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Chapter 1

Introduction

In this report a model for the ingrowth of a prosthesis in a bone will be formulated and simulated.
First an overview is given of all the biological processes that are part of this healing process and
what external factors can influence this process.

Then a first mathematical model is presented in which the mechanical stimuli (one of the external
factors that can influence the healing process) are neglected. The model is solved by numerical
means with both the finite volume method as the finite element method. For the finite element
method a short introduction is first given to get familiar with this technique. Results for this
model will be presented, followed by a short discussion about the results and a conclusion.

Subsequently the previous model is extended to incorporate mechanical stimuli, this is done by
combining it with an elasticity equation. A short introduction will also be given to the theory
of linear elasticity. The model is then solved using finite element analysis and finally also the
results for this extended model will be presented, together with once again a short discussion
and conclusion.
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Chapter 2

Biological processes in bone implant
healing

2.1 Overview

The goal of bone implant healing is the integration of the implant in the bone tissue of the patient,
a process called osseointegration. This integration is achieved by the production of bone tissue
that closes the gap between the bone and implant surface, which is in the order of tenths of
millimeters. Other tissues than bone tissue may be produced during this process, but these are
significantly weaker and therefore undesirable. The bone tissue is produced by osteoblasts that
differentiate from osteogenic cells (or mesenchymal stem cells) and have migrated to the bone
or implant surface. Differentiation, proliferation (cell growth and division) and migration of the
osteogenic cells and osteoblasts are influenced by the mechanical state (stress and/or strain)
of the tissue and by so called growth factors, which are produced by, among others, the same
osteogenic cells and osteoblasts.

2.2 Cell types

All cells differentiate from stem cells which are found in bone marrow. In the production
of tissues to attach the implant to the bone, three cell types are of importance: fibroblasts,
chondrocytes and osteoblasts. They can either differentiate from stem cells or from each other,
the directions of possible differentiation are shown in Figure 2.1.

e Fibroblasts produce fibrous tissue, which cannot withstand high tensile loads and is there-
fore not suitable as connective tissue in the long term.

e Chondrocytes produce an extracellular matrix in which the chondrocytes get trapped.
Together they are known as cartilage, a tissue which is stiff but elastic. It is however not
as stiff and hard as bone tissue and though it could serve as connective tissue between
implant and bone for some time, it is not a desirable solution in the long term.

e Osteoblasts produce a bone matrix in which the osteoblasts get trapped, after which the
osteoblasts become osteocytes. The osteocytes together with the bone matrix are known
as bone tissue, which is a hard and stiff tissue. There are two types of bone tissue: woven
bone and lamellar bone. In woven bone the fibers are not organized and it is mechanically
inferior to lamellar bone, in which the fibers are neatly aligned.

11
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Figure 2.1: Differentiation and proliferation of osteogenic cells (stem cells), fibroblasts, chon-
drocytes and osteoblasts and the tissues they produce.

2.3 Healing process

Note: For a schematic graphical overview of all processes, see Appendix A.

To insert the implant, a cavity has to be drilled in the host bone. This will cause damage to blood
vessels, which results in the filling of the cavity with blood. The blood contains proteins and
platelets (or thrombocytes). The proteins are adsorbed at the bone and implant surfaces, the
level of adsorbtion depends on the surface roughness of the surface, the rougher the surface the
higher the adsorbtion. The adsorbed proteins activate the platelets, which then release different
types of growth factors. These growth factors stimulate the migration and proliferation of stem
cells and also stimulate the proliferation of osteoblasts. At the same time a process called
hemostasis is in action, which makes the blood form clots due to the production of a fibrin
network. The blood clot finally stops the bleeding. This whole process takes only a few minutes
to complete.

