-load model, a, B and PTT are also presented.

Table 5-1 — Simulation of femoral stenosis and tube-load model parameters.

Sim. rs (em) [ (em) y/1000 PTT a*1000 B
Normal 0.36 - - 0.17 15.83 0.85
1 0.30 2 0.25 0.17 12.74 0.84
2 0.30 4 0.49 0.17 10.33 0.84
3 0.30 6 0.74 0.17 8.59 0.83
4 0.30 8 0.99 0.17 7.18 0.83
5 0.30 10 1.23 0.17 6.15 0.82
6 0.25 2 0.51 0.17 8.09 0.84
7 0.25 4 1.02 0.17 2.98 0.82
8 0.25 6 1.54 0.17 0 0.8
9 0.25 8 2.05 0.17 0 0.78
10 0.25 10 2.56 0.17 0 0.76
11 0.20 2 1.25 0.17 0 0.81
12 0.20 4 2.50 0.17 0 0.75
13 0.20 6 3.75 0.16 0 0.70
14 0.20 8 5.00 0.16 0 0.66
15 0.20 10 6.25 0.16 0 0.63

5.4.2 Direct Measurement of Resistance versus Tube-Load Model Estimation

As discussed before, the resistance in the periphery can be directly calculated by using the mean
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peripheral flow (@p) and pressure (Fp) within a cardiac cycle. Comparing the peripheral resistance

of each simulation case to the peripheral resistance of the normal case, one can calculate the value

of Rp,/Rp,.

On the other hand, as the equation (5-5) suggests, this ratio can also be estimated using the tube-
load model parameters. By comparing the parameter  for each simulation to the one associated
with the normal arterial tree 8, the ratio of S/ can be calculated. For the simulations, described
in the previous sections, the value of the parameters Rp, /Rp and By /B are calculated and shown

in the Table 5-2.

Table 5-2 — Determining the ratio of Rp, /Rp using tube-load model versus direct measurement.

Sim. rs(cm) I;(em) | Rp=P,/Q, Rp,/Rp, B Bo/B
Normal 0.36 0 16.76 1.00 0.85 1.00
1 0.30 2 16.85 1.01 0.84 1.00
2 0.30 4 16.95 1.01 0.84 1.01
3 0.30 6 17.03 1.02 0.83 1.02
4 0.30 8 17.11 1.02 0.83 1.02
5 0.30 10 17.18 1.03 0.82 1.03
6 0.25 2 17.08 1.02 0.84 1.01
7 0.25 4 17.40 1.04 0.82 1.03
8 0.25 6 17.71 1.06 0.80 1.06
9 0.25 8 18.02 1.07 0.78 1.08
10 0.25 10 18.32 1.09 0.76 1.11
11 0.20 2 17.85 1.06 0.81 1.05
12 0.20 4 18.91 1.13 0.75 1.13
13 0.20 6 19.96 1.19 0.70 1.21
14 0.20 8 21.02 1.25 0.66 1.28
15 0.20 10 22.07 1.32 0.63 1.35

In order to compare the values of Rp, /Rp,and By/B , the ratio of each case are shown in
Figure 5-2. In this figure, the ability of the parameters of the tube-load model to track the change

in the peripheral resistance is exhibited.

In order to evaluate the agreement between these two methods for estimating the value of the

peripheral resistance, the Bland-Altman method which is an alaysis for determining the agreement
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between two different method, was found for the simulations presented in the Table 5-2. The
result is shown in the Figure 5-3. As can be verified in this figure, for these simulations, the

difference between these two methods lied withint 95% limits of agreement.

14
1.35
13
1.25
1.2
1.15

Rp/Rp0

11
1.05

0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16

Simulation number

Direct measurement Tube-load model

Figure 5-2 — Using the tube-load model parameters to estimate the change in the resistance in case of femoral
atherosclerosis associated with PAD.

0.03
002 === ========= == = = = Mean+1.96SD
g_ 0.01 e 00
@ 0.00 es0® © °
’oL Mean
3 -0.01 °
o
E_ -0.02 ) )
= 003 s = == === == === =@ = B = Mean-1.96SD
-0.04
0.900 1.000 1.100 1.200 1.300 1.400
((Rp/Rp0)+(B/B0))/2

Figure 5-3 — Limits of agreement (based on the Bland-Altman method) between direct measurement of the
peripheral resistance versus using the parameters of the tube-load model.
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5.4.3 Sensitivity of Tube-Load Model Parameter to the Severity Index

According to the equation (5-13), if the parameter B of an arterial tree with PAD is compared to
the one of the normal cardiovascular system, and the value of (8y/8 — 1) is calculated for that

case, it is expected to be proportional to the severity index of that blockage y.

