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Abstract

The formation of plaques is one of the main causes for the blockage of arteries.
This can lead to ischaemic brain or myocardial infarctions as well as other
cardiovascular diseases. Possible biochemical and biomechanical processes
contribute to the development of plaque growth and rupture. The main bio-
chemical processes are the penetration of monocytes and the accumulation of
foam cells in the vessel wall, leading to the formation and growth of plaques.
The biomechanical forces can be measured by observing stresses in the blood
flow and the vessel wall, which may lead to the rupture of plaques.

In this thesis, we formulate an appropriate model to describe the evolution
of plaques. The model consists of both the interaction between the blood
flow and the vessel wall, and the growth of plaques due to the penetration of
monocytes from the blood flow into the vessel wall. The Navier-Stokes equa-
tions and the elastic structure equations are used to describe the dynamics
of fluid (blood flow) and the mechanics of structure (vessel wall). The mo-
tion of monocytes is described by the convection-diffusion-reaction equation,
coupled with an equation for the accumulation of foam cells. Finally the
metric of growth is introduced to accurately determine the stress tensor, and
its evolution equation is derived. The variational formulation of the model is
transformed into the ALE (Arbitrary Lagrangian-Eulerian) formulation, and
all the equations are rewritten in the fixed domain. Temporal discretization
is achieved with finite differences and spatial discretization is based on the
Galerkin finite element method. The nonlinear systems are linearized and
solved by the Newton method.

Based on the model and the numerical methods above, numerical simulations
are performed by using the software Gascoigne. The obtained numerical
results make an agreement with the observation, and support the assumption
that the penetration of monocytes and the accumulation of foam cells lead
to the formation and growth of plaques, and that the evolution of plaques
induces the increase of stresses in the vessel wall, which is an indicator of
plaque rupture.






Zusammenfassung

Die Entwicklung von Plaques ist eine Hauptursache fiir die Verstopfung von
Schlagadern. Sie kann zu ischamischen Schlaganféllen oder Herzinfarkten
sowie zu anderen kardiovaskuldren Erkrankungen fiihren. Mogliche bio-
chemische und biomechanische Prozesse tragen zur Entwicklung von Wach-
stum und Bruch der Plaques bei. Die wichtigsten biochemischen Prozesse,
welche zur Bildung und zum Wachstum von Plaques fithren, sind das Ein-
dringen von Monozyten und die Akkumulation von Schaumzellen in die
Gefafiwand. Die biomechanischen Krafte konnen durch die Beobachtung von
Spannungen der Blutstromung und der Gefafiwand bestimmt werden und
kénnen zum Bruch von Plaques fithren.

In dieser Arbeit formulieren wir ein geeignetes Modell zur Beschreibung der
Entwicklung von Plaques. Das Modell besteht sowohl aus der Interaktion
zwischen dem Blutstrom und der Gefafiwand, als auch dem Wachstum von
Plaques durch das Eindringen von Monozyten aus dem Blutstrom in die
Gefawand. Die Navier-Stokes Gleichungen und die elastische Struktur-
gleichungen werden zur Beschreibung der Dynamik der Fliissigkeit (Blut)
und der Mechanik der Struktur (GefdBwand) verwendet. Die Bewegung
der Monozyten wird durch eine Konvektions-Diffusions-Reaktionsgleichung,
zusammen mit einer Gleichung zur Beschreibung der Akkumulation von
Schaumzellen beschrieben. SchlieSlich wird eine Wachstumsmetrik einge-
fithrt, um den Spannungstensor richtig bestimmen zu kénnen, und die Glei-
chung ihrer Entwicklung wird abgeleitet. Die variationelle Formulierung des
Modells wird hierfiir in ALE-Form (Arbitrary Lagrangian-Eulerian) umge-
wandelt, so dass alle Gleichungen auf festen Gebieten gegeben sind. Die
zeitliche Diskretisierung erfolgt mit Finiten Differenzen, und die raumliche
Diskretisierung basiert auf der Galerkin Finite Elemente Methode. Die nicht-
linearen Systeme miissen linearisiert und mit Hilfe des Newton-Verfahrens
gelost werden.

Basierend auf diesem Modell und den numerischen Methoden werden nu-
merische Simulationen mit der Software Gascoigne durchgefiihrt. Die erziel-
ten numerischen Ergebnisse stimmen gut mit den Beobachtungen tiberein.
Sie unterstiitzen die Vermutung, dass das Eindringen von Monozyten und
die Akkumulation von Schaumzellen zur Bildung und zum Wachstum von
Plaques fiithren, und dass die Entwicklung von Plaques zu einer Zunahme



von Spannungen in der Gefafiwand fiihrt. Diese Zunahme von Spannungen
kann als Indikator fiir den Bruch von Plaques dienen.
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Introduction

The topic of this thesis is related to the study of the vascular disease atheroscle-
rosis, which is one of the main causes of ischaemic brain infarction, and is as-
sociated with the formation and rupture of plaques. Atherosclerosis without
thrombosis is generally a benign disease. However, it is plaque rupture with
superimposed thrombus that may turn a stable disease to a life-threatening
condition and induce the blockage of a main artery, which can lead to is-
chaemic brain or myocardial infarctions as well as other cardiovascular dis-
eases %4252 on the other hand, plaque rupture can also let some material
of thrombus be taken away by the blood flow, and may induce the blockage
in another part of the artery, turning a local problem to a global one. Pos-
sible contributors to the development of atherosclerosis can be categorized
as either biochemical or biomechanicall™. The main biochemical process-
es associated with atherosclerosis start with the penetration of monocytes
from the blood flow into the vessel wall. Through several chemical reactions,
monocytes are converted to foam cells and accumulate in the vessel wall,
leading to the formation and growth of plaques. Plaques are formed primar-
ily in the innermost layer of the vessel wall called the intima, while the other
two layers are called the media and adventitia. The biomechanical forces can
be measured by observing stresses in the blood flow and the vessel wall. The
growth of plaques induces the increase of stresses applied on them and can
possibly cause them to rupture.

Concerning different processes of atherosclerosis, different mathematical mod-
els have been developed. Some previous mathematical models concentrate
alternatively on biochemical processes%13:31:41143] or biomechanics!677%82 . In
these models the plaque growth is not considered, so the interface between
the blood flow and the vessel wall is normally in a fixed state. The free
boundary problem is also used in some similar problems, e.g. the modeling
of thrombus formation (™, but this model only considers the fluid dynamics
of the blood flow without the structural mechanics of the vessel wall. In our
model, we consider both the biochemical reactions leading to plaque growth,



and the interaction between the blood flow and the vessel wall with a free
interface.

The main goal of this thesis is to derive a model to describe how plaques
are formed and growing in healthy tissue due to the biochemical reactions
related to monocytes and foam cells, and also how stresses are distributed in
the long-term evolution of plaques, which may lead to plaque rupture. The
processes requiring investigation and modeling are:

e The adhesion and penetration of monocytes from the blood flow into
the vessel wall

e The accumulation of foam cells in the vessel wall, leading to plaque
growth

e Changing of the mechanical properties of the vessel wall due to the
influence of foam cells

e The interaction between the blood flow and the vessel wall

The domain we are considering consists of two parts: a fluid part repre-
senting the part occupied by the blood flow, and a solid part representing
the part occupied by the vessel wall. The interface between the fluid and
solid part moves according to the plaque growth and the fluid-structure in-
teraction. The Navier-Stokes equations are used to describe the dynamics
of fluid (blood flow) whereas in the solid part (vessel wall) the equations for
structural mechanics are considered. In addition, the motion of monocytes
is described by the convection-diffusion-reaction equation, coupled with an
equation for the accumulation of foam cells. The transmission conditions are
also given on the interface.

There is a problem, however, which is that the deformation in the solid part is
induced by both mechanics and the growth of plaques, so one cannot use the
general approach to derive the stress tensor in the equations for structural
mechanics. To overcome this problem, we introduce a new variable called the
metric of growth. Given that the growth not only increases the mass but also
changes the geometry, the metric of growth is used to define the deformation
induced only by mechanics, and also to accurately measure the stress tensor
with the constitutive equationsl. For the constitutive equations, two mod-
els are taken into account: the incompressible Neo-Hookean(INH), and the
incompressible Mooney-Rivlin material laws?!. In addition, the concentra-
tion of foam cells is also related to the growth modeling of the solid part by



influencing the mechanical properties.

Here follows an introduction of the numerical approaches of our model in de-
tail. Similar to the general fluid-structure interaction problem, the variation-
al formulation of our model is formulated in a monolithic framework, where
the coupled equations in the fluid and solid domains are solved simultaneous-
ly 5378 Typically, the variational form in the fluid domain is formulated in
the Eulerian framework, where the domain is movable due to the movement
of the interface, and the form in the solid domain is given in the Lagrangian
framework, where the domain is fixed. For numerical simulations we need d-
ifferent meshes in different subdomains and as well as in different time steps.
To treat this problem we employ the Arbitrary Lagrangian-Eulerian (ALE)
framework, which is a well-known monolithic approach for fluid-structure
interaction problem. In this method, the fluid domain is transformed to a
fixed one by the ALE mapping, and all the equations are rewritten in the
fixed domain. Different mesh models are used to define the ALE mapping.
The main advantage of the ALE method is that both of the subdomains are
fixed in the ALE framework, so a common mesh can be used for the prob-
lem in numerical simulations in each time step. The energy estimate of the
model is also investigated to obtain numerical stability. The main numerical
methods we use in this thesis are the finite difference method for temporal
discretization, the Galerkin finite element method for spatial discretization
and the Newton method for linearization.

Numerical simulations are performed by using the finite element library Gas-
coigne, and numerical results are presented in two examples. Example I is
a test case to show whether the behavior of plaque formation can be well
observed, and has a simple configuration. Example II has a configuration
which is much closer to a real artery, from which the model can provide
a more realistic description of plaque formation. Both examples are in two-
dimensional space, and all the parameters are from the literature in the fields
of medicine, biodynamics and cardiovascular mathematics [420:36:48:60:70:86] - Tpy
numerical simulations, we perform the steps listed below:

e Different time step sizes and mesh refinement levels are tried to inves-
tigate the convergence of numerical solutions.

e Some special techniques, e.g. the local mesh refinement and adding
artificial stabilization terms, are also tested to reveal their necessity.

e Numerical results in both of these two examples represent the motion of
the interface and the distributions of important quantities in the model



at different time points to show the evolution of the whole process.

The obtained results show the formation and growth of plaques, the pene-
tration of monocytes, the accumulation of foam cells, the increase of stresses
and their interactions, which is the starting point of this problem [#4%%. Many
interesting questions are still open in numerical, theoretical and modeling
fields, and both the modeling and simulation approaches obtained in this
thesis can be improved not only to bring the model closer to the reality of
plaque formation, but also to apply it to other investigations related to the
interaction of reactive flow with solid phase!83.

Outline of this thesis

e Chapter 1 provides the biological background about the whole physio-
logical process, including the inducing factors of plaque formation, the
key steps of plaque evolution, the main components a mature plaque,
and the thrombotic response to plaque rupture.

e In Chapter 2 we give a review of some existing mathematical models re-
lated to plaques, determine the processes we are interested in modeling,
and derive the model step by step with a complicated system.

e In Chapter 3 the variational formulation of the model is given and the
ALE framework is used to overcome numerical difficulties.

e Chapter 4 lists the numerical methods we use and presents the numer-
ical results we obtain.

e In Chapter 5 we summarize the conclusions and provide an outlook for
future development.



Chapter 1

Biological Background

The formation of plaques is one of the main biological processes associated
with atherosclerosis, and plays a key role in atherosclerotic lesions in blood
vessels. Atherosclerotic plaques are formed primarily in the intima, the in-
nermost layer of the vessel wall, while the other two layers are called the
media and adventitia. Their formation is initiated by endothelial dysfunc-
tion, and followed by penetration of leukocytes such as monocytes from the
blood flow into the vessel wall, inducing the growth of plaques. As plaques
become vulnerable, their rupture may be triggered by stresses applied on
them, with thrombosis superimposed. The thrombus formation after plaque
rupture is one of the main causes for the blockage of a main artery and can
lead to ischaemic or myocardial infarctions as well as other cardiovascular
diseases.

In this chapter we aim to give a short introduction about the biological back-
ground of plaque formation. We start with the inducing factors of atheroscle-
rosis in Section 1.1, and in Section 1.2 we identify the main steps leading from
a normal vessel wall to a rupture-prone atherosclerotic plaque. After intro-
ducing the main components of a mature plaque, which are closely related to
the vulnerability of plaques in Section 1.3, we finally explain the thrombotic
response to plaque rupture in Section 1.4.

1.1 Inducing factors of atherosclerosis

The initiation and growth of atherosclerotic plaques are the results of a hemo-
dynamic interaction between the blood flow and the vessel wall, involving
several pathologic processes!!%235261  In straight regions of blood vessels,
e.g. the blue segments in Figure 1.1, the blood flow is always in the same
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\@v

Nature Reviews | Molecular Cell Biology

Figure 1.1: Vascular bifurcation and flow patterns. From C. Hahn and M.
A. Schwartz 23

direction and flow patterns are laminar, even though the rate of blood flow
changes during the cardiac cycle. However if blood vessels divide or curve
sharply, there are regions where the blood flow is reduced and can even re-
verse its direction during the cardiac cycle, like the red segments in Figure
1.1. In regions of high laminar flow patterns, endothelial cells are aligned
in the direction of flow, having a low level of permeability and low rates of
proliferation and death. In these regions atherosclerosis can not appear. By
contrast, in regions of atherogenic flow patterns, including low flow, flow sep-
aration, flow reversal and other types of disturbed flow, endothelial cells have
high rates of proliferation and death, high permeability of solutes and failure
to align in the direction of flow!??. This endothelial dysfunction can also be
caused by several different sources!™, and appears to be the initial event in
atherosclerosis leading to the migration of macromolecules into the intima.
The infiltration and retention of excess low-density lipoproteins(LDLs) in the
intima initiate an inflammatory response in the vessel wall, and the modifi-
cation of LDLs through oxidation or enzymatic attack in the intima induces
endothelial cells to express adhesion receptors to attract leukocytes, especial-
ly monocytes?. The disturbed flow patterns in atherosclerosis susceptible
regions can increase the expression of adhesion receptors by endothelial cells.
Therefore, hemodynamic flow patterns and modified LDLs may initiate an
inflammatory process in the vessel wall, and the next steps of atherosclerotic
plaque formation will be introduced in Section 1.2.



1.2. EVOLUTION OF THE RUPTURE-PRONE ATHEROSCLEROTIC
PLAQUE

1.2 Evolution of the rupture-prone atheroscle-
rotic plaque

a Atheroresistant region b Atherosclerosis susceptible
(laminar flow) region (disturbed flow)

d Atherosclerotic
plaque

|m Endothelial cell  =mme- Vascular smooth muscle cell @ Monocyte @ Foamcell () Cholesterol crystal |

Nature Reviews | Molecular Cell Biology

Figure 1.2: Formation of an atherosclerotic plaque. From C. Hahn and M.
A. Schwartz 3.

Figure 1.2 shows the key steps of atherosclerotic plaque formation, which
consist of complicated biochemical processes. As we mentioned in Section
1.1, the modification of LDLs to oxidized LDLs let endothelial cells be acti-
vated and express leukocyte adhesion receptors, such as E-selectin, vascular
cell adhesion molecule 1 (VCAM 1) and intercellular adhesion molecule (I
CAM 1); increased numbers of monocytes are attracted and migrate into
the vessel walll?¥245% (see Figure 1.2, part b). After induced by a cytokine
produced in the inflamed intima, the macrophage colony-stimulating factor,
monocytes entering the vessel wall differentiate into macrophages. This is
a critical step for the development of atherosclerosis, because these immune
cells take up LDLs, which carry cholesterol and triglycerides to the tissues.
And they also produce pro-inflammatory cytokines which make endothelial
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CHAPTER 1. BIOLOGICAL BACKGROUND

cells attract more monocytes into the vessel walll*l. Finally macrophages

are transformed into foam cells which are engorged of lipid, and the accumu-
lation of these cells can thicken the smooth muscle cell layer and form fatty
streaks (see Figure 1.2, part c).

Fatty streaks are prevalent in all individuals, including children and healthy
young adults. They don’t cause symptoms but may eventually progress to
more inflamed lesions called atherosclerotic plaques!. The rate of this pro-
gression is determined by some risk factors such as levels of plasma lipopro-
teins, oxidants from smoking or other sources, elevated blood glucose, circu-
lating inflammatory mediators and lack of exercise!?’. In the center of an
atherosclerotic plaque, foam cells and extracellular lipid droplets form a lipid
core surrounded by a cap of smooth muscle cells and a collagen-rich matrix.
This core usually contains cholesterol crystals which fatty streaks rarely con-
tain, and more foam cells will accumulate in this region to let the plaque
grow % (see Figure 1.2, part d). On the other hand, fatty streaks may also
reach an equilibrium and stabilize at that morphology without progressing
further, and when risk factors change favorably, they can even regress and
disappear. In this case high density lipoproteins (HDLs) play a positive role
to carry lipids away from macrophages and oppose the effects of LDLs .
Generally speaking in Figure 1.2, the progressions from part a to part b and
from part b to part ¢ start in children and can be inverted, while the progres-
sion from a healthy vessel wall to part d is not invertible and can finally lead
to the formation a rupture-prone atherosclerotic plaque after a long time of
evolution.

1.3 Main components of a plaque

As the name ”athero-sclerosis” implies, a mature plaque typically consists of
two main components: the soft, lipid-rich atheromatous core and the hard,
collagen-rich sclerotic tissue?. The atheromatous core is rich in extracellu-
lar lipids, cholesterol and its esters!®3. It is generally believed that the death
of foam cells plays an important role in lipid accumulation and core forma-
tion, while LDLs retained within the extracellular space, without being taken
up and subsequently released by macrophages, may also contribute to them.
With the formation and growth of lipid core, smooth muscle cells migrate
from the media into the intima, and then elaborate the extracellular matrix.
In later stages, a sclerotic tissue called fibrous cap, composed primarily of
extracellular matrix proteins, is formed over the lipid core®”. From Figure
1.3 we can see that the lipid core is separated from the vessel lumen (region

8



1.3. MAIN COMPONENTS OF A PLAQUE

with the letter L) by the fibrous cap which is formed by connective tissue
and smooth muscle cells.

Figure 1.3: Histology of an eccentric, fatty, coronary plaque. From A. Sam-
bola et al.[62.

The atheromatous core is the most dangerous component, because the soft
lipid in the core with local inflammatory process destabilizes plaques and
makes them vulnerable to rupture with high risk of subsequent thrombus
formation. In contrast, the sclerotic tissue is a relatively benign component,
since collagen secreted by smooth muscle cells stabilizes plaques and protects
them against disruption. Therefore both of these two components are ma-
jor determinants of a plaque’s vulnerability to rupture[*?. The size of the
atheromatous core is critical for the stability of plaques. The larger area a
core occupies in the plaque, the more vulnerable the plaque is. The consisten-
cy of the core, depending on temperature and lipid composition, is probably
also important for the stability of plaques. For instance, if temperature in-
creases, like with inflammation, the core will become softer. And lipid in the
form of cholesterol esters soften the core while cholesterol crystals have the
opposite effect 3. On the other hand, the mechanical strength of the fibrous
cap is a vital component of plaque stability, so cap thinning, reduced collagen
content and a decline in smooth muscle cell density can lead to the increase
of a plaque’s vulnerability to rupture. In addition, the cap inflammation,
e.g. the infiltration of macrophages, may locally weaken the fibrous cap and
is particularly associated with plaque rupture®®.
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1.4 Plaque rupture and thrombotic response

As an inducement of ischaemic or myocardial infarctions as well as other car-
diovascular diseases, the blockage of a main artery was previously thought
to be caused by progressive luminal stenosis from continued plaque growth.
However angiographic studies have identified that it is plaque rupture rather
than stenosis precipitating ischemia and infarct’?. When the plaque be-
comes vulnerable with a large core and a thin cap, its rupture may happen
and will be followed by thrombus formation, causing a rapid growth of the le-
sion. Plaque rupture often occurs where the cap is thinnest and most heavily
infiltrated by macrophages and therefore weakest. These regions are called
the cap’s shoulders!'®*2  and they are also points where biomechanical forces
acting on plaques may be at a critical value. So the risk of plaque rupture
is related to both intrinsic plaque vulnerability and extrinsic stresses applied
on plaques. The former feature is a prerequisite for plaque rupture, and the
latter forces, including stresses in the blood flow and the vessel wall, may
trigger the rupture of vulnerable plaques.

Figure 1.4: A thrombus superimposed on a lipid-rich atherosclerotic plaque.
From G. K. Hansson?4.

Figure 1.4 is a cross-sectioned coronary artery from a patient dying of a mas-
sive myocardial infarction!. We can see that there is an occlusive throm-
bus superimposed on a lipid-rich atherosclerotic plaque. Plaque rupture has
happened on the fibrous cap covering the lipid-rich core, and thrombogenic
material is exposed to the flowing blood. Platelets in the blood flow adhere
to the rupture region and form an aggregate to stem blood loss[™, however
this aggregation causes flow obstruction and thrombosis superimposed on the
plaque rapidly. Finally an occluding thrombus is formed on the surface of

10



1.4. PLAQUE RUPTURE AND THROMBOTIC RESPONSE

the plaque to block the artery and causes myocardial infarction and sudden
death.

In another situation, some material of thrombus may also be taken away by
the blood flow when plaque rupture happens. It becomes an embolus and
moves in the blood flow to a different location of the cardiovascular system.
This embolus can induce the blockage in another part of the artery. Since
an embolus arises from somewhere, and blocks the artery in another place,
the blockage is a sudden onset, and symptoms are usually maximal in the
beginning. The problem becomes global, which is solved only temporarily by
local therapy, so it is important to identify the source of the embolus. In ad-
dition, symptoms may also decrease or disappear as the embolus is partially
resorbed and moves to another different location or totally dissipates.