Once the initial fase is over, the osteogenic cells migrate from the bone marrow to the cavity
and differentiate into fibroblasts, chondrocytes and osteoblasts, that produce respectively fibrous
tissue, cartilage and bone tissue. To which type of cell the osteogenic cells differentiates mainly
depends on the mechanical state and the presence of growth factors. Moderate mechanical
loading stimulates the differentiation of osteogenic cells into osteoblasts and also the secretion
of growth factors by platelets, but at high mechanical loads the differentiation into ostoeblast
decreases, while the differentiation into fibroblast increases. This will enhance the production of
fibrous tissue in contrast to bone tissue, weakening the connection between bone and implant.
Growth factors also stimulate the differentiation into osteoblasts and also stimulate the migration
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of the osteogenic cells by a process called chemotaxis. Chemotaxis migrates the osteogenic cells
along gradients of growth factors, in this case towards higher concentrations of growth factors.
Growth factors also stimulate the secretion of new growth factors by platelets, osteogenic cells
and osteoblasts.

Finally it should be noted that new tissues (fibrous tissue, cartilage or bone tissue) can only
be formed on preexisting surfaces and that these tissues are of course immobile. Since bone
tissue can only be formed by trapping the osteoblasts in the bone matrix, the formation of new
bone can only be sustained by migration of new osteogenic cells to the surface of the implant or
bone, where they will differentiate into osteoblasts again. Initially the osteoblasts form woven
bone, which can be transformed into lamellar bone by a relatively slow process called bone
remodelling.
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Part 1

Model without mechanical stimuli
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Chapter 3

Mathematical model

We will use a continuum approach and look at the change in concentrations of different growth
factors, cell types and tissues in time and space. This will result in a system of partial differential
equations with boundary conditions, which will later be solved by numerical methods.

3.1 Assumptions and simplifications

The model was taken directly from [Moreo, 2008] with some adjustments from [Prokharau and
Vermolen, 2010]. The following assumptions and simplifications have been made in this model:

e The blood clothing and the formation of the fibrin network is assumed to already have
taken place. Since this is on a much smaller time scale than the process of bone tissue
formation, it is not of importance in this model.

e The mechanical stresses are assumed to be optimal for the differentiation of osteogenic
cells into osteoblasts, so no fibroblasts and chondrocytes will appear and cartilage and
fibrous tissue will not be formed.

e Though there are many different growth factors responsible for many different mechanisms,
we will model them with two generic growth factors types. The first type consists of
different growth factors secreted by platelets and the second to growth factors secreted by
osteogenic cells and osteoblasts.

3.2 Variables

The variables considered in this model can be divided into three categories:

e 3 cell types:

— c: platelet density in 108%

. : : : 6 cells
— m: osteogenic cell density in 10°<7

. : : 6 cell
— b: ostoeblast density in 10°<7#
e 2 (generic) growth factor types:
— s1: platelet derived growth factor in 1009

— s9: osteogenic derived growth factor in 10074

17



18 CHAPTER 3. MATHEMATICAL MODEL

e 3 components of extracellular matrix

— wvy: fibrin network volume fraction
— Uy woven bone volume fraction

— v;: lamellar bone volume fraction
Further we also have the concentration of adsorbed proteins p, this will however be a known
function of space and time so this will not be a model variable.

Note that the densities have been scaled to a characteristic value (i.e. 108%) so that they
are dimensionless variables. The volume fractions of the components of extracellular matrix are
between 0 and 1, and their sum is always equal to 1.

3.3 Computational domain

Throughout this model we will consider a dental implant that is drilled into the jaw with a metal
screw (Figure 3.1).

Figure 3.1: Left: X-ray of a dental implant fastened to the jaw with a metal screw. Right:
schematic view of the dental implant between other teeth.

In the one dimensional case we will consider a small strip with a length of 0.6 mm, with the
bone surface on the left and the implant surface on the right (see Fig. 3.2).