For the simulations shown in the Table 5-1, the value of y and [ are calculated and shown. Using
the information provided on that table, the value of (8y/8 — 1) can be evaluated. The result is

shown in the Table 5-3.

In order to examine the proportionality of (8y/B8 — 1) to the severity index (y) for the fifteen
different cases described in the Table 5-3, linear regression analysis was performed. The linear
trend line versus the actual result is shown in the Figure 5-4. The intercept of the trend line was
set to O, to resemble the normal case, at which both value equal zero. The coefficient of

determination for the simple linear regression was R? = 0.98, which states a high fidelity.

Table 5-3 — Determining the sensitivity of tube-load model to the severity index.

Sim. s (cm) l; (cm) ¥/1000 B BO/B -1
Normal 0.364 0 0.00 0.85 0.00
1 0.3 2 0.25 0.84 0.00
2 0.3 4 0.49 0.84 0.01
3 0.3 6 0.74 0.83 0.02
4 0.3 8 0.99 0.83 0.02
5 0.3 10 1.23 0.82 0.03
6 0.25 2 0.51 0.84 0.01
7 0.25 4 1.02 0.82 0.03
8 0.25 6 1.54 0.80 0.05
9 0.25 8 2.05 0.78 0.08
10 0.25 10 2.56 0.76 0.10
11 0.2 2 1.25 0.81 0.05
12 0.2 4 2.50 0.75 0.11
13 0.2 6 3.75 0.70 0.17
14 0.2 8 5.00 0.66 0.22
15 0.2 10 6.25 0.63 0.26
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Figure 5-4 — Proportionality of the (8¢/B — 1) and severity index y in PAD simulations.

5.5- Discussion

5.5.1 Ability of Tube-Load Model to Detect Arterial Blockage in the Extremities

It was previously discussed that the parameters of the tube-load model, reflect many features of
the arterial tree, including the one that are affected by diseases such as PAD (refer to chapter 4).
In this study, the effect of PAD was further examined. To further study these parameters, fifteen
different cases of femoral stenosis were simulated. Based on the analysis on the tube-load model
parameters of these simulations, it was observed that not only parameters of the tube-load model
(specifically B) are affected by the existence of the PAD, but also the size of the size of the PAD

blockage is reflected in the change of the parameters.

5.5.2 Using the Tube-Load Model to Estimate the Change in the Resistance Associated with
PAD

In this chapter, one of the parameters of the tube-load model, B was used to determine the change
in the peripheral resistance, after growth of a PAD blockage. Another approach for determining

the value of peripheral resistance is using the Windkessel model theory. Based on this theory the
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resistance was calculated from the analysis of the flow and pressure (Figure 5-2). This approach
can be used to check the ability of the tube-load model to estimate the change of the value of
peripheral resistance. By examining the limits of agreement between two methods, it was
observed that the confidence interval is very tight (Figure 5-3).In other words, tube-load model
parameter is able to accurately estimate the change in the resistance associated with PAD, without

having access to any information regarding the flow information.

5.5.3 Sensitivity of Tube-Load Model to the Severity of PAD Blockage

In this chapter, the effect of increase of the severity index associated with the size of PAD blockage,
on one of the parameters of the tube-load model () was studied. According to the result of the
simulations, the simple linear regression analysis between the severity index and the value of
(Bo/B — 1), showed that the parameters are proportional with the coefficient of determination

of 0.98. This result suggests that this parameter is sensitive and proportional to the severity index.

5.6- Conclusion

In this chapter, the effects of the PAD blockage on the parameters of the tube-load model were
discussed and examined. It was hypothesized that the parameter are sensitive to the geometry of
blockages. This hypothesis was then validated using a high-fidelity model of arterial tree to

simulate different cases of PADs in the femoral artery.
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6. Conclusion and Future work

6.1- Conclusion

|II

In this project, a mathematical model of the arterial tree, namely a “tube-load model” was
introduced as a potential basis for detecting abnormalities in the arterial tree. Examples of such
abnormalities are the cardiovascular diseases (CVDs) which may affect the characteristics of the
heart and the arteries. The emphasis of this project was on the diseases compromising the
functionality of the arteries, with specific focus on the arterial stiffening of the aorta and the

peripheral artery diseases (PADs) in the lower extremities.