11
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Chapter 2

Mathematical Model

In order to demonstrate a quantitative understanding of the physiological
processes mentioned in Chapter 1, an appropriate mathematical model to
describe the formation of plaques is derived in this chapter. In Section 2.1
we give a review of some existing mathematical models for the biochemical
reactions in atherosclerosis and the mechanics of a mature plaque; our model
concentrates on both of them. The processes to be modeled are listed in Sec-
tion 2.2, where the computational domain and main variables are also given.
From Section 2.3 to Section 2.7, we go step by step through the complicated
modeling procedure and provide the final model in the last section, Section
2.8.

In this model, both the interaction between the blood flow and the vessel wal-
I, and the growth of plaques due to the penetration of monocytes from the
blood flow into the vessel wall are considered. The domain we are considering
consists of two parts, a fluid part representing the part occupied by the blood
flow, and a solid part representing the part occupied by the vessel wall. The
interface between the fluid and the solid part moves due to plaque growth
and the fluid-structure interaction. The Navier-Stokes equations are used to
describe the dynamics of fluid (blood flow) whereas in the solid part (vessel
wall) the equations for structural mechanics are considered. Additionally,
the motion of monocytes is described by the convection-diffusion-reaction e-
quation, coupled with an equation for the accumulation of foam cells. The
transmission conditions are also given on the interface. The concentration of
foam cells is also related to the growth modeling of the solid part by influ-
encing its mechanical properties. Finally, the metric of growth is introduced
to measure the stress tensor in a right way, and its evolution equation is
derived.

13



CHAPTER 2. MATHEMATICAL MODEL

2.1 Overview of existing results

Mathematical modeling can play a significant role in helping to understand
the development of atherosclerosis*!. Since possible contributors to the
development of atherosclerosis can be categorized as biochemical or biome-
chanical ™! there have also been different mathematical models developed
for different objectives.

Models for biochemical processes

The atherosclerosis lesion consists of complicated biochemical processes, and
the development involves complex interactions between cholesterol, immune
cells, smooth muscle cells and other components. Some experimental result-
s show that cholesterol may not be as influential in the progression of the
disease as previously thought*®).  And the macrophages, into which the
monocytes differentiate, are a major player in the inflammatory process of
atherosclerosis®%% . Some mathematical models, based on partial differen-
tial equations (PDE) or ordinary differential equations (ODE) , have been
devised to study the role of the biochemical reactions in the formation of
atherosclerotic lesion.

In the model of Ibragimov et al. !, a system of six PDEs is used to describe
the chemotactic activity of immune cells (primarily macrophages), smooth
muscle cells, chemoattractant and low density lipoproteins (LDL); numerical
simulations are performed to demonstrate that this model captures certain
observed features of cardiovascular disease such as the localization of immune
cells, the build-up of lipids and the isolation of a lesion by smooth muscle
cells. On the other hand, the model of Ougrinovskaia et al.[*!l is reduced to
a spatially independent ODE, which focuses on how the macrophages take
up LDL, and this model’s results indicate that it is macrophage proliferation
and constant signalling to the endothelial cells, rather than an increase in
influx of LDL, that drives lesion instability. And there are also some mathe-
matical models for the transport of LDL from the blood flow into the arterial
wall 513431 "3 process which plays an important role in the process of athero-
genesis. In these models, the biochemical processes are either in the early
stage when plaques have not begun to grow or in the stage when the artery
is already stenosed, so the computational domain is always fixed and the
growth of diseased tissue is not considered.

14



2.2. PROCESSES TO BE MODELED

Models for biomechanics

The biomechanical forces are given by stresses in the blood flow and the
vessel wall; they may lead to the rupture of plaques if they are at a critical
value. Since the plaque is a component of the vessel wall, its mechanical
properties should be similar to the other soft biological tissues, and there are
a lot of relevant constitutive models developed to derive the stress!25-2734],
The vessel wall is highly elastic and deformed under the blood flow, so the
fluid-structure interaction problem is considered 53, On the interface, the
velocity of the blood flow and the displacement of the vessel wall have con-
tinuous transmission conditions, and the forces in both of them are also
balanced.

In the model of Tang et al., the nonlinear modified Mooney-Rivlin model is
used to describe the material properties of the vessel wall and plaque com-
ponents®™ and the fluid-structure interaction problem is used to perform
stress value which may be related to plaque rupture. Different coefficients
of the constitutive model are used to distinguish the mechanical properties
of different components in the vessel wall and plaque tissue, and the fibrous
structure of the cap and the liquid property of the core are not considered.
The results indicate that the stress values from both the blood flow and the
vessel wall are affected by many factors such as stenosis severity, lipid core
size, plaque cap thickness, and fluid-structure interactions®”; they may al-
so contribute to continued plaque progression!®. The anisotropic material
property is also considered to improve the accuracies of plaque stress predic-
tions %82 The stress distributions obtained by the simulation of the model
are used for possible plaque rupture predictions, so in this kind of model
the plaque has already been formed, and the growth of the plaque due to
biochemical reactions is also neglected.

2.2 Processes to be modeled

In this thesis, the goal is to derive a model to describe the whole evolution
process from healthy tissue to a mature plaque which could rupture in the
long term, and the model is based on the framework that the adhesion and
penetration of monocytes lead to the formation and growth of atherosclerot-
ic plaques. Compared to the existing model by Zohdi et al.’7) our model
concentrates not only on how biochemical processes lead to plaque growth,
but also on continuum mechanics of the blood flow and the vessel wall. The
processes we are interested in modeling are listed as follows:
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1. Adhesion and penetration of monocytes into the vessel wall
The chemical dynamics in the blood flow and interaction with the vessel wall
are important aspects relevant both for the physiology of the blood vessels
and for the development of certain vascular diseases*”. In particular, the
adhesion and penetration of monocytes from the blood flow into the vessel
wall is highly related to the development of atherosclerosis. So the motion of
monocytes both in the blood flow and in the vessel wall is taken into account
in our model. This process is described by the convection-diffusion equation,
which is also used to describe the motion of platelet, oxygen and other simi-
lar particles or solutes in human body [17:48:74-76]

2. Accumulation of foam cells in the vessel wall, leading to plaque
growth

After migrating into the vessel wall, the monocytes first differentiate into
macrophages, take up lipoproteins and then become foam cells, leading to
the formation of atherosclerotic plaques. Plaque growth strongly depends
upon the accumulation of foam cells, which can be considered as the source
of growth. Since the mass of the diseased vessel wall increases with an in-
crease in the concentration of foam cells, the mechanics of the vessel wall
with a rising mass should be considered 137

3. Changing of the mechanical properties of the vessel wall due to
the influence of foam cells

In a completely formed plaque there are different components which are
mentioned in Chapter 1, and the mechanical properties are quite different in
different parts™. For example the calcification is much stiffer than the fi-
brous cap and the non-diseased tissue, and the lipid core is much softer 2868,
As the plaque is formed and growing, the mechanical properties of the vessel
wall are also changed. Since plaque formation is induced by the accumulation
of foam cells, in our model the mechanical properties of the vessel wall are
positioned to be dependent on the concentration of foam cells.

4. Interaction between the blood flow and the vessel wall

Like some other models for the biomechanics of a mature plaque3667-70:82
the continuum mechanics of both the blood flow and the vessel wall are con-
sidered in our model, and the fluid-structure interaction (FSI) problem is
used to describe their coupled dynamics. The FSI problem is a two-way cou-
pled system. The vessel wall is deformed by the blood flow, and the blood
flow is also influenced by the deformation of the vessel wall**53 The inter-
action between fluid and structure is given by the continuity of velocity and
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2.2. PROCESSES TO BE MODELED

the balance of force[12:16:18:32:38:455378] * V/ig the coupled system of FSI the
stress value, one of the factors leading to plaque rupture, can be computed.

Based on the processes to be modeled above, the computational domain and
principal quantities are determined in the following. Figure 2.1 sketches the
situation that the lumen of the blood vessel is already stenosed by plaque
growth. It consists of two parts, the fluid part Q’} representing the part
occupied by the blood flow, and the solid part 2! representing the part
occupied by the vessel wall. I'y;, represents the inlet and I'y,,; represents
the outlet of the blood vessel. The interface I'} U Ty moves due to plaque
growth and the fluid-structure interaction. The difference between I'! and
It is that T is the diseased part of the vessel wall and is permeable for
the monocytes, so its displacement is larger than 'y because the monocytes
migrate through I} into the vessel wall and lead to plaque growth. T’ fawall 1S
also the interface between the blood flow and the vessel wall, and since the
vessel wall at the side of I'f 4 is healthy, its displacement is much smaller
than the other side with plaque growth and we assume that I't 4y is a fixed
boundary compared to the large deformation of I} UT%. In addition, L' wal
denotes the interface between the vessel wall and the tissue around the blood
vessel, and Iy ;,, UT's 5 denotes the boundaries of the considered segment of
the vessel wall. They are all assumed to be fixed.

I

fowall

fan f.out

5.0 5 s.ouf

I

s.wall
Figure 2.1: Computational domain

The principal quantities describing the blood flow in Q} are the velocity vy
and the pressure py; the displacement of the vessel wall us in Q% due to plaque
growth and the fluid-structure interaction is another quantity of relevance [*?
The convection-diffusion process of monocytes is an important aspect of the
blood flow, so the concentration of monocytes ¢y in Q} is also the principal
quantity. When the monocytes migrate into the vessel wall Q! and finally
differentiate into foam cells, the relevant quantities are the concentration of
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monocytes c; and the concentration of foam cells ¢i. Since the vessel wall
is growing due to the accumulation of foam cells, the density of the vessel
wall pg is another quantity, which will increase for plaque growth. All the
equations of these main variables will be derived in the next five sections and
the final model will be given in Section 2.8.

2.3 Kinematics of continuum media

In order to derive the differential equations governing the fluid dynamics of
the blood flow and the structural mechanics of the vessel wall, we need to
introduce the concepts about kinematics at first [%16:25:30:45:51353:59] ' T et there
be given a bounded, open, connected subset Q of R? with a sufficiently
smooth boundary, filled by a continuum medium. d is the dimension of the
space we consider. We define a smooth one-to-one mapping;:

(1) : Qo = Q, X w—z=uX1)

This mapping is called the deformation, which implies that the material
particle X is moved to a new position x after some time ¢t € I = [0,T], and
has the inverse mapping X (x,t). We call Qy the reference configuration, and
Qy the current (or deformed) configuration. A quantity associated with the
medium can be described as a function of either the variables (x,t) or (X, 1).
The first couple is called the Eulerian variables, and the function ¢(x,t)
is defined in the current configuration, denoting the quantity in the space
point = at time ¢. The second one is called the Lagrangian variables, and to
make the difference, we mark the function ¢(X,t) with the hat symbol. This
function is defined in the reference configuration and denotes the quantity of
the material particle X at time £. So there are two different frameworks and
to treat different problems, we use Eulerian or Lagrangian frameworks to
define a quantity expressed as a function. For example, the vector quantity

u(z,t) =z — X(z,t) =u(X,t) =x(X,t) = X, z=z(X,t) e, X € Qy,t €1

is called the displacement, which is a major kinematic quantity of our prob-
lem. Another important quantity of kinematics is the wvelocity. In the La-
grangian framework it is expressed by the vector field v = (X, t) defined
as

DX, 1) = %x(X, t) = %a(x, ), XeQtel
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Figure 2.2: Deformation and displacement in the Lagrangian framework.
Modified from A. Quarteroni and L. Formaggia[*?.

In the Eulerian framework, since the variable x is dependent on time ¢, the
velocity is defined as

0
= au(a:,t) +ov(z,t) - Vu(z,t), x€Q,tel
Here we use the symbol V to indicate the gradient with respect to the Eu-
lerian variables (z,t), and the symbol < is called the material derivative. If

we consider some other quantities in kinematics, its time derivative % in the

Lagrangian framework should also be changed to material derivative <4 in

dt
the Eulerian framework.

We can also use V to indicate the gradient with respect to the Lagrangian
variables (X, t). Then the deformation gradient F' is defined as

F= aiXx(X,t) = Vz(X,t) =1+ Va(X,t), XeQytel

Each component of this d x d matrix is given as
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A 0
Fij:—l’i(X,t), 1,7 =1,2,3,....d, XeQytel
0X;
Since the deformation is smooth, injective and orientation preserving, the
deformation gradient F' is invertible and its determinant J = detF is every-
where strictly positivel®.

The material derivative and the deformation gradient are both crucial con-
cepts for the derivation of our mathematical model. The material derivative
indicates the change of a quantity for a certain material particle X which is
at the position x=x(X,t) at time t, and the deformation gradient is clearly
linked to the rule which transforms integrals from the current to the reference
configuration. Here are two lemmas related to them.

Lemma 2.3.1. Let V; be a subdomain of 4y and let us consider the function:
A, t) Vi = RL Let Vo = {X € Q: 2(X,t) € Vi}. (X, t) = d(x(X,1),1)
and ¢ 1is integrable in V;. Then the transformation formulas for integrals are
satisfied as follows:

oz, t)de = (X, t)JdX (2.1)
W
o(x,t) -nda = (X, t)- JET . NdA (2.2)
oV MV
Here OV, and 0Vy are the boundaries of V; and Vg, and n and N are the unit
outer normal vectors of OV; and OVj.
Proof. The proof of formula (2.1) is obvious and given in literatures6:2%30],
By using (2.1) and divergence theorem, the proof of (2.2) is obtained as

¢ - nda = / divedr = / divgJdX = | V: (VX)) JdX
vy Vi Vo Vo

Vo:JFTdX = [ ¢-JF T NdA— | - div(JET)dX
Vo 8V0 Vo

d —
Here the inner product of matrix A : B = > A;;B;;. div and div indi-
3,7=1
cate the divergences with respect to  and X. Since the cofactor matrix of
Fis CofF = JF~T, and the fact dw(CofF) = 0 is proved), the result
dzv(JF Ty = 0 is achieved. So (2.2) is proved.
]
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Lemma 2.3.2. Let F' denote the deformation gradient in the Eulerian frame-
work, F(z,t) = F(X(x,t),t) and J = detF. Then

dJ

i = Jdivv (2.3)

Proof. First we not that

E_i(@)_i(d_x)_i(d_u)_@_@.ﬁx
dt  dt '0X oxX dt’ oX‘'dt’ 90X Or 09X

Combine the above formula with the below one!29:

oJ
oF

and we can achieve (2.3) as follows:

=JF T

dJ 0J dF

T A CL ) (Vo F)=Jtr(Vv- F-F~') = Jtr(Vv) = Jdivv

d
Here tr denotes the trace of a matrix: trA = ) A;.
i=1

[

Based on the above two lemmas, we can achieve the Reynolds transport the-
orem, which plays a key role in the derivation of conservation equations in
continuum mechanics#915359  In the sequel of this section, V; is a subdo-
main of €y, and V; is its image under the deformation in 2.

Theorem 2.3.3 (Reynolds transport theorem). Let ¢ = ¢(x,t) : QxI — R
be a smooth scalar function with respect to both variables x and t. Then

d 0
dt (bd A{g + ¢divv}dr = /Vt{a—f + div(¢v) }dx (2.4)

Proof. By using formula (2.1) and (2.3), we can get

d d

a/th)czm:a VO¢JdX { J d)—}dX /{ T Y da

Vt{%+¢dwv}dag= / {5, +v Vo +odivvyde = /V {Eeriv(ﬁbv)}dl‘
O
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For a function with

d
L sdr =0
dt Vfbx

By using the divergence theorem we can get the formula from (2.4) that

d 0 0

— | ¢dx = —¢dx + ov-nda = —¢dx = — Qv - nda
This formula gives the fact that the change of the value ¢ in V; over time
equals the negative outflux over the boundary of V.

2.4 Fluid dynamics

2.4.1 Conservation equations

With the help of Reynolds transport theorem, we can derive the conservation
equations of mass and momentum in fluids (like the blood flow). Since the
fluid is modeled by describing its properties in the space point z, its conser-
vation equations are derived in the Eulerian framework. Let the material in
; has certain distributed quantities like the density p(z,t) : ©; x I — R and
the momentum pv, where v(z,t) : Q; x I — R? denotes the velocity. So the
mass of the volume V; C 2, can be defined as

m(V;) = /w pdx

The fundamental principle of physics states that mass is neither created nor
destroyed during the motion, so the mathematical statement of this principle
is given as

d
Em(vt) =0

Combining it with Reynolds transport theorem, we obtain

dp . B
Vt{a + div(pv) }dx =0
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Since this formula holds for every volume V;, we can get the conservation
equation of mass:

% + div(pv) =0 in (2.5)

The momentum of the volume V; is defined similarly as

- | i
Vi

and to derive the conservation equations of momentum, the force applied on
the volume V; should also be given. In general case it has two parts and has
the form as

F(v;):/vpfbdwr/av tda

Here f°(x,t) : @ x I — R? is called the body (or volume) forces, such
as gravity and electromagnetic forces, which act on all material particles
in the body without physical contact. The other kind of forces is called
the surface forces, including pressure and frictional forces, which act with
physical contact on the surface of the body. By Cauchy principle®* they
are described by the vector

t=t(x,t,n): Q xI xS —R?

with

Si={neR:|n| =1}

The Cauchy stress tensor theorem!%*! shows the fact that there exists a
smooth symmetric tensor o = o(x,t) : ; x I — R? x R? such that the force
acting on a surface with unit normal vector n is given by o - n. o is called
the Cauchy stress tensor(p.s.: the symmetry of the Cauchy stress tensor is
derived from the conservation equations of angular momentum!®4!). Then
t(z,t,n) = o(z,t)-n, and

F(Vt):/vpfbdx—i-/ava~nda= V{,Ofb—l-diva}dx
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Newton’s law tells that the change of momentum over time is equal to the
acting forces, so

d

d
—MV)=FV,) = —/ pvdr = | {pf® + divetdr
dt dt |, y

Combining it with Reynolds transport theorem and the conservation equation
of mass (2.5), we obtain the conservation equations of momentum as

0
pa—?; +pv-Vu=pfl +dive in Q (2.6)
In addition, the material (including both the blood flow and the vessel wall)
in volume V; is assumed to be in isothermal conditions, so the conservation

equation of energy and the entropy inequality can be neglected.

2.4.2 Incompressible flows

Concerning the conservation equation of mass (2.5), we now let the material
in Qﬁc be fluid, and use the lower index ” f” to denote that all the quantities
are related to fluids, so the set of conservation equations is now written as

% +div(psug) = 0 in Q
Of | oy -Vo; = ppfot divo; i Q! 2.7
Pray TPrvrVup = prff+divey in (2.7)

If the density py is constant (e.g. the blood flow), it is obtained that

divvy =0
For (2.3), it is equivalent to

d

—Jr=0

dt™’

which is called the incompressibility constraint. If the flow satisfies the in-
compressibility constraint, it is called the incompressible flow. From the
above derivation we can get the following implication:
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constant density fluid =  incompressible flow

whereas the converse is not true in general*. By employing Reynolds trans-
port theorem (2.4) with ¢ = 1 we can note that the incompressibility con-
straint is equivalent to

d
— dr =10

for every volume Vi C Q). So the incompressible flow preserves the fluid
volume, which nearly does not change in time.

The conservation equations are derived from very basic principles and can be
used to describe the mechanics of many different materials. Since the blood
flow is typically a kind of incompressible flows, if we use the set of equations
(2.7) to describe the dynamics of the blood flow, the material in V{ should be
considered as an incompressible flow, and the related conservation equations
are changed to

divvy = 0 in Q’Ji

,Of% +pyup - Voy = pff]lc) + divoy in Q} (2.8)
To achieve the conservation equations for an incompressible flow, we also
need to derive constitutive equations to link the stress tensor o to the oth-
er quantities such as the density p; and the velocity vy. Here we assume
that the fluid is a Stokes fluid, which has the properties of symmetry and
isotropy °1%3] and also a Newtonian fluid, which is generally valid in large
vessels*® . Since the fluid reacts mechanically to the rate of deformation %
if the property of the fluid is independent on its temperature (it is available
in isothermal material), the stress tensor o; can have the form:

2 .
or=—prl + pr(Vos + Vv?) — gufdwvff
The scalar function p; is the hydrostatic pressure of the fluid. I is the unit
matrix. The coefficient py is called the dynamic viscosity and is dependent

on the density pf, so it can also be written as
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jiy = psv

The coefficient v is called the kinematic viscosity. Since the fluid is incom-
pressible, then divv; = 0 and the above form of stress tensor becomes

op = —pgl + prrv(Vuy + Vv?) in (2.9)

Combine the form of stress tensor (2.9) with the conservation equations (2.8),
and we can get

—divoy = Vpy — prrdiv(Vuy) — pfudiU(VU?)
= Vp; — pvAvy — ppvVdivvy = Vpy — prrAvg

Here A\ denotes the Laplacian operator. So the equations for fluid dynamics
of the blood flow are given by

divvy = 0 in Qf
ov :
Pfa_tf +pgop - Vg — pprlup +Vpy = ppfy in Qp  (2.10)

which are called the Navier-Stokes equations. These equations investigate
the quantities of the blood flow such as the velocity vy and the pressure py,
while the density py is considered as a constant coefficient because the blood
flow is assumed to be homogeneous.