In the two dimensional case we will consider a rectangular area with a length of 1.4 mm and a
width of 0.6 mm, with the left boundary as the bone surface and all other boundaries as implant
surfaces (see Fig. 3.4). This is slightly different from the computational domain used in [Moreo,
2008], who used a trapezium area (see Fig. 3.3)
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Figure 3.2: Computational domain in 1-D
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Figure 3.3: Dental implant and the accompanying computational domain in 2-D used by Moreo
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Figure 3.4: Computational domain in 2-D
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3.4 Partial differential equations

3.4.1 Platelets, ¢(x,t)

dc
i V-] D:;Ve —H.cVp|— Acc (3.1)
Diffusion Taxis Death

The flux consists of two terms: the first one is diffusion due to random migration of platelets,
the second one models the movement of platelets towards a surface of adsorbed proteins by a
linear ’taxis’ (directed movement of cells) term. The last term simply models the cell death.

3.4.2 Osteogenic cells, m(x,t)

om
— =V- [ D, Vm — m(Bm1V31 + BmQVSQ) ]
ot N——
Diffusion Chemotaxis
Om S Am, S (6% S
+<amo+ UL me2 >m(1—m)—mb1 m — Apm
Bm+31 ﬂm+52 me"’sl S~—~—
Death
Proliferation Differentiation

The flux once again consists of a diffusion term and a linear taxis term. The taxis term models
positive chemotaxis, cell movement towards high concentrations of growth factors 1 and 2. The
third term models proliferation enhanced by the presence of growth factors 1 and 2. The fourth
term is the decrease in concentration due to differentiation of the osteogenic cells into osteoblasts,
which depends on the concentration of growth factors 1. The last term once again models cell
death.

3.4.3 Osteoblasts, b(x,1)

ob st

— = ——————m — Apb 3.2
ot ﬁmb + 51 \Ii'/ ( )
S——— Death
Differentiation

Osteoblasts are not mobile and can only form at a place due to the differentiation from osteogenic
cells, represented by the first term (this is the counterpart of the same term in the equation for
osteogenic cells). The last term represents the differentiation of osteoblasts into osteocytes once
they get trapped in the extracellular matrix.

3.4.4 Growth factors 1, s;(x,1)

0s1 Q151 Q252
—— =V .-[DsxqVsy |+ c—Ags 3.3
gr =V [Da¥s] (ﬂdm B 52 ) O 0 (33
Diffusion Decay
Secretion

The growth factor flux is determined only by linear diffusion. Growth factors 1 are secreted by
platelets as indicated by the second term. The secretion itself can be enhanced by the presence
of both growth factors 1 and 2. The last term represents the natural decay of growth factors.
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3.4.5 Growth factors 2, sy(x,1)

0sy Q282 Qp252
—— =V .| DypVsy | + ———— —— = b—Agps 3.4
ot | 22 ! Bm2 + 52 Bug + 59 22 (3:4)
Diffusion Decay
Secretion

This equation is very similar to the one for growth factors 1, the only difference lies in the second
term. Growth factors 2 are secreted by osteogenic cells and osteoblasts and the secretion is only
enhanced by growth factors 2.

3.4.6 Fibrin network volume fraction, v(x,t)

vy Q2

ot PBu+ s

Woven bone production

bup(l — vy) (3.5)

Fibrin network is assumed to be covering the whole area at the start of the process. As os-
teoblasts begin producing bone tissue this fibrin network is slowly substituted. The production
of bone tissue can be enhanced by growth factors 2.

3.4.7 Woven bone volume fraction, v,(x,t)

vy D)
— = ——bv(l — — 1-— 3.6
ot ﬁw + 89 ’Uf( Uw) ’Y’Uw( Ul) ( )
- Bone remodelling
Production

Obviously this equation contains the counterpart of the fibrin network equation. The other term
models the slow substitution of woven bone into lamellar bone by the bone remodelling process.

3.4.8 Lamellar bone volume fraction, v;(x,1)

8(91: = quu(l =) (3.7)
—_——

Bone remodelling

Lamellar bone can only be formed from woven bone and the term is the counterpart of the bone
remodelling term in the equation for the woven bone volume fraction.