By applying the inverse modeling of the tube-load model into two blood pressure waveforms of
the system, namely: at the aorta and at the peripheral site, the parameters of the tube—load model
can be identified. It was suggested that if we compare the parameters of a healthy arterial system,
with the ones of the same system under a CVD condition, we can detect the changes associated

with the diseases.

First, the effects of the diseases on the cardiovascular system were studied to determine the
effects of the diseases on the tube-load model parameters. The expectation from the effect of the

diseases on the tube-load model parameter was then used as the criteria for diagnosis.

In order to validate these hypotheses, one of the arterial tree models, which has been proved to
be accurate was used to study the effects of the diseases on the arterial tree. In this mode],
different cases of PAD and arterial stiffening with different stages of severity, along with a normal

case of a healthy arterial tree were simulated.

For each of these cases, the tube-load model parameters were evaluated and compared with the
ones of the normal arterial tree. The result showed a high agreement with the expectation of the
change in the parameters in both arterial stiffening cases and the PAD cases, which validated the
method proposed in this thesis. However, in some cases of simulations of PAD, specifically in the
ones representing late stages of the diseases, the changes in parameters were not proportional to

the severity of the case. Nevertheless, based on the result of simulations, unlike other diagnosis
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method, the model is able to even detect mild cases of PAD.

In cases of arterial stiffening, the model is able to give an instant value of the PTT, which can be
used to estimate the stiffness of the aorta. The value of PTT can also be compared with the value
of these parameter provided in the literature to evaluate the general description of the state of

the patient.

Moreover, the effect of the peripheral artery disease on the value of the peripheral resistance was
studied. Then the possibility of using the tube-load model to track than change was evaluated and
validated with the value of the direct measurements. The result suggest high accuracy of the tube-

load model to track the change of resistance in the downstream.

One of the interesting interpretations from the results of these models is that even though we do
not have access to any information below the point of measurement in the femoral artery, the
model can detect blockages in the extremities. In fact, the model is able to bring light into the

parts of the arteries that we do not have access to, such as the aorta and the peripheries.

In conclusion, the approach introduced in this thesis provides a new method for primary diagnosis
of the introduced diseases, which can be used along with the other methods or an independent

marker of PAD and arterial stiffening.

6.2- Future work

Up to this point, it was shown that the tube-load model provided a promising result in terms of
diagnosis arterial stiffening and PAD in lower extremities. However the functionality of this method
has not been used in actual patients. It is also suggested that studying the behavior of these
parameters in population, may lead to finding a normal range for the value of them. Finding a

normal range, may be helpful in terms of instant diagnosis of diseases.

At this early stage of the work, the pressure at the aorta was used as the input of the system.
However measuring the aortic pressure is highly invasive to date, in order to be able to use the
method, the pressure at the aorta, can either be replaced by the flow at the aorta or alternatively

by the pressure at the carotid which both can be measured non-invasively.
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Moreover, the same approach that was followed for the lower extremities in this project can easily
be used for upper extremities by replacing the pressure at the femoral artery by the one on the

brachial or radial pressure. This approach is helpful to diagnose PAD in upper extremities.

In this project, the main focus of the diagnosis was on the most common types of the CVDs,
however the method can be also applied to other types of diseases such as aneurysm which is

known to affect the aorta and abdominal aorta.

Last but not the least, is the possibility of using this method to provide a quantitative description
of the severity of the PAD. It is well-known that the PAD result in the increase of the peripheral
resistance and the parameter B, is a function of the peripheral resistance. Therefore, the change

is this parameter may be proportional to the size of the PAD blockage.
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Appendix A Tube-Load Model

In order to find the relation between the pressure waveforms at the two ends of the tube-load
model, the analogy between the tube-load model and the transmission line in the microwave

circuit were used as defined in the references [1]—[3].

For the tube-load model shown in the Figure A-1, the pressure and flow waveforms can be written

as:
P(x,t) = Pr(x,t) + Py(x,t) (A-1)
Q(x' t) = Qf(xt t) - Qb (x' t) (A-2)

In this equation, P; and Q; indicate transferred pressure and flow waveform respectively. Whereas

the Pr and Qf show forward waveforms and the P, and @) stand for backward waveforms as

shown in the Figure A-2.