Remark 2.4.1 (Non-Newtonian fluid). In the incompressible Newtonian
fluid, the stress tensor is written as

or=—prl +2psvD(vy)

where the tensor defined as

1
D(vy) = §(va + Vv?)

is called the strain rate tensor. If oy does not have a linear relation with the
tensor D(vy), the fluid is called the non-Newtonian fluid. There are different
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models for fluids with different properties!?!). One of the examples related to
our problem is the blood in smaller vessels (with the diameter from 0.2mm
to 1cm) ), In this case the blood begins to show a ”non-standard” behavior
that the viscosity depends on the shear rate tensor:

op = =prl +2pp(|D(v))D(vy) in

where |D(v;)| denotes the principal invariants of D(v;) 25,

2.5 Structural mechanics

2.5.1 Conservation equations with growth function

Compared to the derivation of the Navier-Stokes equations for fluid dynamics
of the blood flow, the equations for structural mechanics of the vessel wall
are also derived from the conservation equations of mass and momentum.
One difference is that in this case the mass is created during the formation
of plaques, so we mention that the derivation of the equations for structural
mechanics is different from their standard derivation. In the derivation of
mass conservation equation (2.5), the mass of a volume V; satisfies

d

%m(Vt) = R(V})

R(V;) is the source of the volume V; C €, leading to the mass increase, and
it is defined as

R(V) = | fda

Vi

f9 = f9(x,t) : Q x I — R is called the growth function, which represents
a time rate of mass growth per unit current volume['’¥7. By Reynolds

transport theorem, the conservation equation of mass can be derived from

d dp
S pdr= | (L 1w de = [ f9d
at )i, P Vt{atJr iv(pv)tdz th w

and achieved as
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% + div(pv) = f9 in (2.11)

Similarly in the conservation equations of momentum,

d
— | pvde = | fovdx+ [ {pf° + divo}dx
dt Jy, Vi Vi

where the additional part represents the momentum of the new created mass.
Combine the above formula with Reynolds transport theorem and (2.11), and
we obtain the conservation equations of momentum

ov

o +pv-Vo=pfl +dive in Q (2.12)

Combining (2.11) with (2.12), we also use the lower index ”s” to denote
that all the quantities are related to solids, and the equations for structural
mechanics of the vessel wall are written as

0ps )

apt +div(psvs) = f! in Q

ov, b . . t
psEJFPsUs-Vvs = Pst + divos in Qs (2'13)

Additionally, the conservation equation of energy and the entropy inequality
are also neglected because the vessel wall is assumed to be isothermal.

2.5.2 Piola transformation

In deriving the equations for structural mechanics, we also need a different
framework from the equations for fluid dynamics. As the solid reacts me-
chanically to the deformation instead of its rate[*®) in structural mechanics
we are more interested in the displacement ,(X,t) : Q0 x I — R? for ev-
ery material particle of the reference volume V0 c Q015153 This is the
classical Lagrangian framework, so all the equations should be transformed
to the reference configuration and the quantities should be redefined by the
Lagrangian variables (X,t).

To build a transformation between the Eulerian and Lagrangian frameworks,
transformation formulas (2.1) and (2.2) need to be used again. Since the
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quantity displacement is of more interest than the velocity, we need to replace
vs with 4 in the transformed equations of (2.13). From the definition of
velocity in kinematics we know in the Eularian framework,

y _dug  Ou,
odat ot

and its integral form in the current volume V! C Q! can be written as

ou du
vedr = {4+ v, Vu,}dr = / *dx
/Vst Vi ot 1% dt

By using transformation formula (2.1),

+u,-Vu, in QF (2.14)

o d Ue ~
/ 'IA)stdX - Usdx = / Ys d:C == %Jst
VSO Vst Vst dt VSO at

and we can get
Ol

T QY (2.15)

which is the same as the definition of velocity in the Lagrangian framework.
The corresponding integral form of mass conservation equation is

8 ol d aps . £ 7
— 0sJsdX = — sdr = div(psvs) pdr = Idr = 9 J,dX
i | pax = G | e = [ (G waintpgyin= [ peae= [ f

with the same application of (2.1). So the conservation equation of mass in
the Lagrangian framework is

O )= dife (2.16)

In the derivation of momentum conservation equations in the Lagrangian
framework, the transformation formula of the divergence of Cauchy stress
tensor divo, needs to be achieved. Here we associate with o, a tensor 155
defined by the Lagrangian variables (X,t) as

P,=Jo, 7T in QO (2.17)

This transformation is called the Piola transformation and P, is called the
first Piola-Kirchhoff stress tensor. The Piola transformation satisfies the
following theorem:
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Theorem 2.5.1 (Properties of the Piola transformation). Let P, = P,(X,t) :
Qo x I — RYxR? denote the Piola transformation of o3 = o4(x,t) : Qy x I —
R? x RY. Then

/ divoydr = / divP,dX (2.18)
Vi Vo
/ o, - nda :/ P,- NdA (2.19)
vt Vo

Proof. (2.18) and (2.19) are equivalent because of divergence theorem, so
combining (2.19) with the Piola transformation (2.17) we just have to prove

/ o, -nda = / 6y JETT . NdA
oVt A%

Let o5, be the i-th (i=1,2,...,d) row-vector of o,, and with transformation
formula (2.2) we can get

/ 0si-nda = / Os,i JSFS_T - NdA
vt VY

Combine each element together to get the tensorial form, and we achieve
formula (2.19).
O

Based on the Piola transformation, the conservation equations of momentum
in current volume V/:

dv, O ,
/ psidx = {psi + psvs - Vo tde = | {psf? + divoydx
Vst dt Vst 8t Vsi
can be transformed to the Lagrangian framework as
Vs - s TR N R S
/ e JdX = / {pofPJ, + divP}dX = / (pofT, + div(J,6,F-T ) dX
yo Ot Vo Vo

So the conservation equations of momentum in the Lagrangian framework
are
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~ . 00
Js As_
ot

Combine (2.15) and (2.16) with (2.20), and we write the equations for struc-
tural mechanics of the vessel wall as

= Jpsf0 + div(J6,F7T) in QO (2.20)

9 . L

&(JS/A)S) = Jof! in QS

. b, L -

Jp e et din(ie BT 0 (221)
0l .
({;j;f = 0, in QY

and with the relation between velocity 0, and displacement 1, the equations
can also be written as

o . L

a(JSﬁs) = Jng in Qg

AAazas 3 A 7b T8 A BT . 0

Jspsﬁ = Jpsf. +div(Jso,F;7) in Q (2.22)

Here the quantity displacement 4 is more important in the equations and
is related to the constitutive equations in elastic materials which are used to
derive the stress tensor of the vessel wall o, in Section 2.7.

Remark 2.5.1 (Equations for structural mechanics without growth). The
main difference between the normal equations for structural mechanics and
(2.22) is that there is no growth function in the conservation equation of
mass. For the conservation of mass, it is given that

d
S| pudzr =0
dt Jy.

Let p? denote the density distribution at time ¢ = 0% and from the above
formula we can get

/ PdX = | pedr = / psdsdX
Vo Vi VP

So the density ps in the Lagrangian framework satisfies
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Ps j s = /52
Combining it with the conservation equations of momentum (2.20), we can

get

-0 90s
Ps o

= 2P+ div(J6,FT)
So the equations for structural mechanics without growth are written as

~

pe = Jips in O
002 0 . e .
o = pof.+div(Jso,F,7) in Q) (2.23)

Compared to (2.22), the density p° in equations (2.23) is a constant coeffi-
cient, which is similar to the density ps of the blood flow.

Remark 2.5.2 (The relation between differential elements). Concerning the
Piola transformation formula (2.19), we neglect the denotation that all the
quantities are related to solids, so the lower index ”s” can be removed. Let
o be the unit matrix I, and then the corresponding differential form is

nda = JF~T . NdA (2.24)

Since n is the unit normal vector, its Euclidean norm |n| = 1, so we can get
the relation between the differential elements da and dA!:

da = J|F~T . N|dA (2.25)
Combine (2.24) with (2.25), and we can also get the relation between the

unit outer normal vectors n and N:

JE-T.N

JIF-T . N|

Additionally, the relation between the differential elements dx and d.X is easy
to be achieved by transformation formula (2.1):
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dr = JdX (2.27)

In order to get the variational form for numerical simulations in Chapter 3,
the equations should be transformed between different frameworks. Some-
times formulas (2.25) and (2.27) need to be used.

Remark 2.5.3 (Second Piola-Kirchhoff stress tensor). While the Cauchy
stress tensor o is symmetric, in general the first Piola-Kirchhoff stress tensor

P; is not, instead the relation is

It is nevertheless desirable to define a symmetric stress tensor in the reference
configuration!”). Here we define the second Piola-Kirchhoff stress tensor S,
as

Sy=F'P,= JF'6,F7T in QY (2.28)
These three different stress tensors are interrelated through the fundamental
measure of the deformation gradient and its determinant®%, and in elastic
materials they are all dependent on the deformation gradient F, 195251 1 the
derivation of constitutive equations in Section 2.7, both the Cauchy stress
tensor o, and the second Piola-Kirchhoff stress tensor S, take simple forms
because of their symmetric property.

2.6 Chemical processes

2.6.1 Convection-diffusion equation

In our model, the main chemical processes are the penetration of monocytes
from the blood flow into the vessel wall, and the accumulation of foam cells
which leads to plaque growth. The equations for the motion of solutes or
particles are the main models for these processes. Let us denote by ¢ =
c(x,t) : 4 x I — R the concentration of the species (solutes or particles) in
the blood flow or the vessel wall, and it has the similar conservation law as
the density and the momentum. The amount of the species in the volume
V, C €, can be defined as
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n(Vt):/Vtcd:c

The dynamical principle of cellular species gives the mathematical form as

d
an(‘/%) = J(V;)

where

J(V) = DVc¢ - nda
Vi
denotes the flux of species with the movement of diffusion. D is called
the diffusion coefficient. Apply Reynolds transport theorem and divergence
theorem, and we can get

d
{% +div(ev)de = — | cdx = DVe-nda = / div(DVc)dz
v, Ot dt Jv, ov; Vi

so the equation for the motion of species is achieved as

dc
ot

In this equation the term div(cv) is called the convection (or advection) term,
which implies that the species are transported by fluid dynamics or struc-
tural mechanics. div(DVe) is called the diffusion term, which implies that
the species move by diffusion - the random Brownian motion of individual
particles. So equation (2.29) is called the convection-diffusion equation.

+ div(cv) — div(DVe) =0 in (2.29)

(2.29) is the general form of convection-diffusion equation, and it can be
simplified in special cases. If we assume that the diffusion coefficient D is
constant, as the blood flow is incompressible (divv = 0), equation (2.29) is
changed to

0

S v Ve =D =0 i (2.30)
The convection-diffusion equation (2.30) is used to describe the motion of
monocytes in the blood flow, and the lower index ” f” is added to denote

that the quantities and coefficients are related to fluids.
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Remark 2.6.1 (Convection and diffusion flux). In the derivation of convection-
diffusion equation (2.29), we can also achieve the formula

—dx——/ cv - nda + DVe - nda
AV, v,

which gives the fact that the change of the concentration ¢ in V; over time
equals to the sum of two fluxes over the boundary of V;. The first term on the
right side of the formula is the flux induced by convection, and the second
one is the flux induced by diffusion.

Remark 2.6.2 (Diffusion coefficient). Although the blood flow is assumed
to be homogeneous, the diffusion coefficient of solutes or particles may not
be constant *®747] From recent experimental observations, it has been pro-
posed that Dy may be dependent on the concentration of red blood cells and
the shear rate 4 which is defined as

¥ = \/%D(Uf) : D(vy)

where D(vy) is the strain rate tensor defined in Remark 2.4.1.

2.6.2 Convection-diffusion-reaction equation

The derivation of the equations for the motion of monocytes and foam cells
in the vessel wall is similar to the convection-diffusion equation in the last
subsection. The main difference is that the change of their concentrations
in the volume V; is not just due to the flux over the boundary of V;, but
also because of the chemical reaction between monocytes and foam cells. Let
¢ and ¢* denote the concentrations of monocytes and foam cells, and their
amounts in the volume V, are defined as

n(Vt):/ cdz, n*(Vt):/ c*dx
Vi Vi

Then the mathematical statement of their motion and interaction can be
given as
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where

Mmzﬁfm

implies the fact that some monocytes are converted to foam cells. f" =
fr(z,t) - Q x I — R is called the reaction function, which is dependent on
the concentration of monocytes ¢ and represents a time rate of the chemical
reaction between monocytes and foam cells. After taking up lipoproteins,
the foam cells accumulate to lead to plaque growth and are almost fixed in
the vessel wall. Their motion by diffusion is so small that it can be neglected,
so there is no diffusion flux of foam cells.

Using the same way of derivation of equation (2.29), and adding the lower
index ”s” to denote that the quantities and coefficients are related to solids,
the equations for the motion of monocytes and the accumulation of foam
cells in the vessel wall are achieved as

%C: + div(csvs) — div(DVeg) = —f7 in Q) (2.31)
a? Fdiv(cvy) = f7 i Q (2.32)

Since the plaque has different components, and its property is especially d-
ifferent from the healthy vessel wall, Q% is not considered as homogeneous
material, so normally Dy is not constant.

Concerning the reaction function fI, we assume that the rate is linear with
respect to the concentration of monocytes cg, so fI is defined as

fl=p8c in Q) (2.33)

The coefficient § may easily depend on some other quantities in chemical
reactions!'#1. For numerical simulations of our model in the next step we set
it as a constant for simplification. As the increasing rate of the concentration
of foam cells ¢}, fI is also related to f¢, the growth rate of the mass of the
vessel wall, by the fact that the accumulation of foam cells leads to plaque
growth. We assume they have a linear relation as

fi=nqfl in Q (2.34)
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v is a coefficient assumed to be constant. So the chemical reaction in the
vessel wall is related to the growth of its mass in a mathematical approach,
which will be tested by numerical simulations in Chapter 4.

Additionally, equations (2.31) and (2.32) can also be transformed to the
Lagrangian framework as (2.22). The only difficulty is the transformation of
the gradient ”V” with respect to the Eulerian variables to ” V” with respect
to the Lagrangian variables. It is obtained by the following lemma:

Lemma 2.6.1. Let ¢ = ¢(z,t) : Q x I — R be a smooth scalar function
with respect to both variables x and t, and ¢(X,t) = ¢(x(X,t),t). Then

Vo=FTVé (2.35)
Proof. For the i-th (i=1,2,...,d) component of V¢, we can get from the defi-
nition of deformation gradient that

d d d

op 96 0X; 00 oy, oy 00
ox; jzl 0X; Ox; B ]Zl 0X; (s = Z(F ) 0X;

Jj=1

so formula (2.35) is proved.
The corresponding integral form of equation (2.31) is

d
— cdr = D,Ve, - nda — fodx
dt % oV Vi

By applying the above lemma and transformation formulas, it can be trans-
formed to

9 / eddX = [ DT, ST NdA— [ fridx
It Jyo oV Vo

So equation (2.31) in the Lagrangian framework is achieved as

%(jsés) = div(J,E7V - DTN — L fr in QO (2.36)

where the diffusion coefficient D,(X,t) = D,(x(X,t),t) is expressed in the
Lagrangian framework. Similarly equation (2.32) is transformed to

A ~

( sé:) = js ; n QS (237)

SIS
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2.7 Stress tensor modeling

2.7.1 Decomposition of deformation gradient

To link the stress tensor o, to the other quantities, the vessel wall has its
relevant constitutive equations, but as a kind of solid materials, the consti-
tutive equations differ from the ones of fluids such as incompressible flow in
Section 2.4 For a solid, it is important to determine whether the behavior
is elastic or not®%, and many important aspects of the mechanical behavior
of arterial tissue can be treated on the basis of elasticity theory”. If the
considered material is elastic, the Cauchy stress tensor should only be depen-
dent on the position z and the deformation gradient F;. And if we restrict
attention to homogeneous materials, the Cauchy stress tensor is independent
on z and has the mathematical statement as

o=o(F) (2.38)
The lower index ”s” can be removed without loss of generality. For the
definition of Piola-Kirchhoff stress tensors, P and S also have the property
of

~ A

P=P(F), S=5(F) (2.39)

In general structural mechanics, the deformation gradient is easily achieved
by its definition and can be considered to measure the stress tensor. But if
we are dealing with the material which is able to grow, such as the vessel
wall where the plaque is formed and growing, it will be a problem to define
the deformation gradient which the stress tensor is dependent on. In this
case the deformation is induced both by growth and mechanics, but only the
deformation induced by mechanics can contribute to the stress loading of the
material. Then the whole deformation gradient is not the ”F” in formula
(2.38), so the general way to derive the deformation gradient is incorrect.

Figure 2.3 is a simple thought experiment to clarify this problem[!. Let the
force N applied on the elastic rod. In mechanical equilibrium N is propor-
tional to the observed displacement of the rod AL and can be calculated by
measuring AL. However, if for some reason the same rod is able to grow,
there will be some new elements formed inside the rod when it is deformed
by the force N. Then the observed displacement AL is not proportional
to N anymore and it is not appropriate for calculating N. In this case the
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Elastic rod Growing rod
;' L ‘_‘\ '.r L “\

a A ' L]
Fl Y i L

L+ AL L+ AL
N~A L NY AL

Figure 2.3: A thought experiment to show how growth may falsify the usual
way of quantifying the deformation. From I. Doktorskil*!.

usual way of quantifying the deformation is falsified by growth and needs to
be corrected.

To overcome this problem, we need to decompose the deformation gradient
into two parts, one is induced only by growth and the other is induced only
by mechanics. To get this decomposition a new configuration needs to be
constructed, and the idea is based on the theory of multiple natural config-
urations4%°0,

Figure 2.4: Decomposition of deformation gradient. Modified from I. Dok-
torski M1,
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Figure 2.4 shows how the idea of the theory of multiple natural configura-
tions is modified to decompose the deformation gradient!®. According to the
theory of kinematics, €2y is the reference configuration and €2, is the current
configuration. F' denotes the corresponding deformation gradient. We define
the generic particles, so that each of them occupies a volume of the differen-
tial element dX at initial time in 2. Then the mass of each generic particle
is given by

dM = p°dX

where p° denotes the density at time ¢t = 0. Analogously, after deformed to
), the same particle at time ¢ has the mass of

dm = pdx

and occupies a volume of the differential element dz in €2;. If growth takes
place in the deformation from €y to €2;, we have

dm > dM

Conversely, if resorption takes place, leading to the loss of mass, we have

dm < dM

As the reference configuration €2 is deformed to the current configuration §2;
by both growth and mechanics, each generic particle has grown and its stress
value may be different from zero. Considering the current configuration, we
cut the generic particle out of the body and relieve its state of stress while
keeping its mass constant. Then it will reach a new state which is different
from both the state in 0y and the state in €2,. This state is called the natural
state at time t, and the collection of all the generic particles in natural state
at time t is called the natural configuration®, denoted by QV in Figure 2.4.
So g can be considered to be deformed to Q2 at first with the deformation
gradient GG, and then to 2, with the deformation gradient F°; the whole
deformation gradient F'is decomposed as

F = F°G (2.40)
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Since the mass is preserved in the deformation from QY to €, the matrix F* is
not related to growth. So it denotes the deformation induced by mechanics,
and is the deformation gradient which the stress tensor is dependent on.
Additionally, the matrix G is only connected to growth because the stress is
at the relieved state in the deformation from Qg to QV. So it denotes the
deformation induced by growth and can therefore be called the growth matriz.
As the whole deformation gradient F' is invertible, from the formula (2.40) it
follows that F'° and G are also invertible. If the matrix F© is separated from
G, the stress tensor can be derived by the constitutive equations as

o= o(F°) (2.41)

So the rest of the work are to calculate the growth matrix GG and to construct
appropriate constitutive equations, which are achieved in the next two sub-
sections.

2.7.2 Metric of growth

The decomposition of deformation gradient by introducing the natural con-
figuration is in an ideal case, because growth and mechanics can not be simply
separated ™). In this case the deformation from the reference configuration
Qo to the natural configuration QY is only an evolution process of growth
without any mechanics, so the quantities of the material, e.g. the density p°
is preserved, but the volume of the generic particle in {2y is increasing. Let
dXn denote the volume of each generic particle in the natural configuration.
Then the mass of the particle is given as

dMy = p’dX N

The bar symbol is used to mark the function defined in the natural config-
uration. Since the mass is preserved in the deformation from the natural
configuration Q2 to the current configuration (;, we can get

pdr = dm = dMy = pPdXy

Let V be a subdomain of € and it is deformed to V;" in QY and to V; in
Q;. Applying transformation formula we can get

/ pJdX = | pdz = / PdXy = / PP JIdX
Vo Vi VN Vo
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Here JY is the determinant of the growth matrix G. Let J¢ denote the
determinant of the matrix F¢, and since

J=JJs

from the decomposition of deformation gradient, we have

P = pJe (2.42)

This implies that if there is no growth in the deformation, then J9 = 1, and
formula (2.42) is the same as the conservation equation of mass in (2.23),
where the corresponding structural mechanics is also without growth. Dif-
ferentiating (2.42) with respect to time we have

Op - .OJe
_ J@ N
o’ TP o

—0 (2.43)

and from the conservation equation of mass (2.16), we have

0p - 0] .o
— — = 2.44
) T =1 (2.44)

Combining (2.43) and (2.44) we obtain

10J 10J° f9
107 _1o9J _f (2.45)
Jot Je Ot p
and recalling J = J¢J9 we can simplify (2.45) as
aJs  f9 .
— ==J 2.46
a7 (2.46)

Concerning the growth of plaques in the vessel wall, we assume that the
growth is isotropic, which means that the plaque is growing equally in all
directions. Then the growth matrix is written as

G =gl (2.47)
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Here g = g(x,t) : Q; x I — R is a scalar function and since J9 = ¢4
describes how the metric of the reference configuration is changed through
dXy = J9dX during the growth process, we call g the metric of growth, and
(2.46) is rewritten as

p Fg
aag::é—sg}s in QY (2.48)

d

Here the lower index ”s” is added to denote that the metric of growth is a
quantity in the solid material - the vessel wall, where the plaque is formed and
growing. (2.48) is the equation for the metric of growth in the Lagrangian
framework, and in the Eulerian framework it is transformed to

%\ qu, Vg =129, i o (2.49)
ot s gs = 0, E s .
The equation for the metric of growth is one of the equations in our mathe-
matical model, from which the growth matrix G is calculated, and the stress
tensor is obtained by the constitutive equations and the matrix F¢ defined
as

d

1
F¢=FG,'=—F, in Q (2.50)

S

2.7.3 Constitutive equations

We assume that both the healthy vessel wall and the plaque are hypere-
lastic, isotropic, incompressible and homogeneous!%%  and the derivation
of constitutive equations is based on Holzapfel’s book about nonlinear solid
mechanics®. The hyperelastic material has the property that there exists
a so-called stored energy function ¥ = U(z, F) : QL x M? — R, which can

also be written as U = W(X, F) : Q0 x M? — R, such that

P, = aA (X,F,) in QY (2.51)
OF,

and each component of the first Piola-Kirchhoff stress tensor P, is

Py =—— 1,j=123,...,d
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Here Mi is the set of all real matrices of order d with positive determinant.
The homogeneous assumption let the stored energy function depend only
on the deformation gradient, and by use of relation (2.17) between Cauchy
stress tensor and first Piola-Kirchhoff stress tensor, we have

os=J 'PFT = ! ov

S oF (F)FT in O (2.52)

S

From form (2.51) and (2.52) it is clear that the constitutive equations of
hyperelastic materials are derived from the stored energy function. In order
to illustrate U we assume that it satisfies the property of objectivity. This
means that the stored energy function is not changed after a rigid-body
motion such as translation and rotation[®?”). The mathematical statement
of this property is given as

U(F)=V(QF) VYFeM! vQeot (2.53)

where O is the set of all orthogonal matrices of order d with positive de-
terminant. From this formula we can express ¥ as a function of the right
Cauchy-Green tensor Cs = FTF,, and the second Piola-Kirchhoff stress ten-
sor is given by

S, =2 ov (Cy) in Q° (2.54)
aC,

In addition, we restrict the stored energy function by the property of isotropy.
This property gives the physical idea that the response of the isotropic mate-
rial is same in all directions!®?). The corresponding mathematical statement
is

U(F)=¥(FQ") VFeMivQ e 0l (2.55)

And considering ¥ as a function of the right Cauchy-Green tensor, we have

U(C) =¥(QC") VO €St vQ e 0 (2.56)

Here S¢ is the set of all symmetric and positive definite matrices of order d.
Additionally, ¥ can also be expressed as a function of the left Cauchy-Green
tensor B, = F,FT, which is proved with formulas (2.54) and (2.56)%%%.
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As VU is an invariant function under a rotation according to (2.56), it can
be expressed in terms of the principal invariants of Cy or B,. This is a
fundamental theorem for the stored energy function of isotropic hyperelastic
materials, given as follows:

Theorem 2.7.1 (representation theorem for invariants). The stored energy
function U satisfies (2.56) if and only if it satisfies

U(C) = U(L(0), L(C), ... 1,(C)) vCest (2.57)

where I;(C) is the i-th (i=1,2,...,d) principal invariant of the matriz C.
Proof. The proof of this theorem is given in literatures22.
O

From theorem 2.6.1 ¥ can be expressed by the principal invariants of the
Cauchy-Green tensors C or By, which means

v = ‘I]<[1(Cs)7 [2(03)7 ) [d<Cs)) = \Ij(ll(Bs)a IQ(BS>7 ) Id(BS)) (258)

Since Cs and B have the same eigenvalues, they also have the same principal
invariants. So I;(Cs) and I;(Bs) can be denoted by I; for short (i=1,2,...,d),
and the stress tensor can be derived as

/\ d @

Ss = — 2.59
D 259)

If we consider d = 3 in special case, which is also the most important and

widely-used case in continuum mechanics, the principal invariants are defined
as

[1 = t’f’Cs

1
I, = 5[(157«05)2—#03] (2.60)
[3 = d@tcs

Then by applying some theories of tensor analysis??!, we have
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ol
= I

ac,

ol

3c - LI-C, (2.61)

oy .

ac, 1€

and substituting it into (2.59) we obtain

G Y e L1 0 (262)
ol 0l 0l 013

(2.62) is the general form of the second Piola-Kirchhoff stress tensor S, in the
Lagrangian framework, with which we deduce from o, = J;7'F,S,FT that

ov ov ov ov
s =2J =1+ (=~ +1L—)B,— —B? in 2.63
Since a 3 x 3 matrix A has a relation with its principal invariants by the
Cayley-Hamilton equations!®27:

AP — L(A)A? + L,(A)A — I3(A)I =0 (2.64)

Applying (2.64) to (2.63) we can get the general form of the Cauchy stress
tensor o, in the Eulerian framework as

ov ov ov ov
s =2J (loor + I3z )] + =By — [3-—B;'] in 2.65
g s [( 28[2 38]3) ajl 38]2 s ] m s ( )
(2.62) and (2.65) are the constitutive equations we formulate. If the material
is incompressible, they can get even simpler forms. As is mentioned in Section
2.4, the incompressible material keeps the volume constant throughout a
motion and has the incompressibility constraint:

Jo=1 (2.66)

which is equivalent to the one of incompressible flows!?”). Then the stored
energy function is defined as
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V= _ps(Js - 1) + \IJ(FS) (267)

where p, serves as an indeterminate Lagrange multiplier and is identified
as the hydrostatic pressure®. From (2.51) the corresponding first Piola-
Kirchhoff stress tensor has the form

P, = —p, T+ 7 (F,) (2.68)

Similarly the second Piola-Kirchhoff stress tensor and the Cauchy stress ten-
sor are given as

o

Sy = —pCT +2—(C, 2.69

p (9(]8( ) (2.69)
oW .

o —psl+a—Fs(Fs)F (2.70)

For the case of isotropic material and d = 3 we have already pointed out that
the stored energy function W is only dependent on the principal invariants Iy
and I, because I3 = detCy = 1, so

1

where p;/2 serves as an indeterminate Lagrange multiplier. Combining (2.61)
with (2.71) we obtain the form of the second Piola-Kirchhoff stress tensor S,
in the Lagrangian framework as

A

A 9y —1)  _ov

Ss = —Ps ~ +2 PN f,f
P06, o, 2
e A LA P UL NG R OR oY
of,  ‘oi, al,

By using o, = J;7 F,S,FT and (2.64), the form of the Cauchy stress tensor
0, in the Eulerian framework is achieved corresponding to (2.63) and (2.65)
as
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ov ov ov

s = —pl+2(+—+1L-—)B,—2-—B% in 2.73
oV oV

s = —pJ+2—B,—2—B' in O 2.74

7 TR TR (2.74)

Note that ps in (2.73) and (2.74) differ by the term 215(0¥/015).

Based on (2.74), two types of useful hyperelastic materials are considered as
the material of the vessel wall in our model, and the constitutive equations
for them are obtained. These materials are rubber-like materials and behave
similarly like the biological tissue®. One of them is called the incompressible
neo-Hookean material (INH), in which the stored energy function ¥ is only
dependent on the first principal invariant I; '%2% defined as

U= %(11 —3) (2.75)

The coefficient i is called the shear modulus. The other material is called
the incompressible Mooney-Rivlin material (IMR), and its corresponding s-
tored energy function is dependent on the principal invariants I; and I,2%29
defined as

U = Cy(I; — 3) + Cy(I — 3) (2.76)

The coefficients C; and C5 are related to the shear modulus p; and satisfy

q+@:% (2.77)
Normally us, C7 and Cs are all constants. However, the accumulation of foam
cells leads to formation of plaques, which have different mechanical properties
from the healthy vessel wall. From some literatures 2% it is shown that
even though the unique stored energy function is determined in the blood
vessel wall, the coefficients in the function are still different between different
components. Considering the change of mechanical properties of the vessel
wall due to the accumulation of foam cells, we assume that the unique stored
energy function is valid in both the healthy vessel wall and the plaque, but
the coefficients will be changed by the influence of foam cells. Let us be an
example of these coefficients and it has a general form as
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Hs = Hs,d + (/Ls,h - /'Ls,d)f(C:) (278)

which is also used for the shear-rate-dependent viscosity in non-Newtonian
fluid modeling!"3%%°). ;;, ; denotes the shear modulus in the diseased vessel
wall where the plaque is formed with high concentration of foam cells, and
tts,r, denotes the shear modulus in the healthy vessel wall where there are no
foam cells. The function f is a continuous monotonic function dependent on
the concentration of foam cells ¢i. When ¢ = 0, f should satisfies f = 1, and
[s = s - As ch is increasing, f should rapidly decrease to zero limit and
is getting very close to ps4. For this purpose we define f as an exponential
function and (2.78) can be written as

*

Hs = fsd + (MS,h - M&d)e—aocs (2'79)

Here ag > 0 is a constant. Similarly the coefficients C; and C5 also have
forms as

Cl = Cl,d + (Ol,h - CLd)B_alc: (280)
Cy = 027(1 + (OQJL — ng)e—@c;‘ (2.81)

As we have discussed in Section 2.6 that the diffusion coefficient Dy in (2.31)
is also different between the plaque and the healthy vessel wall, it can also
be defined correspondingly as

Dy = D+ (Dsj — Dy g)e™ % (2.82)

and aq, as, az are all positive constants. Substituting (2.75) and (2.76) into
(2.74), we can obtain the constitutive equations of the incompressible neo-
Hookean material and the incompressible Mooney-Rivlin material as

oy = —pod +us(F,FF —1) (INH) in (2.83)
oy = —pd +2C,F,FF —2C,F;TF7Y (IMR) in Q) (2.84)
In our model the stress tensor should only be dependent on the deformation
gradient representing the deformation induced by mechanics, so we replace

F, with F¢ in (2.83) and (2.84) to obtain
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oy = —pod +pu(FFT —1) (INH) in QF (2.85)
o5 = —pd +2C,FCFT —2C,F¢7"FEY (IMR) in Q) (2.86)

(2.85) and (2.86) are the constitutive equations of the vessel wall in our
model, and the deformation gradient I denoting the deformation of the
vessel wall induced by mechanics is derived in (2.50). Combined with the
constitutive equations (2.85) or (2.86), the equations for structural mechanics
of the vessel wall (2.21) is finally obtained.

Remark 2.7.1 (Anisotropic materials). Sometimes the isotropic property
of the material limits the applicability of its corresponding constitutive law.
e.g. the arterial wall is somewhat anisotropic for the presence of fibres made
of collagen, elastin and smooth muscle cells. Its behavior in the direction of
the fibres will be different from the behavior in the direction transversal to
the fibres!®. One example of the models for anisotropic materials is from
Holzapfel et al.264% and this model is for the arterial wall with two families
of fibres. Let M, and M denote the unit vectors in the direction of the fibres
in the reference configuration, and if we let d = 3 there are some additional
invariants defined as

Iy = M- (CMy), Iy = M, - (C2M,)

Iy = M, (C;My), I =M, (CIM) (2.87)
Iy = M; - (CsMy)

Similarly to (2.58), the stored energy function ¥ is dependent on the invari-
ants I, I, ..., Is. In a special case?640 it is defined as

v = \Iliso(jl) + \Ilaniso(jlla IG) (288>

where the isotropic term is from the incompressible neo-Hookean material as

Wiso(h) = (1 = 3) (2.89)

and the anisotropic term is given by

kl k _1)2
‘Ijaniso Iy, Is) = —— (1= _ 1 2.90

(11, 1s) ks i§6(6 ) (2.90)

Similarly to the derivation of (2.83) and (2.84), the corresponding constitu-
tive equations of this model can be derived by combining (2.89), (2.90) and

(2.59).
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2.8 Final model

Before formulating the whole system of our model, the appropriate initial
and boundary conditions of these partial differential equations should be
discussed. The most important and complicated ones are the boundary con-
ditions on the interface I'} U T'% of the computational domain in Figure 2.1,
which is moving due to plaque growth and the fluid-structure interaction.
Some quantities in the domain Q% and 2 have relations and need some
transmission conditions on this interface. For the velocity vy, vs, and the
stress tensor oy, 05, the continuity of velocity and the balance of force are
given on the interface, such as

vp=vs, 0op-ny+ os-ng = 0, on I i=12 (2.91)

Here ny and n, are the unit outer normal vectors of the interface I'y UT with
respect to Q’} and QY. These conditions are widely used in the fluid-structure
interaction problem [12:16:18:32:38:4553,78] iy plving that on the interface the ve-
locity of the blood flow and the vessel wall must coincide, and the total

traction should vanish.

Concerning the penetration of monocytes from the blood flow into the ves-
sel wall, we also need the transmission conditions of the concentration of
monocytes ¢y and c¢,, which are given as

DiVecp-ny+ DVes-ng = 0, on T i=1,2 (2.92)
DyVep-np+C(cyp—cs) = 0, on T i=1,2 (2.93)

Here D¢Vcy - ny and DV, - ng denote the flux of monocytes in Q} and Q.
These conditions imply that the outflux of the monocytes from the blood
flow equals the influx of the monocytes into the vessel wall, and this flux is
related to the difference of the concentration across the interface!*®). The co-
efficient ( is a positive constant and a measure of the vessel wall permeability
for the monocytes. So it is clear that ¢ = 0 on the interface of the healthy
vessel wall T'%.

Most of the other boundary conditions are given as Dirichlet boundary con-
ditions, e.g.

cp=cf, on Ty (2.94)
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or Neumann boundary conditions, e.g.

Verp-np=0, on I'fya (2.95)

Additionally, on the outlet boundary I'f 5., we impose the do nothing bound-
ary conditions:

prvNVug -ng —pmy =0, on D'y (2.96)

After obtaining the initial and boundary conditions of all the equations, we

can formulate the whole system of our model. The main equations in the
fluid domain {J Qf x {t} are

0<t<T
ov
pfa—tf + proy va — pfl/AUf + fo = pffjg
divey = 0 (2.97)
0
ﬁ‘i‘Uf'VCf—DfACf =0

ot

including the Navier-Stokes equations (2.10) for fluid dynamics of the blood
flow and the convection-diffusion equation (2.30) for the motion of mono-
cytes. In (2.97) the velocity vy, the pressure py and the concentration of
monocytes c; are the variables of the equations. We can also obtain the

main equations in the solid domain |J € x {t} as
0<t<T

38/;3 + div(psvs) = f?
ps% + psvs - Vug = psff + divo
8(;;3 +v,-Vugs = v,
dgs g
d dvs,-Vg, = =g, 2.98
g T dvsVyg . (2.98)
Jcs . .
8Ct + div(csvs) — div(DgVes) = —fr

*

(965 . * _ r
5 + div(civs) = f:
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with the equations (2.13) and (2.14) for structural mechanics of the vessel
wall, the equation (2.49) for the metric of growth and the equations (2,31)
and (2.32) for the motion of monocytes and the accumulation of foam cells.
The variables of equations (2.98) are the density ps, the velocity vg, the
displacement u,, the metric of growth g,, the concentration of monocytes c;
and the concentration of foam cells ¢f. From (2.33), (2.34), (2.50) (2.85) and
(2.86), the growth function f9, the reaction function f! and the stress tensor
O¢ are given as

fio=fl fi = e i
{ —pal + p(FSFST = 1) (INH)

in O (2.99
Cpo + 20 FeFT — 20, Fe-TFe=L (IMR) - (299)

Og =

1
F¢ = F,G;'' = —F, in

S
S

With the corresponding initial and boundary conditions of equations (2.97)
and (2.98) obtained as

Uf‘t:o = U?c, Cf|t:(] = C(} in Q(}
vy = v?, cr = c? on Iy
vy = 0, VCf Ty = 0 on Ff,wall (2100)
prVUf Ny —pfny = 0, VCf Ny = 0 on Ff,out
ps|t:0 - pg) gs|t:0 1 in Q(S)
Uslimo = 0, Ugli=o = 0 in QS
Coli=o = 0, Cilizo = 0 in O (2.101)
vs = 0, us = 0 on Fs,z’nUFs,wallUl_‘s,out
Ves - ng 0 on Fs,in U I‘s,wall U 1—‘s,out

and especially the transmission conditions on the interface |J Tt x{t}(i =
0<t<T
1,2) obtained as

Vp = Vs, OpcNp + 05Ny =
DiNecy-ng+ DVeg-ng, = 0 (2.102)
Dfch-nf—i—C(cf—cs) =0
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our mathematical model is finally derived to describe the formation and evo-
lution of plaques in blood vessels. Here the initial conditions of the quantities
in Q¥ implies the fact that in the healthy blood vessel wall there are no mono-
cytes and foam cells, so the plaque is not formed and there is no growth of the
vessel wall. Correspondingly if we want to consider the chemical reactions
and structural mechanics of the vessel wall in the reference configuration,
equations (2.98) can be rewritten in the solid domain Q2 x [0,7] in the La-
grangian framework as

o . -
A, Js As - Js éq
a( Ps) I
C 0y s s e
Jsps 81; - JSpstb + div(Js05 T)
iy _
o ¢
07 9.
= L4, 2.103
5 5 ( )
2( je) = div(J,ETN - DETTNG) — o
ot
o . -
i JSA* — Js T
6,t( c:) I

from equations (2.21), (2.36), (2.37) and (2.48). Here the equations for struc-
tural mechanics are written as a set of first-order equations in time instead of
(2.22), so that they are in the context of fluid-structure interaction with the
Navier-Stokes equations in (2.97)P3. If we only consider the incompressible
material as the material of the vessel wall, the incompressibility constraint
is obtained as

J¢=1 in QY

Since J; = J¢J?, and J? = g%, the conservation equation of mass (2.16) can

be written as

0, - 0

~

_jsAs = —(J¢ s) — &, AdAs :AdAg
(Jsps) 815( 9ps) at(gsp) g5

Combining the upper formula with the equation (2.48) for the metric of
growth, we have
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Ips
Opt =0 in

So in this case, the density of the vessel wall p, is independent on time and
can be considered as a constant coefficient. The equations (2.103) in the
solid domain Q2 x [0, 7] can be simplified as

~ 00, A ~a A
Jsﬁsa_i — e]s,osf;) + dl'U(JSO'SFS T)
D .
= ’l]s
ot
93 o
d—>= = == 2.104
ot 5.7 (2.104)
0 ~ A oA N N A A
§< Sés) - div(‘]SFsil 'DSF;TV&S) — Js ;
d, - Ao
R JSA* — Js T
at( CS) S

Based on equations (2.97) and (2.104), numerical simulations are performed
in the next step to show the evolution of plaque formation. The fluid dynam-
ics of the blood flow, the structural mechanics of the incompressible vessel
wall and the motion of monocytes and foam cells all contribute to these
processes.

Remark 2.8.1 (Non-dimensional form of the model). To investigate our
model not involving units with physical meaning, we derive the non-dimensional
forms of equations (2.97) and (2.104). We let ¢,,, be a characteristic con-
centration and p,,, be a characteristic density. Take t,,, as characteristic
time and L as characteristic length, set T := z/L, t := t/t,on, and we can
normalize all the variables in (2.97) and (2.104) as follows:

_ Uftnon _ Pf _ pftion _ Cr = ﬁs = @stnon
/U e — ) p = Y p = 75 _ Y C = ) u = - ) v =
T L T o T Ppen T e LT L
= 0 = D t2 = ~ = ¢ = c:
ps = Ps , Ds = p; non , gs = gs; Cs = 5 s C: = s (2105)
Pron L Pron Cnon Cnon

Similarly the parameters in the equations can also be normalized as

95



CHAPTER 2. MATHEMATICAL MODEL

L2 fb L2 _ o (t _ fi 2 -
Re = 7 b f ’rwn’ Pe, — non s = Hslpon
vt T P T D T T Iy,
_ ) 2
= t A L YCnon =
fsb: 2 non’ Pes: ~ , Y= 5 ﬁzﬁtnom
L Dstnon Pron

Here Re and Pe are Reynolds number and Peclet number.

Replacing the

variables and parameters with the normalized ones in equations (2.97) and
(2.104), and removing the characteristic quantities t,on, L, Pron and Chon, We
obtain the non-dimensional form of our model without the tilde symbol as

Pf—m é)t +,0fvf Vog = pyRe™ Dvp + Vpy = Pff?
divvy = 0 in Q}/L(2.107)
Jcy
5t + vy - ch—Pef Acy = 0
~ 004 T
Jsps 5% = Jspsfo + div(Jo,F )
diy,
ot
9§ fg
d—= = 2 n QV/L (2.1
8t pASgS m s/ ( 08)
O i) = Al Bt Pe, FTVE) ~ g
d . - r
8t(J ) - JS S

Here Q% /L and QJ/L denote the fluid and solid domains with normalized
length. All the variables and parameters in the non-dimensional form (2.107)
and (2.108) have no physical units. By choosing different characteristic quan-
tities, certain variables or parameters can be measured relatively to some ap-
propriate units, and the problem can be simplified in numerical simulations.
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Chapter 3

Variational Formulation

To compute the numerical solutions of our model, the variational formula-
tions of the whole system in both the fluid and solid domains are derived
separately from equations (2.97) and (2.104) in Section 3.1. However, they
are given in different frameworks, making a common solution approach chal-
lenging 23787 So a new framework is introduced in Section 3.2, and the
variational formulations are transformed to the same framework. Further-
more, the priori energy estimate and other theoretical results are discussed
in Section 3.3, and some open questions are also stated.