Py

The aorta

Figure A- 1- Tube-load model of the arterial tree.

Pb¢=-§
:= Pt

- .

Figure A- 2- The reflection site at the tube load model and forward, backward and transferred waveforms of the
pressure and flow.

Using the analogy of the transmission line in microwave theory and the wave propagation in the
arterial tree, by applying the conservation of the flow at the reflection site, as it applies for the
equivalent electric circuit, the relation between flow and pressure can be described using Z; [1] as

follows:
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_P(t)  P(0,t) + P (0,1)
~Q0:(®  Qr(0,8) —Qp(0, 1)

Zy (A-3)

P¢(0,t) and P, (0, t) show the forward and backward pressure at the reflection site, while Q£(0, t)
and Q, (0, t) similarly indicate the forward and backward flow at the reflection site. While by using

the same analogy, the characteristic impedance is defined as follows:

_ B8 P(0,0)

= = (A-4)
¢ Qf (0, t) Qb (0' t)
by applying the same analogy, the coefficient of reflection is defined as follows:
P,(0,t
_ P00 s

Replacing the equation (A-4) and (A-5) into the equation (A-3), the following equation will be

found:

P P0,0)+P(0,t)  P(O0)A+T)  (1+1)

P T Zo(Pr(0,6) — Py(0,0)) T Zo(Pr(0,0)(1—T))  Z.(1-T) (A-6)

Solving this equation for the value of reflection coefficient, I' results in the following equation:

ZL—Zc

= A-7
7, + Z; (A7)

r

Moreover, the forward or backward pressure at each point of the arteries can be approximated
using the pressure at reflection site by considering the delay. The relation in the frequency domain

can be written as in equation (A-8) and (A-9). In this equation, x = 0 indicates the reflection site.

. X
Pe(x,t) = Pr(x = 0,t).e7*"a (A-8)

. X
Py(x,t) = P,(x = 0,t).e’“"a (A-9)

In this equation, T stands for pulse transit time (PTT) and “d” shows the length of the tube which

in this case is the distance between the aortic valve and the peripheries. PTT is defined as the time

81



that takes to take the pulse wave to get from one end of the tube to the other end. Substituting

the equations (A-8) and (A-9) into equation (4-1), results in the following formulation:

. X . X
P(x, t) = Pf(x=0, t) e_]w‘[a + Pb (x=0, t) e]wra (A':I_O)
Based on this equation, the pressure close to the aortic valve, where the x equals the value “d”,
can be explained as in the equation (A-11). Similarly, for the reflection site where x equals the
value of zero, the blood pressure can be expressed in the equation (A-12).
Paorta = P(d,t) = Pr(0,t).e/¥T + P, (0,1).e/*" (A-11)
Pp = P(0,t) = Pr(0,t) + P,(0,t) (A-12)

Using the reflection coefficient, the equations (A-11) and (A-12) can be written as follows.

Paorta = Pr(0,0)[e 717 + I'. /7] (A-13)
Pp = Pe(0,t)[1+ '] (A-14)
Therefore, the relation between the pressure waveforms at the aorta and the peripheries can be

written as follow:

Piorta € 79"+T.eJ%

P, 1+r

(A-15)
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Appendix B The Arterial Tree Simulator

In this section more information regarding the model of the arterial tree introduced by M. Olufsen
is provided. All of the material in this section is provided from references [1], [2]. In this thesis,
the model was used for simulating CVD cases. It should be noted that the code was provided by

Dr. Olufsen.
B.1 - Geometrical Information

In this model the entire arterial tree is divided into 29 smaller sections connected together as
shown in the figure B-1. The length and the radius of each section is set as they were measured

for a specific subject. The measurement was done directly using the MRI images.

Figure B- 1 - Modeling the arterial tree in the reference [2]

The model accounts for the tapering along the arteries and formulates the radius at each point of

the artery by the following equation:

() = reexp (log (D)) (3-1)

with 1 and 1, showing the inlet and outlet radius respectively as shown in the Figure B-2. Where

83



x stands for the distance between the top side of the artery while L shows the total length of the

artery. The value of these parameter for each artery is shown in the table B-1.

X r(x) Irb

A
v

—

Figure B-2 — Tapering along the length of an artery (adapted from [2]).