Typically, the variational form in the fluid domain (blood flow) is formulated
in the Eulerian framework, and the form in the solid domain (vessel wall) is
given in the Lagrangian framework. Additionally, the interface between two
subdomains moves because of the deformation of the solid domain. So for
numerical simulations we need different meshes for both subdomains, and
the meshes are also different for each time step due to the moving of the
interface. The clue to treat this problem is to formulate the whole system
in a common framework, in which both subdomains are fixed. We construct
the widely-used arbitrary Lagrangian-Eulerian (ALE) framework so that the
variational formulation of our model is transformed to the corresponding
ALE formulation, and all the equations are rewritten in the fixed domain in
the ALE framework. Another difference of the ALE formulation from the
general one is that the displacement is defined in the whole domain. Its
extension to the fluid domain is used to define the ALE mapping and has
different forms by using different mesh motion techniques!6:537879,
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CHAPTER 3. VARIATIONAL FORMULATION

3.1 General variational formulation

Before deriving the variational formulation, we first introduce some basic
notation of the usual function spaces!™4. By Q C R? we denote the com-
putational domain we are considering in general, and it has the boundary
I = 9Q. We split this boundary into I' = I'? UT'V, where I'P represents the
part of the boundary with Dirichlet boundary conditions and I'V represents
the part of the boundary with Neumann or the other boundary conditions
(e.g. do nothing boundary conditions). For the domain € and its boundary
[, we indicate by LP(2),1 < p < oo the set of all measurable functions,
defined in 2, and Lebesgue-integrable to the p-th power. LP(£2) is called the
Lebesgue space and is a Banach space with the norm || - ||zr(q). For p = 2,
L?(92) is a Hilbert space, and the functions in L*(Q) or L?(9f2) are equipped
with the inner products and norms as

(6.0) 120 = /Q vz, Nl = (6 )
(0,9) 12090) = /{m oydz, 9]l 2200) 7= (@, D) L2(0)

And without loss of generality, the inner products and norms are written as

((baw)LQ(Q) = ((baw)ﬂa H¢HL2(9) = ”(b“Q
(0, V) r200) = (& V)oq,  |9ll200) = ||@]loa

The Sobolev space W™P(2),m € N, 1 < p < o is defined as a set of functions
in LP(Q2), having weak derivatives of order up to m, which belong to LP(f2).
And we indicate the set of functions in W™?(Q) with zero trace on 02 by
Wy"P(Q). For p =2, H™(Q) := W™?(Q) is a Hilbert space with the norm
| - lgm(q). Specifically, for the functions in H'(2) with zero trace only on
I'P C 09, and the functions in L?(Q2) with a constant difference, we introduce
the following function spaces:

Hy(uTP) = {p€ H(Q): ¢=00nT"}
Li(Q) = {9 € L*(Q): (¢,1)a =0}

Finally, for the time dependent functions, we define the Lebesgue and Sobolev
spaces involving time, in which the functions map time into Banach spaces 4.
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3.1. GENERAL VARIATIONAL FORMULATION

One example of these spaces is L?[I; X], where I = [0,T] denotes the time
interval and X denotes a real Banach space with the norm || - ||x. It has the
norm as

T
1/2
16l e = ( / l)12dt)

Based on the function spaces defined above, the variational formulations of
our model are obtained from the equations and the initial-boundary condi-
tions derived in Chapter 2. We multiply equations (2.97) with some test
functions and take the integrals in %, and the weak formulation of the e-
quations in the fluid domain is derived as follows:

Problem 3.1.1 (Variational formulation of the equations in the fluid do-
main). In Y%, find vy € v?—i—LZ[I; Vil pr € LA[I; L?], and cy € C?—l—LQ[I; Vil
such that vsli—o = v}, cfli—o = ¢}, and

av v v v
(Pf(a_tf + vy - Voy), I/Jf)Q? + (o7, V’@Z}f)Q; - (Pff}), ¢f)9}
+<9}nt>¢;}v>rgurg - <9?Ut, Vo = 0 VY5 VY
(divvf,@b?)git = 0 wiell (31
dc . .
(8—Z + g Vep, oy + (DpVer, Vi)
+(g5 Yf)reury = 0 VY5 € Vf

with the stress tensor

o= —psl + psv(Vuy + V’U?) in (3.2)
the boundary terms

g}"t =o0,-n, on IMUTY
g;’c“t = pnyv? ‘ngon Tjow (3.3)
95 =C(cf —cs) on TTUTY

and the function spaces

Vi o= Hy(QTin Ul pwan)?, L := LP(9))
Vi = Hy (T pin) (3.4)
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Here the boundary terms g3* , g t and g} are obtained from boundary condi-
tions (2.100) and (2.102). vy and ¢ are suitable extensions of the Dirichlet
boundary data of vy and ¢;. If I'P 8Qt for the velocity vy, which implies
that the Dirichlet boundary conditions of vy are given on the whole boundary
of 2%, the pressure p; and the test function ¢} should belong to the function
space L0 = L%(Q?)[%;%}. In Problem 3.1.1, TP = T'j;, U T au for vy, so
py and 1/1? still belong to L? defined in (3.4). For the existence of the time
derivative of some variables in variational formulation (3.1), these variables
have more regularities as

6(: f
ot

Here the spaces (V{)* and (V§)* denote the dual spaces of V¢ and V§. To
derive the weak formulation of the equations in the solid domain, we multiply
equations (2.104) in the Lagrangian framework with test functions and take
the integrals in QY. Since the Dirichlet boundary values of v, and u, are both
equal to zero in (2.101), the extensions of their Dirichlet boundary data are
also zero.

Wb e I py), S e LI (V)]

Problem 3.1.2 (Variational formulation of the equations in the solid do-
main). In Q°, find 0, € L2[I;LY], 4, € L2[I;VY], p, € L2[I;L*], §, €
L2[I; 1Y), és € L2[I; VE], and ¢ € L*[I; L¢], such that dy)—o = 0, Gs|—o = 0,
gslt:() = 1, és|t:0 = O, é:|t:0 = O, G/ﬂd

D0, T 7~ =T 7,0
a 7¢ )QO + (JSO_SF T V%)Qg

—(Jepsfo 0000 + (30 W pourg = 0 VL €V

(Jops

(e — b dthy = 0 wire L
(Je= 1oy = 0 W el
(5.2 9)eg — (230D = 0 Wi ey (35)
(o (o) 0oy + (DL E T8, E Ty
+(Jo STy + (05 Prorg = 0 Ve VS
(2 (). 50 — (ufr e = 0 Wi € L

with the stress tensor
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3.1. GENERAL VARIATIONAL FORMULATION

—pod + i (FCFT — T INH
T L S S P IR
—psl + 2C1FEFET — 2C, F~TFe1 (IMR)
. A 1 .
Fe = G = —F, in QY
Js
the growth and reaction functions
foo=afis Ji=pe in Q) (3.7)
the boundary terms
gi"t:jf(&fFf_T-Nf on F?UFg
§¢=C(és — ¢p)JJFTT- N, on TOUTY (3.8)

and the function spaces

‘A/sv = ‘Zu = Hé (an Fs,in U Fs,wall U Fs,out)d7 IA/: = [A/g = LQ(QS)d
LP=19=L%:=L%Q), V&=H () (3.9)

The boundary terms ¢ and ¢ are transformed to the Lagrangian framework
by using transformation formulas (2.24) and (2.25). Similarly, if T” = 9Q°
for the velocity 05, the pressure p, and the test function 2[15 should belong to
the function space L? := L2(€Q9). And the variables with time derivatives in

variational formulation (3.5) have more regularities as

6@5 21 7. /TrU % aés 277, (Yre\*

o e L°[I; (V)] 5 € L°[I; (Vy)]
Ji 2r7. 712/00\d ags 86: 217. 172700
5 S LI, 555 € LI LA)]

Additionally, the coefficients ﬁs, fLs, Cy and C, are expressed in the La-
grangian framework and written as

D, = Dyg+ (Dsj, — Dy q)e™ %

fis = pusa + (ftsn — pisa)e "%
Cy = Cra+ (Crp — Crg)e
C, = Coq+ (Cop — Oy q)e 2%
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Coupling (3.1) and (3.5) with transmission conditions (2.102), we can get a
first version of the variational formulation of the whole system in both the
fluid and solid domains.

Problem 3.1.3 (Variational formulation of the whole system). Find vy €
vp +g;2[1;v;], Py GALQ[[;LZJZ], ey € cf +L2[I;Vﬁ, b, € L*[I;LY), iy €
L2[I; VY], ps € L2[I; LP], g, € L?[I; LY], ¢, € L*[I; VY], and ¢ € L?[I; L],
such that (3.1), (3.5) and (2.102) are fulfilled for all the suitable test func-
tions defined in Problem 3.1.1 and Problem 3.1.2, and the relevant initial
conditions are also satisfied.

To solve problem 3.1.3 by numerical simulations, there are some difficul-
ties®3. First, variational form (3.1) is formulated in the Eulerian framework,
and form (3.5) is formulated in the Lagrangian framework. The domain Q’}
is moving, while QY is fixed. So for numerical simulations we need different
meshes for both subdomains. Second, transmission conditions (2.102) are
formulated on a common interface. But since the variational formulations in
different domains are in different frameworks, the boundary terms are not
on a common interface either. So we need to express both conditions in one
framework, e.g. the continuity of velocity written as

05(X) = 04(X) =vp(X +4,) on T{UTLY

However, the point x = X + 4, may not be a mesh point in the fluid domain,
so the transmission conditions can not be fulfilled exactly. For the balance of
force we also need to transform the tensors to the same framework by using
Piola transformation formula (2.19). Finally, as the interface between two
subdomains is moving because of the deformation of the solid domain, the
domain partitioning is also changing in each time step ¢, — t,,1 when we
use finite difference schemes for temporal discretization in the next chapter.
We thus need different meshes at the beginning and the end of each time step.

The clue to treat this problem is to formulate the whole system in a common
framework, in which both subdomains are fixed. In the following section
we introduce the arbitrary Lagrangian-Eulerian (ALE) framework for the e-
quations in the fluid domain, so that variational formulation (3.1) will be
transformed to the corresponding ALE formulation. This new form is ex-
pressed on the fixed domain Qf which matches the solid domain QJ for all
time steps.
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3.2 Variational formulation in the ALE frame-
work

3.2.1 ALE formulation in the fluid domain

The main problem of the numerical difficulties listed above is the moving
domain Q’}, so the ideal situation to solve this problem is to formulate Prob-
lem 3.1.1 in a fixed domain QS{, and a mapping between Q?e and the moving
domain Q? needs to be given. This mapping can not be the deformation
defined in Section 2.3 for kinematics of continuum media, because the inlet
I'tin and the outlet I'f,,; can not be kept at the same spatial location under
this mapping[*!. We only wish to consider the fluid domain in the area of
interest, following the movement of the wall interface, not to follow the evo-
lution of the blood particles as the circulate along the whole cardiovascular
system[*4. We thus construct the widely-used arbitrary Lagrangian-Eulerian
(ALE) framework, in which the fluid domain QY is arbitrary, and the solid
domain Y is in the Lagrangian framework. The corresponding mapping is
called the arbitrary Lagrangian-Eulerian (ALE) mapping.

The ALE mapping A(X,t) is defined similarly as the deformation for kine-
matics in Section 2.3:

A~

A:QoxT—=Q, (X, t)—z=AX1)

We also assume that A is a smooth one-to-one mapping with respect to X
in the so-called ALE reference configuration €2y and is differentiable almost
everywhere with respect to ¢ in the time interval /. In the solid domain 02,
A is formulated in the same way as the deformation for kinematics, so the
displacement 4 has the relation with A as

(X ) =AX, t) - X, XeQltel

In the fluid domain Q(}, we also define the displacement variable as

(X, )= AX,t) - X, XeQltel

This artificial variable has no physical meaning and is not the displacement
of the material particle anymore. Similarly the gradient of the ALE mapping
and its determinant in Q?c are also defined as
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Ff:@./zl:[—i‘@ﬂf, jf:detﬁ’f

In a similar way as Section 2.3, for any function ¢(z,t) defined in Q’} we have
its definition in Q} as

~ ~

o(X,t) = p(A(X,1),1), XeQhtel

Additionally, the time derivative of the ALE mapping is

dA diy
—(X,t)=—=L(X,t), Xeltel

5 (K1) =5 (X 1)

which is not equal to the velocity 97 in general, because this variable iy is
not a displacement in the sense that it fits to the velocity any more.

Based on the ALE mapping we can transform variational formulation (3.1)
to a new one in the ALE framework, which is called the ALE formulation.
For the derivation, the transformation formulas of the time derivative ” %”
and the spatial gradient ”V” are given in the following lemma:

Lemma 3.2.1 (Derivatives of the ALE mapping). A is the ALE mapping.
Let ¢ = ¢(x,t) : Q? x I — R be a differentiable scalar function and @ =
oz, t) : Q’} x I — R? a differentiable vector function with respect to both

variables = and t. ¢(X,t) = ¢p(A(X, ), 1) and $(X,t) = o(A(X,t),t). Then

0 09 . 0y -
i R

A A A

Vo = F;TV¢
Vo = VgIy!
0V = F7'¢-Vo

Proof. Since A is a homeomorphism, it has the inverse mapping as A-! (x,t) =
X. For the time derivative 2¢(z,t) we get with the chain rule that

o~ . o6 A ..
St = SHA w00 = s s (314)

9 _ 0
ot Ot

64



3.2. VARIATIONAL FORMULATION IN THE ALE FRAMEWORK

For the inverse of the ALE mapping it holds by differentiating

A 0 OA . OA
Ao A7 = id = 0= S A(A™ @,1),1) = T2 + VAT
A . 0A ., Ol
e T VA T G

Combining (3.14) and (3.15), we derive the first formula (3.10). The second
formula (3.11) is proved in the same way as the proof of (2.35) in Lemma
2.6.1, and (3.12) follows by applying (3.11) to the components of ¢ and by
noting that Vi is given by the row-vector V! (i=1,2,...,d). For the last
formula (3.13) we get

d d d

3gz5 aqs X 00 -,
- Vo= 901 soz %—(F )ji

d

Now the ALE formulation of the equations in the fixed domain Q(} can be
derived. Considering the divergence term, we use transformation formulas

(2.2) and (3.11) to get

(divvﬁiﬂ?)fz; = /divvf?ﬁ?dx :/ Uf¢§'nfda—/ vy - Viide
Q’Ji 89; Q’}
- / oyt I T NpdA / oy BTG X
89(} Q(Jl
= / JeF Yot - NydA — / JpF oy - VihdX
BQ‘} Q(}

_ div(J; F- Y0 0hdX = (div(J Flop), 07
/QO w(JpFy 0p )% (div(JpF; Uf),wf)gg

The time derivative terms and the convection terms are transformed by using
(2.1), (3.10) and (3.13) and we get
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vy, 0vy sooa 0y o s
(ps atfvwf)fl} = (Jrpr—5t 8t Mﬂf) — (Jyps 1a—f'VUf Vi)ag
80 30 - Af 8

(pfvf'vvﬁwf)ﬂ} = (JiprFy Uf'Vﬁfa@/)?)ag
(v - Vep¥f)ar = (JpF7 g - Vég, 9f)ag

The body force term is easily transformed as

(ps ey = (Jrpsff 0f)en

Finally by using (3.11) and (3.12) the viscous term and the diffusion term
are transformed as

(Uf,Vw;)Qi, = (jf&faﬁfﬁﬁﬁffl)ﬂ‘} = (jf‘%fFJ:T’@w;)QO
(DyVer, Voo, = (JrDpE; Ve, FrTV )

where the stress tensor o is written as

Gr=—ppl + ppv (Vo + FIVOT)

Then the complete ALE formulation in Q‘} is obtained in the following prob-
lem:

Problem 3.2.1 (ALE formulation of the equations in the fixed fluid domain).
In QY find vy E P+ LI Vf] pr € L*[I; Lp], and ¢y € ¢§ 4 L?[I; Vf] such
that f|—o = 09, cf\t o= ¢, and

AAa@ T [ R v T A~ - = v
(Jfﬂfa—f,@bf)szgﬂL(JfﬂfF 1(Uf— ) Vordp)as + (o Frt Viay
—(Trbsff e + (97" wf>roUro—<g;“f,¢;>rf,m = 0 VjeVy

(div(J,E} 0), )y = 0 VY € L5(3.16)
.08y - o Dy
(Jfga@bf)Q(}"—(JfFf (0 _8_) Vey, 1/)f)Qo
H(JyDE; Vs BN 0y + 485 )rury = 0 Vi € Vf
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with the stress tensor

op = —psl + ppv(VopFt + FTVoT) in QY (3.17)

the boundary terms

gt =J6 BTN, on TYUTY
Q?Ut == jfﬁfVFf_T@fJ?Ff_T . Nf on Ff,out (318)
95 =C(er — e)Jp | F7T Nyl on TOUTY

and the function spaces

VP = Hy (% T i UT pwan)®, LY = L*(Q))

vfc = Hy (3T 1) (3.19)

The boundary terms gjf"t, QJ‘Z“t and g§ are transformed to the ALE framework
by using transformation formulas (2.24), (2.25) and (3.12), and the variables
with time derivatives in variational formulation (3.16) have more regularities
as

Since the ALE formulation in QY is in the Lagrangian framework, it is same
as variational formulation (3.5). If we couple (3.5) with (3.16) as the varia-
tional formulation of the whole system, they are both formulated in the ALE
framework. Both the fluid domain Q} and the solid one 2 are fixed, and the
interface TY UTY does not move anymore. So transmission conditions (2.102)
are on a common interface, formulated as

by = b5, JpopFyT Ny + JoFTT N, = 0
JiDyFINe e Ny + J DIV ETT N, = 00 (3.20)
JiDyFINe T Ny + (g — &) Jo | BT - Ny = 0

In general, the function spaces of the variables in Problem 3.2.1 are not given
as (3.19) but should be defined as
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VP = (1) 1 Q% = RYop( 1) = vp 0 A( 1), vp € VPt €T}
LZ;“ = {ﬁf(7t> : Q? - Rdlﬁf(vt) = Dy OA('at)apf < Ll}vt S ]}
Vi = {ep(t) 1 QF 5 RYes (-, t) = cpo A(t),cp € Vit €T}

To let (3.19) be admissible we need more conditions for the regularity of the
ALE mapping!™, which address the following problem:

Problem 3.2.2 (Conditions for the regularity of the ALE mapping). The
ALE mapping A needs sufficient conditions so that ¢ € H'(Qy) if and only
if¢=¢oAe H ().

Classical results of function spaces indicate that a sufficient condition of
Problem 3.2.2 is that

AeClQ,), A'ecH Q)

and

F=VAecL®), F'=VA'eL®)

In fact, this requirement is too restrictive and the ALE mapping is not nec-
essarily in C'(€)g), because a finite element space discretization is used to
reconstruct the ALE mapping!'%39. So it is possible to relax the above re-
quirements by the following lemmas:

Lemma 3.2.2 (Spatial regularity of the ALE mappmg) Let )y be a bounded
domain with Lipschitz continuous boundary and let A be invertible in Qg and
satisfy the following conditions for each t € I:

o () is bounded and 0S); is Lipschitz continuous.
o Ac Wt (Qy) and A~ € Wh>(1,)

Then ¢ € H(SY) if and only if ¢ = ¢ o A € H Q). Moreover, the norm
| e (00) s equivalent to || - || g1(,)-

Proof. The proof of this lemma is given in literatures%39. O
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Lemma 3.2.3 (Temporal regularity of the ALE mapping). Let us assume
that A(X,t) € HY;Wh=(Q)]. If ¢ € HYI; H'(Q)], then ¢ = po A7t €
H[I; HY(Q)] and the ALE time-derivative of ¢ has the reqularity result as

0 0
E'“‘@ = a—f +w- Vo € L*I; H(Q)]

with the domain velocity defined as w(x,t) = w(A Y (x,t),t) and

o
w(X,t) = %(X,t), XeQtel
Proof. The proof of this lemma is given in literatures 193, O

Here we simply assume that the required regularity of the ALE mapping in
the above two lemmas are given, and then the definition of function spaces
in (3.19) is admissible for the ALE formulation (3.16).

3.2.2 Construction of the ALE mapping

In this section, we focus our attention on the construction of the ALE map-

ping in the fluid domain Q9%, which is obtained in terms of the displacement

variable 4, and should have the following properties!®3:

1. The mapping A must be bijective and has the inverse mapping AL

2. The displacement of the fluid domain should follow the motion of the
interface, which means the transmission condition

iy =15, on TIYUTY

3. The transformation should be orientation preserving, which means the
determinant of the deformation gradient

jf = deth >0
or most preferable J o~ 1

In the fluid domain Q(}, the construction of the ALE mapping is arbitrary
and it is described by means of an artificial partial differential equation to
be solved:
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L(G;)=0inQ}, dy=ta,0onTIULY, 4y =00ndQ/(IYULY) (3.21)

From this equation we produce a smooth evolution of the fluid mesh, and the
ALE mapping is given as a new variable in the whole system. The differential
operator £ should be defined in such a way that the solution 4y is as smooth
as possible. In the following, we will discuss three possible partial differential
equations with the style of (3.21).

The harmonic model

The first simple model is to consider the Laplace equation to get a harmonic
extension of U, to iy in the fluid domain. The general formulation is written
as

div(a,Vag) =0 in QY a;=a, on TYUTY,
Gy =0 on 09}/(T{ULY) (3.22)

Here the extension parameter «, is chosen in such a way that a good flu-
id mesh quality is guaranteed. In our model, the interface is under a large
deformation because of plaque formation and growth, so the fluid mesh n-
ear I UTY is easy to get broken if the deformation is at a critical value.
One simple way to solve this problem is to divide the parameter «,, by the
determinant of the ALE mapping[%6%72 then the parameter is given as

oy = al/J; (3.23)

This choice will avoid the mesh distortion in the vicinity of 'Y UT9, because
Jr — 0 near T9 UTY if the deformation increases for plaque growth. With
the definition (3.23) of the parameter, a,, > 0 near I'Y UTY, so the quality of
the fluid mesh is maintained.

Specifically, we assume that the computational domain Figure 2.1 is in two-
dimensional space. The inlet and outlet boundaries I'f;,, and 't is assumed
to be parallel to the y-axis, and the boundary I'f 4 is assumed to be parallel
to the x-axis. We write the components of 4s in x- and y-directions as
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Then the boundary conditions for equations (3.22) can also be given as

W =val Ny =0 on Ty UT e

W =val Ny=0 on Ty (3.24)
which implies that the mesh is left free to move in the tangential direction
of the boundary 9Q%/(T UTY). This effect can reduce mesh cell distor-

tion because only the component of i in the perpendicular direction of the
boundary is constrained to zero (™).

The biharmonic model

Another model for large deformation is to use the biharmonic equation, in
which an artificial parameter a,, is also used to control the mesh motion as
before. This equation is written as

iy =—Ad; and —a,Afj;=0 in Qf

—a,Afjy =0 in Q° (3.25)

with the boundary conditions
iy =n;=0 on 0Q}/(TJUTY) (3.26)
Gy =15 and fy =7, on TIUTLY (3.27)

Similarly, if we consider the same case as boundary conditions (3.24), equa-
tions (3.25) can also have the boundary condition as

i) =Vl - Ny = 0and if” = Vi’ - Ny =0 on Ty UT 0u
i) = Vi) Ny =0and i) = Vi Ny =0 on Tyum  (3.28)

Additionally, the biharmonic model does not require a careful choice of the
parameter «,, so we simply choose a small constant «, > 0 as the parame-
ter!8),
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The linear elastic model

The third model to define the ALE mapping is the linear elastic equation,
based on the conservation equations of momentum in a steady state. The
equations and boundary conditions are written as

div(Gmesn) =0 in Q% Gy =a, on TIUTY,

iy =0 on 090/(TTUTY) (3.29)

where 0,05, is formally equivalent to the constitutive equations of STVK
material "8 given by

Omesh := ax(tré)] + 2a,,€ (3.30)

The parameters ay and «, are determined by the Poisson ratio and the Young
modulus in elastic materials!®™™, and the tensor ¢ = 1(Viy + Val) is the
linearized version of the strain tensor. To preserve the fluid mesh quality
under a large deformation, the elastic coefficients can also be divided by the
determinant of the ALE mapping[®%%72 . And a negative Poisson ration is
used, such that compression to the fluid mesh will lead to compression in the

perpendicular direction, which is also a useful property for the evolution of
the fluid mesh 5378,

3.2.3 Final ALE formulation

In this section we can finally state the variational formulation of the whole
system in the ALE framework. Typically, the variational form in the solid
domain is formulated in the Lagrangian framework, and the form in the fluid
domain is formulated in the ALE framework. All the equations of the whole
system are rewritten in the fixed domain Qf or Qf with the fixed interface
IYUTY. As we introduce in the last section, there are different forms for the
definition of the displacement @y, which obtains the construction of the ALE
mapping. Here we consider harmonic extension from (3.22) and (3.23), and
obtain its variational formulation as

(@ Viig, Vii)on = 0 Vi € Vi = Hy(Q))" (3.31)

For the definition of the velocity, displacement and pressure, we search for
the variables v, @ and p, such that their local quantities satisfy
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~

ur, a|Qg - a87 ﬁ|Q(} :ﬁf7 ﬁ|Qg :]58

=
2

=)

I

@|Qr} =0f, Olgo = 0,

The continuity conditions 9; = 95 and @iy = @5 on I'{ UT') should be included
in the definition of the function spaces of v and 4. However the definition
of ¥ is not well-posed, as 0, € L?[I; ﬁg] does not have a regular A 2 trace as
vy € 0P + L?[1; V;’] has on TYUTYB%5%] To guarantee the required regularity
we need to add a damping term®%78! and in the following we assume that
b, € L*[I;V?]. Then the velocity © € 9P + L*[I; V*] can be constructed, and
VY .= H} (Q% U Q%005 /T foue)?. Similarly the test functions 1[); € VJZ’ and

@/3;’ € VS” can also be coupled as one function ¢¥ € V?, such that

Plos =%, Plag =9t

Considering the harmonic extension for defining @y in (3.31), both 4y € Vf“

and us € ‘A/s“ are given with at least H'-regularity®® and we define the
coupled variable 4 as

ae LALVY, V"= Hy(Q)uQd)

With the definition of 4 we can also construct the ALE mapping A as

AX ) =X +a(X,t), Xehultel (3.32)

and further define its gradient and determinant as

F=VA=1+Va, J=detF

which satisfies

F|Q(}:Ffa F|Qg:Fsa j|Q(f):jf7 j|92:js

For the variable of pressure, p € L?[I; I:p] can be easily defined since py €
LA[I; [Aﬂ;] and p, € L?[I;L?]. Combine variational formulations (3.5) and
(3.16) with harmonic extension form (3.31), we can finally obtain the ALE
formulation of the whole system as follows:
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Problem 3.2.3 (ALE formulation of the whole system). In Q3UQY, find 0 €
P+ L2[I; vf], ae LIV, p € L[ LP), g, € L*[I; 1Y), ¢5 € P+ L2 (1 vf]
¢ € LA VE, and ¢& € L?[I; L], such that 0]09,=0 = 09, Crlimo = &,
0]gos—0 = 0, U|ao =0 = 0, Jsli=o = 1, Es|i=0 = 0, ¢}|s=0 = 0, and

- 00 4, ~on 8u 6. 4 - 00 -,
(praﬂ/) )QO + (JprF (0 - E Vo, * )Q + (Jps—,¢ )a
(Jor B V") o + (Jo ™V )an = (350 )rp

)
~(Jpsf} 0" ) — (Jps Wy = 0 VeV
Joo = 0 VeV

ou AT T Tu
(E — 0,y )0 = 0 Vi e L
(dzv(JF D), zﬂ?) @ = 0 Vi e L}

(JE=1,9P)0 = 0 WP € [P (3.33)
(5.2 9)eg — (230 = 0 g € I
(j%,zﬁ;)gg + (JF (0~ %) : %f,z/};)ﬂg
+(IDETN e, FIV)ag + (35, U5iroury = 0 W5 € Vf
( ), ) a0 + (JDyFTV ey, F7TVY) 00

+(Jf7 0 0g + (95 roury = 0 VgL e VY

(2 (Je) Ve — T 0Ny = 0 W € L

with the stress tensor

QJTQJ

D
~

Gp = —pl+p(VOE + F7IVO") in Q)
—pI + s (FeFeT — T INH

Gy, = PLAR(ECES=0) © o (INH) a0 550
—pl 4+ 20, FeFT — 2C, Fe"TFe=1  (IMR)

A 1 -
F¢ = FG' = —F in Q°
Js

the growth and reaction functions

fo = Afr, fr =B in QO (3.35)
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the boundary terms

g3t = Jpp TN ETT Ny on T ou (3.36)
95 =C(éy —é)J|FT-Ng| on TYUTY (3.37)
§¢=C(ég—¢p)J|FT-Ny| on TYUTY (3.38)

and the function spaces

VU= Hy(QU Q%009 Ty 0w)?,  LP == LAH(QYUQY)
Vs HOG U, Vf = HYO Ty)
Ve=HYQD), LR =129 (3.39)
Ih=Lg=Lg:=12(Q), Ly=L0))"
V= Hy(Q9)

For transmission conditions (2.91) the boundary terms of the stress tensors
of and 0 vanish as

(Jpor By Ny ) roops + (Jo6 Fy T+ Nyt )pourg = 0 VY € V¥ (3.40)

And similarly the variables with time derivatives in variational formulation
(3.33) have more regularities as they have in Problem 3.1.2 and Problem
3.2.1.

Remark 3.2.1 (ALE formulation of the whole system with the biharmonic
mesh model). To maintain the quality of the fluid mesh in a better way, we
can also use biharmonic extension for %y and obtain the ALE formulation of
the whole system with the biharmonic mesh model. An artificial variable 7

is defined by equations (3.25) in Q} and by harmonic extension in €, and
the ALE formulation is
s 00 -, fooag,. 0L o s L 00 -,
(Jpr o ¥")ay + (Jor P~ (0~ o) Vo U )Q(} + (Jhsgr ¥ )

T3y BT G + BT S0 — 5,
—(jﬁff}@”)ng — (Jpsfl ) = 0 W eV
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(@ Vi, Vifas = 0 W} €V}
ot oA
(5 — e =
—(ﬁ,'lp}')QOI+(Vﬂ,V¢?)Q(} =
(e Vi, ViiT)go =
(div(JE~10),47)

Vi € LY
vl eV}
Vgr e Vo
Vit e LY

o o o O

QO
f
(Je— 1) = 0 W? e [P (341)

~ aAs N fa~ 7 N 7
(A7 ey — (fLe 0oy = 0 Vi € I
06 - B o o
(Ja,wf)ﬂg + (JF (0 - E) : ch’wf)gga

(D FIN e, FTIVO a0 + (35, Phrqury = 0 VG € Vf
(9 (Jex) 6oy + (JDLF~"e,, P19 )ay
(I f2 0000 + (35 ey = 0 W€ VY
(S (Je5) oy — (Ifr 00y = 0 Wi € L
with the function space of 7 defined as
V= Hy(Q9)?, V= Hy(2)) (3.42)

Here we highlight the variational formulations of biharmonic extension in
(3.41) to show its difference from (3.33). Numerical simulations will also be
performed with this formulation in the next chapter, and the results show
that the maintenance of fluid mesh quality is much better in biharmonic
extension than in harmonic one.

3.3 Theoretical results

In this section, we investigate the priori energy estimate to get the first step
for approaching the existence of the solution of our model, and state a review
of theoretical results from literatures which is related to our model (2.97) and
(2.104).

Energy estimate of the model

First we write equations (2.97) in Q% in another form as
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ov .
Pfa—tf—i-pfvf -V — divoy = pff;Z
divvg = 0 (3.43)
0
%‘FUf'VCf—DfACf = 0

with the stress tensor

of = —psl + pfu(va + VU}:) (3.44)

Equations (2.104) in QY are not changed and the related functions are written
as

~ A A

o= f I = Be
—pol + i (FCFT — T INH
5 — P s (P ) (INH) (3.45)
—pol + 2C FFeT — 9C, Fe~TEe=t  (IMR)
~ A 1 -~
Fse - ngl = A_Fs
gs

The energy estimate of equations (2.104) and (3.43) can be derived by follow-
ing the energy estimate of general fluid-structure interaction problem coupled
with convection-diffusion equations!'8:32%384878]  Here we set that all the co-
efficients in (3.45) are constant for simplicity. Since the deformation gradient
Jy = JeJ9 = J9 is equal to §¢, the equation for the metric of growth (2.48)
can be written as

aJ,  fo.
= Jf_SJs

ot Ds
which will not be in the energy inequality but will be used in its derivation.
To prove this argument we start with equations (2.104). Multiplying the

conservation equations of momentum with ¢, and integrating over Q°, we
obtain the formulations as

00, .

o Uday = (div(Jso F7T), s)ag = (Jupsfs Ds)ey (3.46)

The first term can be written as

(Jops
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A~ As s a T A
(o ey = 2 [ 52 jupax = —/ J.Jou[2ax

L[ 53 P
— 9N )2dX = = dx — / J d 4
5 [ el 28t/ ofdr— 3 [ fElePar (347

ps
= Gl =g [ sl

and using integration by parts, the second term is treated as

A

—(div(Js6, BT, 05)00 = (Jo0, BT, Vi) — (S0 F T - Ny, 0,)porg(3.48)

where the boundary conditions of 9, in (2.101) is used. To treat the Cauchy
stress tensor term (J O'SF OF Vi,, we use the second Piola-Kirchhoff stress
tensor Sy = F 15 F ¢~T and the Green-Lagrange tensor E, which is defined
as

1
E, = 5(F;T1~j,§ —1)

In the hyperelastic material with the property of objectivity, the stored en-
ergy function ¥ can be expressed by E,%%! and S, has the relation with F,
as

Since

A . 1 A A
Jo 7T = glo et — = @6, e = a1 e s,

s

[9;25]

By applying some theories of tensor analysis , we have
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foal . dels Poe ~ Ol dels Poe 0 &
(JsosF;T) - Vo, = gi i (Fes,) v o STHFES,) E(VUQ
D oF,
— pd=1l/p0e - ~ 1) = ~d—1 Fe s
S ( SSS) at(vu8+ ) gs ( SSS) at
L reas O .. OFe dgs
— pd-1 Fe B AsFe — pd e A s ~d—1 e . S 1e
FUES,) s 2 (60F) = GESS) s S5+ GRS s (R
. F q A A A G f9
= g6, B g s ity = 8, O Bl
Ps

—~ A 4 NG AS Fg
— (div( S(ATSF;T),?AJS)Q(S) = / Sa (Es)dX + / L tr(as)dX
a9

ot ay dps
.. o . J.f9 . .
e N dpeors = o / J(B)dx — / (B ax
e Ot Joo Q0 Ps
jsfsg ~ T~ 11— ~ 0
+ /Qg dﬁs tr(o-s)dX - <J508F5 T NS7US>F?UF8 = a/gt \P<Es)d‘r
fg\I/ E,)d ! d
- = s ¢ s - s " Tlsy Us/TEUTY
[ e+ [ s — (o n ey
and (3.46) is finally written as
ps O o 0 / 20 F 1 2 / I
_—— s t —_ \II ES dX - = g s d - _\Ij ES d
ol + gy [ vEax = o [ s = [ e
9
+ d; tr(og)de = (o - n57/l}s>1"tlul"g + (psfs,vs)gg (3.49)
Qt s

Similarly by multiplying the equation for ¢, with ¢, and integrating over Q°
by parts, we have

0 - A A A A A A o
(a(c]sés%és)Qg + (JstFS_TVémFS_TVés)QU + (Jsﬁémés)ﬂg
= (JDJF"Ve,FTT - Ny, ég)roorg (3.50)
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The first term can also be written like (3.47) as

o . 10 9 10 J f a2
_ 0 = —= dX 9 9+ dX
(at(JsCs)a Cs)QS 2 Ot /Q J + 20t /Qo Ps

Loz fs
2 ot 1 llat 2at

dx (3.51)

For the definition of the diffusion coefficient D, in (2.82), Dy ) < D, < Dy 4.
Then by applying the formulas in Lemma 2.3.1 and Lemma 2.6.1, we obtain
the second term and the boundary term as

(jslj g VCS,F VCS)QO = (stcsa VCs)Qg > DS,hHVCSH?]g

(JD TN EET" - Ny, égyrourg = (DoVey - ng, eodpiory, (3.52)

Summarizing the above formulas and due to transmission conditions (2.102)
we can write (3.50) as

10 1 [ f9
sl + g [ Srde + DulVeld,

+ Bllesllgy, — (Clep —es),esdrury < 0 (3.53)

By multiplying the equation for ¢ with ¢* and integrating over QY by parts,
we can get the similar results as (3.53):

1@ * |12 f

5&“65‘ Q 5 at P ( >2dm - B(Csa 5) =0 (354)

We continue with equations (3.43) by multiplying the Navier-Stokes equa-
tions with vy and the convection-diffusion equation with cy. After integrating
over Q; by parts, we have

Ovy
(Pfg,vf)g; + (vaf-va,vf)Q; + (af,vyf)%

= {0 np v iurior, o T (01ffvp)ay (3.55)
(S e)a, + (vr-Vepepay + (DyVey, Vep)ar
= <vacf'nfacf>1“tlurgu1“fym (3.56)
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Here we get the boundary terms because of boundary conditions (2.100).
With the help of Reynolds transport theorem (2.4), the time derivative terms
of (3.55) and (3.56) are written as

v prd P
(pf—atfwf)sz; = %EHWH?@ - gf/r vf[*v - nyda (3.57)
oy
dc 1d 1
Ghena, = galety, =5 [ lafonda (359)
tut

1 2

Regarding the convection terms, we use integration by parts and get

vr - Vg, vp)ogr = _Pr ve2divosde + 2L vel*vy - nyda
PfUf - VUF, Uf ! ! S
f 2 QS“ 2 F’iUF%UFf,inUFf,out
- ﬁ/ lvg|*vs - npda (3.59)
2 F’iUF%UnyinUFf,out
1 5 . 1 2
(vp-Vepep)ar = —5 | lepldivogde + 5 leg[Fog - nyda
f 2 Qtf 2 LU UL f 5 UT £ ot
1
— _/ lcs[Pvg - nypda (3.60)
2 JTtUrUr i UT f ot

The diffusion and boundary terms of ¢; are easily obtained as

(DyVey, Veray, = Dyl Vel (3.61)

(DyVep-ng,crprtorgor,., = (DfVep-ngepr,,, — (C(ep —cs),ep)reury

Finally we treat the Cauchy stress tensor term with the help of the strain
rate tensor D(vy) defined in Remark 2.4.1. For the symmetry of D(v;) we
have

(05, Vuplar = (=pr divvg)ay + 2ppv(D(vy), Vug)ar
= 2pv(D(vy), D(v))ay = 20| D(vp)lley,  (3.62)

So (3.55) and (3.56) can be written as
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Pr
2 1—‘lf,inUl_‘f,out
= (07 np U T Ur U e T (pff?,vf>g? (3.63)
1d 1
siplerlty + DAVerldy + 5 [ lesPus nsda
Ff,inUFf,out

= (DyVecg-ng,cpr,,, — (Clep—cs)eppreury  (3.64)

+ 2PfVHD(Uf)||m + vg|*vs - nyda

2 o,

Now we define the energy of equations (2.104) and (3.43) as

B() = Slesliy + gllesly + 16, + 5 lorlly + Sllerlly + | W(B)da

s

t
+ [ (DAl Vel + 201D () + Dyl Tes(r) e
Summarizing (3.49), (3.53), (3.54), (3.63) and (3.64), we finally get

f!]
Ps

Qg — 9]0, 2dz — / e + tr(0,)da
dt Qt Qt

s 19
n / Gdr + 5 [ ) + /ancsnm + Clley = eallfsir
Qt Qt

1
+ / lvg|?vs - npda + / lcr]Pvg - nyda (3.65)
2 1—‘f,inUFf,out 2 Ff,inUFf,out

< {0 np, V)0 U0+ (DfNVCr-ng Cp)ry
+ ()Osfsba'US)Qg + (pff?avf)ﬂj, + B(Csvc:)ﬂg

The boundary terms of the stress tensors o5 and oy on the interface vanish
because of the transmission conditions as follows:

(05 - ns,vs)reory + (0 g, vp)reory = 0
If we assume that the reaction coefficient 5 = 0, both the growth function

f9 and the reaction function f! are equal to 0. Then in (3.65) some terms
will vanish and we can simplify it as
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d Pr
GEO + Cler—albug + 2 [ luyPungde
1—‘lfinUFfout

1

+ 5/ lerlPop - npda < (o - ng, v, 0 00, (3.66)
1_‘fz'rLUFfout

+ (DyVeyng,cp)r,,, + (psf2vs)ar + (Pff}’,vf)g;

If we assume that vy and ¢y have homogeneous Dirichlet boundary conditions,
i.e. vy = ¢y = 0 on all outer boundaries, the boundary terms in (3.66) will
be 0, and the energy estimate will hold in the following theorem:

Theorem 3.3.1 (Energy inequality and energy decay property). Let equa-
tions (2.104) and (3.43) have homogeneous Dirichlet boundary conditions
vp = ¢y = 0 on 0Q%/(I'] UTY), and assume the reaction coefficient 3 = 0.
Then the following energy inequality holds:

+ [ Cllertr) = el gorgir
< [k + / el

Further, if f* =0 in Q! and ff = 01n QY, the following energy decay property
15 obtained:

(DIl )dr] et (3.67)

E@) < E(0) - /O Clles(r) = es(7)IEgurgdr (3.68)

Proof. For homogeneous Dirichlet boundary conditions, all the boundary
terms in (3.66) vanish, and by using Young’s inequality we have

d - b o~
ZB®) + Clles = ellbory, < (sfds0)an + (prff o)y

Ps p
< SRR + Sl + E@) (3.69)

By integrating between 0 and t we get

b [ Glertn) el (3.10)
< E(O) + / (7

+ Z1)ir + [ B

83



CHAPTER 3. VARIATIONAL FORMULATION

and by applying Gronwall inequality®®) we obtain the energy inequality
(3.67). If the body forces f° and leZ are equal to 0, the right side of the
formula (3.66) is zero, and the energy decay property (3.68) is easy to be
derived.

]

Compared to the energy estimate of the simplified model (3.66), the energy
estimate of our model (2.97) and (2.104) is not so easy to be derived as in
Theorem 3.3.1. In this case the growth and reaction functions are not zero,
so the whole system will be much more complicated and highly nonlinear.
In the final formula (3.65) there are many noncontrollable terms with the
growth function f9. The positivity and limit of these terms are not identi-
fied, and the energy decay property does not exist without enough artificial
conditions. So theoretically the existence of the solution of the system is still
an open question.

Review of theoretical results

Our model (2.97) and (2.104) is complicated from the theoretical point of
view. However, even if we split the whole system into different problems,
some questions are still in general unanswered. One of the main sub-problems
is the fluid-structure interaction (FSI) problem, which is ubiquitous in na-
ture and has many examples in application 1644455378 Mathematically the
equations for fluid dynamics are described by the Navier-Stokes equations
(or more generalized fluid models, e.g. the non-Newtonian fluid models) and
the equations for structural mechanics are governed by the elastic structure
equations. Both of these equations have theoretical results in different special
conditions *215%7  but the well-posedness is still not known in all configu-
rations. The analysis of FSI problem is even at the beginning and have more
open questions. This system couples parabolic (fluid) and hyperbolic (struc-
ture) equations, and different behavior of these equations induces a lack of
regularity on the interface between the fluid and the structure, which is also
mentioned in Section 3.2.3. The existence and uniqueness of such problem
is proved for a special kind of structural material'”. In addition, the free
boundary problem is also a challenging aspect in the FSI problem, while the
analysis of a free boundary problem for fluid dynamics and species motion
is obtained["™. Another important problem in our model is the convection-
diffusion equation. In a special case if the FSI problem is coupled with the
convection-diffusion equation by the velocity only in one way, it is possible
to prove the well-posedness of convection-diffusion equation under the well-
posedness of FSI problem #7#8747]  However in our model the concentrations
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in convection-diffusion equations are also inserted to the F'SI problem by in-
fluencing the constitutive equations, so their mathematical investigation is
still missing. Finally the growth modeling is also very interesting. The metric
of growth is related to structural mechanics through constitutive equations,
and represents a typical biological situation']. For the complexity of the
problem this model including metric of growth and structural mechanics is
also an open mathematical question. Coupling the above problems together
we see that our model (2.97) and (2.104) is complicatedly coupled and highly
nonlinear, and the mathematical analysis of this model will lead far beyond
the scope of this thesis.
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Chapter 4

Numerical Simulation

Based on the variational formulation derived in Chapter 3, numerical sim-
ulations of our model can be performed. The numerical methods and soft-
ware for our model are introduced in Section 3.1, and in Section 3.2 the
numerical results are obtained in two different computational domains in
two-dimensional space. To introduce the numerical methods we first consid-
er the ALE variational formulation (3.33) or (3.41) in a semi-linear form as
follows:

Ap(U) (= <1>) + Ap(U)(®) = F(®) Vde X (4.1)

ot’
In this abstract form, U € V is the vector of variables and ® is the vec-
tor of test functions. V and X are the correspondmg function spaces.