Table B - 1 - geometrical data of the arterial tree used in [2]

Number Artery Length(cm) r(cm) rp(cm)
1 Ascending Aorta 7.0 1.25 1.14
2 Anonyma 3.5 0.7 0.7
3 Right Subclavian 43.0 0.44 0.28
4 Right Carotid 17.0 0.29 0.28
5 Aortic Arch 1.8 1.14 1.11
6 Left Carotid 19.0 0.29 0.28
7 Aortic Arch 1.0 1.11 1.09
8 Left Subclavian 43.0 0.44 0.28
9 Thoracic Aorta 18.8 1.09 0.85

10 Celiac Axis 3.0 0.33 0.30
11 Abdominal Aorta 2.0 0.85 0.83
12 Superior Mesentric 5.0 0.33 0.33
13 Abdominal Aorta 2.0 0.83 0.80
14 Renal 3.0 0.28 0.25
15 Abdominal Aorta 1.0 0.80 0.79
16 Renal 3.0 0.28 0.25
17 Abdominal Aorta 6.0 0.79 0.73
18 Inferior Mesentric 4.0 0.20 0.18
19 Abdominal Aorta 3.0 0.73 0.70
20 External llliac 6.5 0.45 0.43
21 Femoral 13.0 0.43 0.40
22 Internal Illiac 45 0.20 0.20
23 Deep Femoral 11.0 0.20 0.20
24 Femoral 44.0 0.40 0.30
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B.2 - Adding Tibial Arteries Into the Original Arterial Model

In order to be able to evaluate the value of ABI for the PAD simulations, posterior and inferior tibial
arteries were added to the original arterial model, introduced in the [2]. Since there was no access
to geometrical information of the participant of the original paper, the values for the length and
the radius of the subject were estimated based on the literature and by considering the following

criteria:

1. The length of the tibial should be close to 1 foot, while the inlet radius should be smaller than the
outlet radius of the femoral, yet bigger than the half of its value (based on the branching rule in
the arterial tree). Different values for the length and the radius of the radius were suggested

and check for meeting other criteria.

2. The effect of adding tibials should be minimal on the femoral, brachial and the aortic flow and
pressure waveforms. In order to evaluate the magnitude of the effect of the addition of tibilais,
the RMSE of the original and secondary value of these waveforms were calculated. The mean
value of these waveform were also compared to the value of the original value.

3. ABI close to 1. One of the other criterial for the tibial of the subject, which was known to be
healthy was to have a ABI (ratio of the systolic pressure at the ankle to the brachial to be close
to 1).

8 cases of many simulations of tibial are listed in the table B-2. Finally, based on the criteria defined

above, tibial 8 was chosen. All of the simulation was one done on the arterial tree with added

tibials.

Table B - 2 - Different trials for the tibial artery

Number | Length(cm) | Top(cm) | Topg(em) | P3 B Qs Q24 ABI
1 32.0 0.22 0.16 | 10031 | 102.19 | 1.90 3.09 0.9
2 32.0 0.20 0.20 99.20 | 98.86 | 1.85 4.48 0.8
3 32.0 0.22 0.14 | 10118 | 104.88 | 1.93 1.96 1.0
4 32.0 0.22 0.10 | 102.08 | 10734 | 1.97 0.85 0.9
5 32.0 0.20 0.18 | 10213 | 10742 | 1.97 0.81 0.9
6 32.0 0.22 0.14 | 10118 | 10488 | 193 1.96 0.9
7 32.0 0.25 0.14 | 10107 | 10463 | 193 2.07 1.0
8 28.0 0.26 0.14 | 10031 | 10219 | 1.90 3.09 1.0
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B.3 - Adding Blockage into Femoral Artery

According to the equation (B-2), once the values of 13, 1:and L are set, the radius at each point
will automatically be calculated. Therefore, in this model local narrowing such as in the PAD cannot
be applied to the arteries. One of the solutions to address this problem, was to divide the femoral
(artery 24 in the figure B-1) into three section in a way that the total length of the femoral remains

the same.

Point of measurement

]
IR

SRR

[ A A A A A AAAAA A A A A AAAAA

TP TSR
RS

Figure B-3 -Dividing the femoral (artery number 24) into three subsections.

B.4 - Simulations of CVD

In order to have a consistent baseline for all of the simulations, the geometries of the femoral in a
healthy arterial tree, were set as the values shown in the table B-2. These values are for a case

that no blockages exists.

Table B - 3 - Dividing the femoral artery into three sections.