Ap(U )(%lt], ®) are the terms with time derivative and F(®) are terms with

only known function in the model. Ag(U)(®) are the remaining terms. Tem-
poral discretization of form (4.1) is achieved with finite difference schemes,
and spatial discretization is based on the Galerkin finite element method.
Moreover we briefly describe the stabilization techniques to treat Stokes e-
quations and convection-dominant problems. For solving nonlinear problems
we use the Newton method to present its linearization. Numerical simulation-
s are performed by using the software Gascoigne. We try different time step
sizes and mesh refinement levels to investigate the convergence of solutions.
Comparing the results also reveals the necessity of local mesh refinement to
get more stable and accurate solutions. The numerical results are obtained
first in a simple example for test and then in a core example in which the
configuration is closer to a real artery. The results in both of these two do-
mains support the assumption that the penetration of monocytes and the
accumulation of foam cells lead to the formation and growth of plaques, and

87



CHAPTER 4. NUMERICAL SIMULATION

that the evolution of plaques induces the increase of stresses in the vessel
wall.

4.1 Numerical methods

4.1.1 Temporal discretization

To treat the abstract problem (4.1) we use Rothe’s method, in which by
temporal discretization with a single-step method, the problem is resolved
into a sequence of generalized stead-state problems which can be discretized
in spacel®5%7  To achieve temporal discretization with finite difference
schemes, we first denote by

0:t0<t1<t2<"'<tN:T, k’Z:tn—tn_l

a partition of the time interval I = [0, 7] into subintervals I,, := (t,_1, 5]
and by

U= U(t,)

the solution at time t,. For approximation of time derivative we use the
one-step-0 scheme with a parameter 6 € [0, 1]:

Un _ U’n—l R
k
= 0F™"(®) + (1—-0)F"(d) Ve X

Ap(0U™ + (1 —0)U"Y)(

where F(®) := F(®)(t,). This scheme includes some basic time-stepping
schemes®3%578] They are the implicit backward Euler scheme for § = 1, the
explicit forward Euler scheme for § = 0 and the Crank-Nicolson scheme for
0 = % Both the implicit and the explicit Euler schemes show first order
accuracy in the time step k, and the Crank-Nicolson scheme is of second
order. For numerical simulations of our model we use the implicit backward

Euler scheme to achieve temporal discretization, which is written as

0n _ U‘n—l R . ~o A . . .
) + Ap(U")(®) = F"(®) Y e X (4.3)

This classical scheme with stationary limit is strongly A-stable and dissipa-
tive. In contrast, the Crank-Nicolson scheme has higher order accuracy and

Ar(U)(
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very little dissipation, but is not strongly A-stable[™. Actually in our model,
the error from temporal discretization is much smaller than it from spacial
one because of the high nonlinearity of the generalized stead-state problem
(4.2), so high order accuracy of time-stepping scheme is not so necessary
and the implicit backward Euler one is sufficient. We can also get from the
numerical results in Section 4.2 that the convergence of the Crank-Nicolson
scheme is weaker because of more Newton iterations in the same time step
compared to the implicit backward Euler scheme.

4.1.2 Spatial discretization

The temporal-discretized problem (4.3) by the implicit backward Euler scheme
is the starting point for spatial discretization. In time step t,_; — t,, U™}
is already solved in the last time step. So we denote by

A (@) 1= Ar(0 (=0 ) 4 An(0m)(@)

the abstract form of problem (4.3) in each single time step, and in the follow-
ing we will use the Galerkin finite element method to find a discrete solution
U" of the problem

A A

AUMN(D) = F(d) VP e X (4.4)

The main idea of finite element method is to construct finite dimensional
subspaces Vi, C Vand X, C X of piecewise polynomial functions up to a
limited order. For the definition of these discrete spaces we introduce finite
element mesh. The computational domain Q¥ := Q?c U QY is partitioned into

open elements K. These elements are quadrilaterals in two and hexahedrons
in three dimensions. The finite element mesh 75, = {K} of Q0 is formed by
all elements. The element parameter h is used to measure the error of nu-
merical solutions, and is denoted by h = max ket h o> Where h &= diam(f( )
denotes the diameter of an element K. We require the mesh to be regular,
fulfilling the following conditions:

0= | K.
KeT,
2) Klﬁf(2:®7 VIA(I,[A(QEﬁLifkl %kg
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3) Each edge (or face) of any element K, € 75 is either a subset of 9Q° or
an edge (or face) of another element Ky € Tj,.

The last condition is too restrictive and sometimes it can be weakened. If a
locally refined mesh is used, there will be several hanging nodes of elements
which are allowed to lie on the edges (or faces) of neighboring elements (™.
In this case the mesh is still considered to be regular.

To define the finite element spaces V;, and X}, we first define the space of poly-
nomial functions up to a fixed order r in the reference element Runit = (0, 1)d,
and by using transformation from f(umt to each element K the space of poly-
nomial functions in K is defined 3], Then the finite element space X, is
defined as a continuous function space in which each function Py is a poly-
nomial function in every element, and has the same boundary conditions as
the function ® € X has. From Problem 3.2.3 we can get that the differences
between Vh and Xh are suitable extensions of the Dirichlet boundary data.
Having these preparations of finite elements, we write the spatial-discretized
problem of (4.4) as

A A

AU (@) = F™ (D)) Y, € X, (4.5)

where U S Vj, is its discrete solution. The exact form of (4.5) is derived from
variational formulation (3.33) or (3.41), and specifically we discuss the finite
element discretization of the Navier-Stokes equations and the convection-
diffusion equations in our model. In the Navier-Stokes equations, a stable
discretization needs to satisty the inf-sup condition, but some finite elements
(e.g. equal-order finite elements for both velocity and pressure) are not inf-
sup stable. One well-known technique is to add a stabilization term to the
divergence term of the Navier-Stokes equations, so that the finite elements
satisfy a modified inf-sup condition, and can be proved to be stable from
this condition 1:53:5556]  The stabilization term in each element K € 7j
is written as ﬁ%(@ﬁh, @J’;h)g(;m %, where p, and 1[1% are polynomial func-

tions with respect to the pressure p and its test function zﬂ? Additionally,
in the equations for structural mechanics, if the material is incompressible,
the function spaces need to fulfill an inf-sup condition and this ”pressure-
stabilization” term may be required for some finite elements as well®¥. So
in the spatial-discretized problem (4.5), the stabilization terms are added to
the Navier-Stokes equations and the equations for structural mechanics as
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(dw(jgﬁ:’_lﬁﬁ),@/)?h)g(} + Z h%(@ﬁhaﬁqb?h)(l(}ﬂf( =0

KeTy,
Jor =10 )a0 + 3 W2 (ViR Vi g = 0 (4.6)
KeTy,

The stabilization techniques should also be implemented in the convection-
diffusion equation for the concentration ¢y, if the convection term gets dom-
inant over the diffusion term. In our model the diffusion coefficient Dy <1,
so the numerical solution is not stable and has oscillations. One possible
approach to stabilize this convection-dominant problem is to add an artifi-
cial diffusion term to the equation, and the modified form of this problem in
(4.5) is written as

A . 1 . o . .
( l?%(c?,h - C?,hl)a¢;,h)9§ + (Jf?FI? (o — %(UZ — y, 1)) : VC?}waJc‘,h)Q(}

(IR D Ey TN E BTV g (4.7)
N n | gm,—T Tc = An wane
+<<(Cf,h - Cs,h)Jh ’Fh ) Nf|= ¢f,h>1“?u1“3 + Z 5K(ch,ha V1/’f,h)9gmk =0
KeTy

Here 6 (Véy, @@;h)ﬂ(} i 1s the classical artificial diffusion term, and for the

other stabilization techniques there are diffusion terms acting in the direction
perpendicular to the streamlines®335%78] In particular, we expect that for
h — 0 the additional stabilization term must vanish, and the most simple
approach is to let the parameter d; be dependent on h - Here we set 5 as

1 D @ 2 max
S 00T L

=3 .

= 4.8
R (43)

d
. . A 1.
where [|0}]| .., = max |07]2z = max(>] |0} ,]?)2 is the norm of the local
’ K K =1
velocity vector®. Furthermore in the convection-diffusion equation for the
concentration ¢, the convection term vanishes in the Lagrangian framework,

and no additional stabilization term is necessary. So ﬁ}(@ﬁh, @@Z?h)gt}m e
ﬁi(@ﬁh, @@/A)f’h)ggmk and 0 (Végn, ﬁzﬁj‘ih)Q?mK are the stabilization terms we

should add to the formulation (4.5), and all of them are used for numerical
simulations in Section 4.2.
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4.1.3 Linearization

After temporal and spatial discretization, we get a stationary problem (4.5)
in each single time step. The main difficulty to solve this problem is its high
nonlinearity. To linearize the problem we use the Newton method, and in

each iteration step [ = 0,1, 2, ..., we solve the linear problem
ATHWP By) = F™(®y) — AU (D) VP, € X, (4.9)

to get the solution W}? 1 e X, and update the solution of problem (4.5) by

optt =t Wt (4.10)
The residual defined as
R(U) = max 1F™ (@) — AU (D)l (4.11)

is used to check whether a sufficiently accurate value of U 5 ! is reached, and
{®),;} denotes the basis of the space X A’(U)(W ®) is the directional
derivative of the mapping A at U in direction W and is defined as

AU W, D) = %A(U + sW)(®)] =0 (4.12)

In problem (4.9), we can write W;} 1 as a linear combination of the basis

(D).}

Then (4.9) is equivalent to the algebraic equations:

An,lwn,l-l-l — bn,l (413)
with

Al = AU (Prg, Pri), b = F™ (D) — AU (D)

Specifically the matrix A™! can be approximated as

—_

A = (AU + @) (Bn i) — AU (D14))

€

92



4.1. NUMERICAL METHODS

4.1.4 Introduction of Gascoigne

In this section we briefly introduce the finite element library Gascoigne®¥,
which is used to perform numerical simulations of our problem. In Gascoigne,
the partial differential equations of our model are solved simultaneously by
a monolithic approach, and given in the variational formulation as (4.5) in
each time step:

AU™)(®) = F(d) VO

Gascoigne solves every problem with the Newton method, so the solutions
are updated by solving linear problem in the variational formulation as (4.9)
in each iteration step:

AL ) = P (&) = ADM)(®) Vb, DM = O 41

where the initial guess U™ can be given by the solution in the last time step
U1 or the linear extension of the solutions U™ and U"2. The directional
derivative of the mapping A is defined as (4.12). So to solve the equations,
Gascoigne needs to know about the right hand side F(®), the form A(U)(®)
and its derivative A'(U)(W,®)P4. F(®) and A(U)(®) can be easily derived
from variational formulation (3.33) or (3.41), while the calculation of the
matrix A'(U)(-,-) is cumbersome because of the strongly nonlinear behavior
of the problem. Some literatures illustrate how to derive the directional
derivative of the fluid-structure interaction problem P78, To overcome the
difficulty of deriving its exact form we can also get an approximated form of

A'(U) (W, ®) and each component of the matrix is approximated as

A0 (W, D) ~

a |

(AT + ) i(d) — AD)(®))

where W; and A(U);(-) are the j-th and i-th components of W and A(U)(-).
After inputting the information of the right hand side, the form and its
derivative we derive above, with the initial and boundary data into the pro-
gramm, we can use Gascoigne to solve the problem. In each time step the
information of the current mesh, solver, discretization and problem data is
printed out in the output, which looks like Table 4.1.

In the first line of Table 4.1, the current time step (2) , the number of mesh-
refinement levels (5), the number of mesh nodes (1089) and the number of
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== = 2 = == === [1,n,c] 5 1089 1024
0: 9.77e-04

M 1: 7.73e-09 [0.00 0.00] - 6.26e-08 [0.012] {3}

[u.00002.vtk]

Table 4.1: Output of computational information in the 2-nd time step. From
T. Richter 4

mesh elements (quads) (1024) are given. Below it the convergence history
of the Newton method is printed on the left side. Here only one Newton
iteration is used. Before this step, the residual of the equation is 9.77e — 04,
and after Newton iteration the residual is reduced to 7.73e—09. The letter M
in the table indicates that in this step a new matrix A’(U)(-,-) is assembled
with the solution in the last step as U. The following two numbers [0.00 0.00]
indicate the convergence rates of Newton iteration, where the first number is
the reduction rate in the current step, and the second number is the average
reduction rate over all steps. Since the convergence is very good after one
iteration, and only the first 2 digits of the reduction rate are printed, in the
table the numbers of the convergence rates are both 0. The computation
in the second time step stops after one iteration, and if the computation is
continued and the current convergence reduction rate is very small, Gascoigne
will use the old matrix again instead of assembling a new matrix in the next
iteration. On the right side, the convergence history of the linear multigrid
solver is printed. In the numerical simulations of our model we do not use
the multigrid solver, so all the numbers will be 0 on the right side. Finally
the output file is printed out by Gascoigne with the name of u.00002.vtk,
which can be visualized by the scientific visualization software ParaView.

4.2 Numerical results

In this section we present the results of numerical simulations of the model
by using Gascoigne, and the numerical methods we’ve discussed before are
used. Since the formation and evolution of plaques is a process with long time
period, we need to choose a large time step k for temporal discretization. In
such a long term the time differences of the quantities in the fluid domain,
such as the velocity vy and the concentration cy, can be neglected because
the motion of fluid has a different time scale from the motion of interface
due to plaque growth. Therefore to reduce the complexity of computation,
we remove the time differential terms in equations (2.97) to get a simplified
model in the fluid domain:
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psvs - Vuy — pprAvy + Vpy = pff}’
divey = 0 (4.14)
Uf'VCf—DfACf =0

Numerical simulations are performed with the equations above and (2.104),
and two examples are presented. Example I has a simple computational do-
main, being a test case to show good behavior of plaque formation, while
in Example II the configuration is closer to a real artery. In both of these
examples, the computational domains are in two-dimensional space, and all
the parameters are obtained by considering the literatures about medicine,
biodynamics and cardiovascular mathematics [420:36:48:6070:86] * \We try differ-
ent time step sizes and mesh refinement levels to investigate the convergence
of numerical solutions as k and h turn to zero, and use local mesh refine-
ment and stabilization techniques to get more stable and accurate solutions.
All pictures of the numerical results are made by the visualization softwares
Gnuplot and Paraview.

4.2.1 Example I

In Example I we consider a simple computational domain in Figure 4.1. Like
the general computational domain in Figure 2.1, it consists of two parts, the
fluid part €% and the solid part Q, and has a length of 5.0mm. Q% has
a width of 2.0mm and Q! has a width of 1.0mm. The upper dashed line
denotes the interface I UT%, and the red part denotes the interface I'} which
is permeable for the monocytes, having a length of 0.5mm. The lesion of the
permeable interface can extend with the plaque growth, so we can assume
that this length is not fixed and can be dependent on the displacement of
the interface. Additionally, there is another blue dashed line in Qf, and we
consider the layer between two dashed lines as endothelial cells and smooth
muscle cells which are not effected a lot by plaque formation. In this layer,
which has a width of 0.125mm, chemical reactions rarely take place, so the
monocytes will not be converted to foam cells. This fact is reasonable from
physiological point of view, since when the monocytes are attracted, they will
migrate through the endothelial cells into the vessel wall, but don’t react in
the endothelial-cell layer. When a plaque is formed, this layer can also be
considered as the fibrous cap over the lipid core, in which there are few foam
cells.
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Figure 4.1: Configuration of the computational domain in Example I

In Q‘}, we set the density p; = 0.00106g/mm?, the kinematic viscosity
v = 3.0mm?/s, and the diffusion coefficient D; = 1.0 x 10~"mm?/s. The
parameter setting is more complicated in Q. First we set the density p, =
0.00106g/mm? and the growth coefficient v = 1.0 x 107%g. As the shear
modulus is defined as (2.79) in the constitutive equations of the incompress-
ible neo-Hookean material,we set i), = 1.0 x 10°g/mm - s* in the healthy
vessel wall and p54 = 0.05 X g, in the diseased vessel wall. Similarly we
set the coefficients C;, = 1.0 x 10°g/mm - s* and C; 4 = 0.05 x C;, in the
constitutive equations of the incompressible Mooney-Rivlin material, and the
diffusion coefficient Dy j, = 1.0 X 10~ "mm?/s and D 4 = 5.0 X D, . The elas-
tic coefficients decrease and the diffusion coefficient increases in the diseased
vessel wall because as the plaque is formed, the diseased tissue becomes softer
and easier for molecules to diffuse. Concerning the reaction coefficient, we
set 8= 1.0 x 107%/s under the lower dashed line and choose a much smaller
amount between two dashed lines, so the reaction can be neglected in this
upper layer of Q.. Finally on the interface, we set ¢ = 1.0 x 10™*mm/s on
I and ¢ = 0 on I'l. The corresponding initial and boundary conditions are
given as (2.100) and (2.101). Especially the velocity profile of the blood flow
is parabolal®”, and we set the initial condition v = 100z(2 — z)mm/s. For
the concentration of monocytes in Q’}, we assume they are homogenized at
the initial time, and the initial value ¢} = 540.0/mm?.

Based on the configuration and parameter data we set before, numerical sim-
ulations of Example I are performed. Here we first consider INH material
as the material of Q.. As is introduced in Section 4.1, the temporal dis-
cretization of the problem is achieved with finite difference schemes, and its
spatial discretization is based on Galerkin finite element method. For finite
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175
174000 —> 175000
0: 3.89e-05
1: 1.95e-07 [0.01 0.01] - 0.00e+00 [0.000] {0}
2: 3.63e-08 [0.19 0.03] - 0.00e+00 [0.000] {0}
M 3: 1.16e-10 [0.00 0.01] - 0.00e+00 [0.000] {0}
4: 6.41e-11 [0.55 0.04] 1 - 0.00e+00 [0.000] {0}
iteration 5.59
The implicit backward Euler scheme
175
174000 —> 175000
0: 1.22e-01
1: 3.98e-04 [0.00 0.00] - 0.00e+00 [0.000] {0}
2: 7.76e-07 [0.00 0.00] - 0.00e+00 [0.000] {0}
3: 3.57e-07 [0.46 0.01] - 0.00e+00 [0.000] {0}
M 4: 4.93e-09 [0.01 0.01] - 0.00e+00 [0.000] {0}
5: 4.78e-09 [0.97 0.03] - 0.00e+00 [0.000] {0}
M 6: 3.99e-09 [0.84 0.06] 1 - 0.00e+00 [0.000] {0}
M 7: 3.57e-09 [0.90 0.08] — 0.00e+00 [0.000] {0}
M 8: 3.31e-09 [0.93 0.11] 1 - 0.00e+00 [0.000] {0}
M 9: 1.67e-09 [0.50 0.13] - 0.00e+00 [0.000] {0}
M 10: 1.44e-09 [0.87 0.16] 1 - 0.00e+00 [0.000] {0}

iteration 34. 56
The Crank-Nicolson scheme

Table 4.2: Outputs of computational information by different temporal dis-
cretizations in the time step [1.74 x 10°s,1.75 x 10°s].

difference schemes we choose the time step size £k = 1000s and use both the
implicit backward Euler scheme and the Crank-Nicolson scheme to compare
the results. Table 4.2 shows the computational information by using both
of them in the time step [1.74 x 10°s,1.75 x 10°s]. In the implicit backward
Euler scheme there is one iteration where a new matrix is assembled, and it
takes 5.59 time units(here the unit is second) to finish computation in this
time step. However in the Crank-Nicolson scheme there are ten Newton iter-
ations and even six of them demand a new assembled matrix. It takes 34.56
seconds for computation in this time step, which is much longer than the
former one. The table implies that the convergence of the Crank-Nicolson
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scheme is weaker in this problem, so we use the implicit backward Euler
scheme for the following simulations.

Figure 4.2 shows the motion of the interface I'} UT% (indicated by the white
line) and the distribution of velocity in x—direction in the whole domain
Q’} U QL. The results are presented at different time points, and obtained on
various meshes having 3 levels of local refinement near the interface. Addi-
tionally, the meshes are formed in the reference configuration as rectangles,
so they will be deformed with the deformation of Q2% and Q. At initial time,
the interface is parallel to the upper and lower boundary of the whole do-
main, and v, defined in the whole domain is obtained by the initial value vy
in % and 0 in Q. After 3.0 x 10° and 6.0 x 10° seconds, the interface has
moved due to the formation and growth of the plaque in 2 and affected the
value of v,. This motion is also presented in Figure 4.3 with the distribution
of displacement in y—direction in the solid domain Q%. We can see that after
6.0 x 10° seconds Q¢ has been deformed a lot to form a hump around the per-
meable interface I}, where the displacement us, reaches the maximum value.