Parameters l [, l5 Ty Ty 1=Tsq 2 Ts2

Value(cm) 15.0 2.0 27.0 0.4 0.3 0.36 0.36
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B.5 - Simulations of PAD in the Femoral Artery

In this thesis, different scenarios of femoral PAD were simulated in the arterial tree model. The
detailed information of these simulation is listed in the Table B-4. Each variable is measured as

shown in the Figure B-3.

Table B - 4 - Simulating the PAD blockage into the femoral artery.

Simulaion# | [;(cm) | L(em) | l3(em)  n(em)  nr(m) 14 =71 A%
FS_1 15.0 2 27 0.36 0.36 0.3 32.71
FS_2 15.0 4 25 0.36 0.35 0.3 32.71
FS_3 15.0 6 23 0.36 0.35 0.3 32.71
FS_4 15.0 8 21 0.36 0.34 0.3 32.71
FS 5 15.0 - 19 0.36 0.34 0.3 32.71
FS_6 15.0 2 27 0.36 0.36 0.25 53.27
FS_7 15.0 4 25 0.36 0.35 0.25 53.27
FS_8 15.0 6 23 0.36 0.35 0.25 53.27
FS_9 15.0 8 21 0.36 0.34 0.25 53.27
FS_10 15.0 - 19 0.36 0.34 0.25 53.27
FS_11 15.0 2 27 0.36 0.36 0.2 70.10
FS_12 15.0 4 25 0.36 0.35 0.2 70.10
FS_13 15.0 6 23 0.36 0.35 0.2 70.10
FS_14 15.0 8 21 0.36 0.34 0.2 70.10
FS_15 15.0 - 19 0.36 0.34 0.2 70.10
FS_16 15.0 2 27 0.36 0.36 0.15 83.18
FS_17 15.0 4 25 0.36 0.35 0.15 83.18
FS_18 15.0 6 23 0.36 0.35 0.15 83.18
FS_19 15.0 8 21 0.36 0.34 0.15 83.18
FS_20 15.0 - 19 0.36 0.34 0.15 83.18
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B.6 - Result of the simulations of PAD

The result of the parameter estimation, including the RMSE error and the parameters of the tube-

load model for these set of the simulation is presented in the Table B-4. As this table shows, for

these simulations that cover mild to severe obstruction the PTT is constant with 5% tolerance

(Figure B-4(a)). Parameter a decreases as much as 100% (Figure B-4(b)), while § decrease with

50% change (Figure B-4(c)).

Table B - 5 - Determining the tube-load model parameters for simulation of PAD blockages in the femoral artery.

Simulaion # | Length of blockage(cm) Ts1 =Ty A% PTT a B RMSE
Normal - - 0 0.169 15913 0.845 1.011
S 1 2 0.3 32.71 0.169 13.033 0.843 0.954
S 2 4 0.3 32.71 0.169 10.760 0.838 0.907
FS 3 6 0.3 32.71 0.169 9.103 0.833 0.876
S 4 8 0.3 32.71 0.170 6.889 0.825 0.854
£S5 10 0.3 32.71 0.170 5.924 0.820 0.842
FS 6 2 0.25 53.27 0.169 8.630 0.838 0.864
FS 7 4 0.25 53.27 0.170 2.873 0.820 0.845
FS 8 6 0.25 53.27 0.170 0.010 0.801 0.924
FS 9 8 0.25 53.27 0.169 0.010 0.781 1.066
FS 10 10 0.25 53.27 0.168 0.010 0.763 1.212
FS 11 2 0.2 70.10 0.170 0.010 0.806 0.894
FS 12 4 0.2 70.10 0.166 0.010 0.751 1.436
FS 13 6 0.2 70.10 0.163 0.010 0.700 1.840
FS 14 8 0.2 70.10 0.162 0.010 0.660 2.100
FS 15 10 0.2 70.10 0.161 0.010 0.629 2.270
FS 16 2 0.15 83.18 0.162 0.010 0.663 2.092
FS_ 17 4 0.15 83.18 0.160 0.010 0.570 2.584
FS 18 6 0.15 83.18 0.160 0.010 0.528 2.788
FS 19 8 0.15 83.18 0.160 0.010 0.505 2.902
FS 20 10 0.15 83.18 0.160 0.010 0.491 2.975
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Effect of PAD on PTT
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Figure B-4 — Effect of femoral stenosis on the parameters of the tube-load model.
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