Figure 4.4 and Figure 4.5 show how plaque formation and growth are led to
by the penetration of monocytes and the accumulation of foam cells. Fig-
ure 4.4 presents the distribution of concentration of monocytes in the fluid
domain Q’} In the beginning the concentration c; is homogenized as a con-
stant initial value. When the plaque formation starts, the monocytes start
to migrate through the permeable interface I} into the solid domain Q.
Therefore their concentration will decrease after they move over I, which
is significantly shown in Figure 4.4 at time ¢t = 6.0 x 10%s. As the mono-
cytes differentiate into foam cells and accumulate in QF, the concentration of
foam cells ¢ will increase from zero initial value. Figure 4.5 shows that the
concentration of foam cells is very high at the place under a large deforma-
tion, which implies the fact that the accumulation of foam cells leads to the
growth of plaques. Since the coefficient of permeability ¢ is a constant, the
penetration of monocytes is also at a constant speed, so the formed plaque
has a symmetric structure. The region with high concentration of foam cells
in Figure 4.5 is separated from the fluid domain Q? by a thin layer where the
concentration of foam cells is low. That is because the reaction coefficient
is very small in this layer and the monocytes can only be converted to foam
cells after moving through the layer. So the region with high concentration
of foam cells can be considered as the lipid core formed in the plaque, and
the small layer can be considered as the fibrous cap, protecting the plaque
from rupture.
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t =0, mazx v, = 300mm/s

t = 6.0 x 105s, max v, = 419.28mm/s

Figure 4.2: Motion of the interface and distribution of velocity in z—direction
in the whole domain Q% U QL. k = 1000s, mesh refinement level = 3. White
line indicates the interface. Red color denotes high value, while blue color
denotes low value.
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t =0, max us, = 0mm

t = 3.0 x 10%s, mazx us, = 0.28mm

t =6.0 x 10%s, maz us, = 0.69mm

Figure 4.3: Distribution of displacement in y—direction in the solid domain
QL. k = 1000s, mesh refinement level = 3. Red color denotes high value,
while blue color denotes low value.
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t =3.0x 105s

t=6.0x 105s

Figure 4.4: Distribution of concentration of monocytes in the fluid domain
Q; k = 1000s, mesh refinement level = 3. Red color denotes high value,
while blue color denotes low value.
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t =0, maz ¢ = 0/mm?

t = 3.0 x 10%s, mazx ¢t = 788 /mm?

t =6.0 x 105s, maz ¢t = 1107/mm?

Figure 4.5: Distribution of concentration of foam cells in the solid domain
QL. k = 1000s, mesh refinement level = 3. Red color denotes high value,
while blue color denotes low value.
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t =0, maz oy, = 0g/mm - s*

t = 3.0 x 10%s, mazx o5, = 2780.26g/mm - s>

t = 6.0 x 10%, max o5, = 9994.18g/mm - s>

Figure 4.6: Distribution of principal stress in the solid domain %. & = 1000s,
mesh refinement level = 3. Red color denotes high value, while blue color
denotes low value.
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Figure 4.7: Evolution of displacement u,, at the point (2.5mm,0) with d-
ifferent levels of mesh refinement, implying the convergence of numerical
solutions as h — 0.
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Figure 4.8: Evolution of displacement u,, at the point (2.5mm,0) with d-
ifferent time step sizes, implying the convergence of numerical solutions as
kE— 0.
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t = 3.0 x 10%s

without grids

Figure 4.9: Distribution of concentration of monocytes ¢y in the model with-
out artificial diffusion term, implying necessity of this stabilization technique.
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However this 'fibrous cap’ will be easily disrupted by extrinsic stress applied
on the plaque. As is shown in Figure 4.6, the principal stress o,,, which
is the eigenvalue of the stress tensor oy, is at a very high value around the
hump of the interface, which is also a part of the 'fibrous cap’. In contrast,
05 1s much smaller in the ’lipid core’, even though this part is also under a
large deformation. It is because the shear modulus p is smaller in the region
with high concentration of foam cells, and so is the stress value. The results
in Figure 4.6 imply that as plaques are growing, the stresses in the vessel
wall are increased, and the maximum value will be reached around the hump
of the interface, where plaque rupture will possibly be induced.

In the numerical simulations of Example I, we also try different time step
sizes and mesh refinement levels to compare the results. Figure 4.7 shows the
comparison of solutions with different levels of mesh refinement. The x—axis
indicates time and the y—axis denotes the displacement u,, at the point
(2.5mm,0). Comparing us, at this point with 2,3, 4 levels of mesh refine-
ment, especially in a local interval [1.0 x 10%s,1.52 x 10°s], we observe that
the difference between solutions with adjacent levels of mesh refinement is
decreasing as meshes are refined. The results imply that numerical solutions
will converge if meshes keep being refined, which is also equivalent to that
the error of numerical solutions will vanish if the element parameter h — 0.
Similarly the comparison of solutions with different time step sizes is shown
in Figure 4.8. The displacement u,, at the point (2.5mm,0) is computed
with time step sizes k = 1000s, 100s, 10s, and different solutions, especially
solutions with £ = 100s, 10s, almost coincide even if they are observed in a
very local interval [1.0 x 10%s,1.052 x 10%s]. It implies that numerical solu-
tions will also converge if £ — 0.

Figure 4.7 reveals the necessity of local mesh refinement near the interface,
which obtains more stable and accurate solutions, and additionally, using
stabilization techniques is also very necessary. Figure 4.9 shows the distribu-
tion of concentration of monocytes ¢y in the fluid domain Q} if the artificial
diffusion term in (4.7) is removed from the model. Without this additional
stabilization term, the convection term in the convection-diffusion equation
for ¢; gets dominant over the diffusion term, so after 3.0 x 10° seconds we
can see that even though the meshes are locally refined and maintained, the
numerical solution of c; is still very unstable and has large oscillations near
the interface, which is more clearly observed if we remove grids in QSC So-
lutions with such a large oscillation will not be accurate, and the crash of
computation will possibly happen. So in the following numerical simulations
we will always add the artificial diffusion term to keep solutions stable.
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t =0, mazx v, = 300mm/s

t = 3.0 x 10%s, maz v, = 326.51mm/s

t =5.5 x 10%s, maz v, = 404.59mm/s

Figure 4.10: Motion of the interface and distribution of velocity in
z—direction in the whole domain Q) U Qf if the incompressible Mooney-
Rivlin material is considered. k& = 1000s, mesh refinement level = 3. White
line indicates the interface. Red color denotes high value, while blue color
denotes low value.
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t =0, max us, = Omm

t = 3.0 x 10%s, max us, = 0.28mm

)

t = 5.5 x 10%, max us, = 0.66mm

Figure 4.11: Distribution of displacement in y—direction in the solid domain
QL if the incompressible Mooney-Rivlin material is considered. k = 1000s,
mesh refinement level = 3. Red color denotes high value, while blue color
denotes low value.
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Figure 4.12: Comparison of displacements u,,, at the point (2.5mm, 0) in the
incompressible neo-Hookean material (INH) and the incompressible Mooney-
Rivlin material (IMR).

Finally we consider the IMR material as the material of Q% and perform
numerical simulations of Example I. Figure 4.10 shows the motion of the
interface and the distribution of velocity in x—direction in the whole domain
Q% UQL, and in Figure 4.11 the distribution of displacement in y—direction
in the solid domain ! is observed. The results are quite similar to the ones
in Figure 4.2 and Figure 4.3. Especially in Figure 4.12 the evolutions of
displacements u,, at the point (2.5mm, 0) in the INH material and the IMR
material are compared, and for this quantity the INH and the IMR models
exhibit similar behavior. Since there is not any significant difference between
these two models, we suggest to work with the INH model in this test case
because it is the simplest material model. And the obtained results of the
INH model from Figure 4.2 to Figure 4.6 show good behavior in how the
penetration of monocytes and the accumulation of foam cells lead to the
formation and growth of plaque, and the evolution of plaques induces the
increase of stresses in the vessel wall, which may cause plaque rupture.
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4.2.2 Example II

In Example II, we consider the computational domain in Figure 4.13, having
a similar structure as the domain in Example I, but the configuration is
more complicated, determined from literatures of medicine and biodynamics
so that it is closer to a real artery such as the carotid%2%%0 The whole
domain Q% U Qf has a length of 35.0mm, while the fluid domain Q% has
a width of 5.0mm and the solid domain QY has a width of 0.5mm. The
permeable interface T} has a length of 2.5mm, and the layer between two
dashed lines, representing the endothelial-cell layer or the fibrous cap, has
a width of 0.0625mm. The parameters in Example II are similar to the
ones in Example I. For the fluid domain Q’}, we set p; = 0.00106g/mm?, v =
3.0mm?/s, and Dy = 1.0x 10~ "mm?/s. The solid domain Q is characterized
by ps = 0.00106g/mm?, v = 1.0 x 107%g, ps, = 1.0 x 10°g/mm - $?, peq =
0.05 x Hs.hs C@h =10 x 1O5g/mm . 82, Ci,d = 0.05 x Oi,ha Ds,h =10 x
10""mm?/s and Dg 4= 5.0 x Dgj,. We set 8= 1.0 x 1077 /s under the lower
dashed line and also choose a much smaller amount between two dashed lines.
On the interface TY UT%, ¢ = 1.0 X 10~*mm/s on T and is equal to zero on
e,

5

Q
1625 1875 I
0 fmmmmmmmmm e 35
I
D065 pemssas s waslbaseises s ceisis
Q
—0.5

Figure 4.13: Configuration of the computational domain in Example 11

In the same way as Example I, numerical simulations of Example II are
performed. We first choose time step size £k = 1000s and 2 levels of local
refinement near the interface, and as the region with plaque formation is
most interesting, all the numerical results are presented in the segmentation
from 12.5mm to 22.5mm in the computational domain. Figure 4.14 and
Figure 4.15 show the motion of the interface I} U Ty, the distribution of
velocity in z—direction in the whole domain Q% U, and the distribution of
displacement in y—direction in the solid domain Q. From the results shown
at time ¢t = 3.0 x 107s and t = 4.5 x 107s, it is observed that the interface
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t =0, mazx v, = 300mm/s

t = 3.0 x 107s, max v, = 315.04mm/s

t =4.5x 10"s, maxr v, = 334.51mm/s

Figure 4.14: Motion of the interface and distribution of velocity in
z—direction in the whole domain Q) U QL. k = 1000s, mesh refinement
level = 2. White line indicates the interface. Red color denotes high value,
while blue color denotes low value.
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t =0, max us,y = Omm

t =3.0 x 107s, max us, = 0.49mm

t = 4.5 x 107s, max us, = 0.92mm

Figure 4.15: Distribution of displacement in y—direction in the solid domain
QL. k = 1000s, mesh refinement level = 2. Red color denotes high value,
while blue color denotes low value.
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t=3.0x10"s

t=45x10"s

Figure 4.16: Distribution of concentration of monocytes in the fluid domain
Q; k = 1000s, mesh refinement level = 2. Red color denotes high value,
while blue color denotes low value.
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t =0, maz ¢t = 0/mm?

t = 3.0 x 10"s, max ¢t = 1089/mm?

t =4.5 x 10"s, maz ¢t = 1393/mm?

Figure 4.17: Distribution of concentration of foam cells in the solid domain
QL. with low concentration close to the interface. k = 1000s, mesh refinement
level = 2. Red color denotes high value, while blue color denotes low value.
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t =0, max oy, = 0g/mm - s>

t =3.0 x 107s, mazx 05, = 1099.16g/mm. - s>

t =4.5 x 107s, max 05, = 2662.98g/mm. - s*

Figure 4.18: Distribution of principal stress in the solid domain QY with high
stress value close to the humps of the interface. £ = 1000s, mesh refinement
level = 2. Red color denotes high value, while blue color denotes low value.
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T
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mesh refinement level=2

mesh refinement level=3

o 2e+06 4e+06 6e+06 8e+06 le+07
t €[0,1.05 x 107s]

0.0175 T . T .
mesh refinement level=1
mesh refinement level=2
mesh refinement level=3

0.017
0.0165
0.016
0.0155
0.015
0.0145
1le+06 1.02e+06 1.04e+06 1.06e+06 1.08e+06 1.1e+06

t € [1.0 x 10%s,1.105 x 106s]

Figure 4.19: Evolution of displacement u,, at the point (17.5mm,0) with
different levels of mesh refinement, implying the convergence of numerical
solutions as h — 0.
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T
k=1000

k=500
k=250
01
0.08
0.06
0.04
0.02
o
0 500000 1le+06 1.5e+06 2e+06 25e+06 3e+06 3.5e+06 4e+06 4.5e+06
t €0,4.7 x 10°s]
0.0175 . T
k=1000
k=500
k=250
0017 -

0.0165 |-

0.016

0.0155 -

0.015

0.0145
1e+06 1.026+06 1.046+06 1.06e+06 1.08¢+06 1.1e+06

t € [1.0 x 10°s,1.105 x 106s]

Figure 4.20: Evolution of displacement u,, at the point (17.5mm,0) with
different time step sizes, implying the convergence of numerical solutions as
kE— 0.
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t=3.0x10"s

without grids

Figure 4.21: Distribution of concentration of monocytes c; in the model
without artificial diffusion term, implying necessity of this stabilization tech-
nique.
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Figure 4.22: Comparison of displacements us, at the point (17.5mm,0) in
harmonic and biharmonic extensions.

also moves as the plaque is formed and grows. Especially compared with
the results in Example I, after 4.5 x 107 seconds there are two humps on the
interface. This is possible from medical point of view because if the diseased
part of the vessel wall is long enough there could be more than one specific
point of maximum interruption of the blood flow. From the distribution of
concentration of monocytes in the fluid domain Q} in Figure 4.16 and the
distribution of concentration of foam cells in the solid domain Q! in Figure
4.17, we can also get the similar results as in Example I, implying that the
penetration of monocytes and the accumulation of foam cells lead to plaque
formation and growth. And in Figure 4.17 at time ¢ = 4.5 x 107s, there
also exists a thin layer with low concentration of foam cells covering the
high concentration region. The distribution of principal stress in the solid
domain QF is shown in Figure 4.18, where grids are removed to get a clearer
observation, and the maximum value is also reached around the humps of
the interface especially at time t = 4.5 x 107s. We also try different time
step sizes and mesh refinement levels to compare the results, and both Figure
4.19 and Figure 4.20 imply that numerical solutions will converge as h—0
and k£ — 0. Finally Figure 4.21 emphasizes the necessity to add the artificial
diffusion term to stabilize the problem.
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t =0, max us,y = Omm

t =3.0 x 107s, max us, = 0.49mm

t = 4.5 x 107s, max us, = 0.92mm

Figure 4.23: Distribution of displacement in y—direction in the solid domain
QL if biharmonic mesh model is used. k& = 1000s, mesh refinement level = 2.
Red color denotes high value, while blue color denotes low value.
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t =0, mazx v, = 300mm/s

t =3.0 x 10s, max v, = 314.95mm/s

t =4.5x 10"s, maxr v, = 335.0lmm/s

Figure 4.24: Motion of the interface and distribution of velocity in
z—direction in the whole domain Q% U €Y if biharmonic mesh model is used.
k = 1000s, mesh refinement level = 2. White line indicates the interface.
Red color denotes high value, while blue color denotes low value.

122



4.2. NUMERICAL RESULTS

Harmonic extension

Biharmonic extension

Figure 4.25: Motion of the interface and distribution of velocity in
z—direction v, near the hump of the interface I' UT% at ¢t = 4.5 x 107s. Both
harmonic and biharmonic mesh models are used, and results are compared,
showing better quality of fluid meshes in biharmonic extension. k = 1000s,
mesh refinement level = 2. White line indicates the interface. Red color
denotes high value, while blue color denotes low value.

Remark 4.2.1 (Numerical results of the model with biharmonic mesh mod-
el). In Figure 4.14 we can see that under a large deformation, the quality of
fluid meshes near the interface is not maintained so well. These meshes are
distorted a lot and may be broken quite soon. So it is necessary to use a
better mesh model to maintain the fluid mesh quality if we need the numeri-
cal results under a larger deformation. Here we try biharmonic model (3.25),
and numerical simulations are performed based on the variational formulation
derived in Remark 3.2.1. Figure 4.22 and Figure 4.23 show that numerical
solutions, especially the displacements u,, in harmonic and biharmonic ex-
tensions, are very close with each other. Comparing Figure 4.24 with Figure
4.14, we can see that the quality of fluid meshes near the interface becomes
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much better in biharmonic extension even under a large deformation at time
t = 4.5 x 107s. This improvement is observed more clearly in Figure 4.25.
Therefore if we need to investigate the evolution of plaques in a longer term,
it is better to replace harmonic extension with biharmonic one for numerical
simulations.
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Conclusions and outlook

Conclusions

In this thesis, we derived a model describing the formation and evolution of
plaques in blood vessels. This physiological process is induced by the pene-
tration of monocytes, which are converted to foam cells in the vessel wall. As
the plaque grows due to the accumulation of foam cells, the stresses applied
on the vessel wall are increased, and plaque rupture will happen when the
critical stress value is reached.

The mathematical model consists of two main parts. To describe the bio-
chemical reaction of monocytes inducing plaque formation we use the convect-
ion-diffusion-reaction equation, coupled with an equation for the accumula-
tion of foam cells. For the description of the biomechanical interaction be-
tween the blood flow and the vessel wall we use the fluid-structure interaction
problem with the Navier-Stokes equations for fluids and the elastic structure
equations for solids. These two problems are coupled with growth modeling.
The equation for the metric of growth is related to the growth and reaction
functions in solids, and the stress tensor in the elastic structure equations is
obtained by this variable and the constitutive equations. Moreover the model
presents that the increase of the concentration of foam cells not only lets the
volume of solid phase grow, but also changes its mechanical properties.

For numerical simulations of this model, the main difficulty is that the in-
terface between the fluid and the solid phase moves due to the growth of
plaques, so different meshes are needed for each time step. To treat this
problem we formulate the whole system in the ALE framework, so that all
the equations are rewritten in the fixed fluid or solid domain. The extension
of the displacement to the fluid domain, which is used to define the ALE
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mapping, can be obtained by different mesh models. Theoretically, the nu-
merical stability of the system is an open question, but the energy estimate
is achieved in a simplified model.

Based on the variational formulation of the model derived in the ALE frame-
work, numerical simulations are performed by using the finite element library
Gascoigne. Temporal discretization is achieved with the implicit backward
Euler scheme, and spatial discretization is based on the Galerkin finite el-
ement method. The nonlinear problems are linearized and solved by the
Newton method. We present numerical results in two examples. Example
I has a simple computational domain and is considered a test of the model.
Example II has a configuration which is much closer to a real artery. In
both of the two examples the distribution of the velocity, displacement, con-
centrations and stress value are visualized. The obtained numerical results
show that the concentration of foam cells is very high at the place under a
large deformation, implying that the accumulation of foam cells leads to the
formation and growth of plaques. We also observe that the stresses reach
the maximum value around the hump of the interface, confirming that the
evolution of plaques induces the increase of stresses in the vessel wall, which
is a possible indicator of plaque rupture. We try different time step sizes
and mesh refinement levels to show the convergence of numerical solutions.
Comparing the results also shows that the local mesh refinement near the
interface and the artificial stabilization techniques are necessary in order to
get more stable and accurate solutions.

Outlook

First, both the modeling and simulation of our problem should be improved
to study the behavior of plaque formation in more realistic environments.
Some possible future research ideas follow here:

e Since the plaque formation also happens in blood vessels with small
diameter, the non-Newtonian fluid should also be considered for fluid
dynamics 2143,

e Periodic heart beats, inducing the motion of blood in arteries and let-
ting the velocity of the blood flow have periodic oscillations! !, should
also be taken into account. Since simulations are performed over a
long-time period, this short oscillation can not be numerically resolved
because of different time scales. The methods of asymptotic analy-
sis are used to determine an efficient model by averaging oscillations
induced by heart beats.
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e More realistic description of the vessel wall including the fibrous struc-
ture and orientation should be considered in structure modeling®¥.
And more information about the change of its mechanical properties
during the dynamics of the process is also needed.

e More efficient modeling and simulation should be supported by more
accurate experimental data. Let the biochemical reaction be an exam-
ple, and based on sufficient experimentally determined values of the
concentration of foam cells, the width of the diseased vessel wall, etc.,
we can estimate the parameters such as the reaction and growth coef-
ficients by implementing optimization strategies. Furthermore we may
also be able to improve the reaction function by replacing the linear
reaction rate with a nonlinear one, or even by adding more biochemical
properties, e.g. the concentrations of LDLs and HDLs. The former
ones carry lipids into macrophages and the other ones carry them away
from these cells, playing important but opposite roles in plaque forma-
tion?3l. In this situation, numerical simulations permit not just the
formation and growth, but also the regression and disappearance of
plaques, which have wider applications to atherosclerosis.

Moreover the model derived in this thesis is not only supposed to be used
to describe the physiological processes of plaque evolution, but can also be
considered as a model describing the interaction of reactive flow with solid
phase in general, which is an important aspect of various applications.

Second, from the numerical point of view, it has been shown from recent
numerical results that simulations with harmonic extension have some limits
because fluid meshes have a large distortion near the interface under a large
deformation. As is shown in Remark 4.2.1, the quality of fluid meshes near
the interface is maintained much better in biharmonic extension, so that in
order to investigate the evolution of plaques for a longer period, it is necessary
to perform numerical simulations based on biharmonic mesh model. Further-
more, a new variational formulation called the Fully Eulerian formulation of
our model can also be taken into account. The whole system is formulated
in the Fully Eulerian framework, where the meshes are all fixed, while the
interface is movable and is determined implicitly by solutions. Therefore
there is no mesh distortion under a large deformation of the interface P7:58:801
This is the main advantage of the Fully Eulerian formulation compared to
the ALE, and if we can overcome the main problem about how to determine
the interface, long-term numerical simulations can also be performed with
the help of the Fully Eulerian approach. In addition, developing a three-
dimensional simulation tool is also very important to get numerical results
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in a configuration much closer to a real artery.

Last but not least, there are still many interesting theoretical questions which
have arisen from the model. The well-posedness of the model is a point of
great interest. Moreover in the general formula of the energy estimate of our
model (3.65), the existence of several so far noncontrollable terms makes the
stability of the system unclear, so it is possible for the solution of our model
to be singular at a finite time. Singularities of the solution have to be ex-
pected, because it can be considered as an evidence of plaque rupture when
plaques are formed and growing without any control, and it should be not
just analyzed but also validated by numerical simulations for a longer period.
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