3.4.9 Protein concentration, p(x)

We define y = minyer, {||x — y||}

p(x) = { 53(0.1 —Y) z ; 8:1 (3.8)

The protein concentration is a linear function of the distance from the implant surface I';. At
the implant surface it takes a value dependent of the microtopography of the implant surface,
then it decreases linearly to zero at a certain distance from the implant surface. In the rest of
the area the protein concentration is assumed to be zero.
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Figure 3.5: Boundary conditions of the 2-D computational domain

3.5 Initial and boundary conditions

At all surfaces zero flux is assumed, since no movement is possible through either bone or implant
surface. Only for the osteogenic cells a Dirichlet condition is taken for the first 14 days, when
these cells migrate into the domain from the bone marrow. After these 14 days the zero flux
condition is also placed for the osteogenic cells.

(D Ve(x,t) — Hee(x,t)Vp(x)) -m=0 xel, te(0,00) (3.9)
D Vsi(x,t) - n=0 xel, te(0,00) (3.10)
D Vsy(x,t) - n=0 xel, te(0,00) (3.11)
m(x,t) = 0.2 x eI, te(0,14] (3.12)
(D Vm(x,t) — m(x,t) (Bmn1Vsi(x,t) {x eT\I'y, t € (0,14]
+BnaVsa(x,t))) - n=0 Uxel, te(14,00) } (3.13)

As initial conditions all concentrations are relatively low, with the exception of the platelet
concentration. The volume fraction of the fibrin network is initially 1 (the whole domain is filled
with fibrin network), whereas all other volume fractions are zero:

c(x,0) = 0.25, (3.14)
m(x,0) = 0.001, (3.15)

b(x,0) = 0.001, (3.16)
s1(x,0) = 0.01, (3.17)
55(x,0) = 0.01, (3.18)
vf(x,0) =1, (3.19)
v (x,0) = 0, (3.20)
v (x,0) = 0. (3.21)

3.6 Parameters

The parameters are esimated from different in vivo and in vitro experiments, [Prokharau and
Vermolen, 2010] propose the following parameters based on estimations made by [Moreo, 2008]:
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Dm =0.133 &

day
—0.25 -
ay
apo —0.167 day
Ap =210 L
2
Dy =03 mm
_ 1
A = 10 Wy
2
Dy =01 mm
_ 1
apy — 25 day
_ 1

H, =0.333 Jom

B, —0667 mm?

day
= 0.25 day
= 0.333 gL
e = 66.7 7
562 =0.1
=25 day

ﬂbQ =0.1

Bw = 0.1

Ae=0.067 &

By, —0167mm

day

By = 0.1
Bmp = 0.1
/Bcl =0.1
Aq =10 2
Bm2 =0.1
Ayp =10 Wy

=0.01 g4
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Chapter 4

Simulations using FVM

First the finite volume method (FVM) will be used in 1 dimension to derive a discretization of
the spatial part of the PDEs presented earlier. After the discretization time integration will be
done using the IMEX method and results of these simulations will be presented and interpreted.

4.1 Spatial discretization

The discretization will be done using the finite volume method, with the domain being the
interval representing a cross-section of the domain from the bone surface to the implant surface
(see Fig. 4.1). The interval is divided in equal subintervals ex, k = 1,..., N, with a nodal point
x1 with function value ug exactly in the middle of each subinterval. The length of each interval
will be called h

Figure 4.1: 1D domain for the FVM-discretization

The discrete equation is derived by integrating the whole PDE over each subinterval ey.

4.1.1 General discretization of common terms

We will start with some general discretizations for terms that frequently appear in the partial
differential equations presented earlier.

Partial time derivative

Taking the integral over the first partial time derivative, we can use the fact that the integral
and derivative are interchangable because the integral is taken over space and the derivative
over time. With the midpoint rule the discretization becomes:

ou d d duy,
ngdv—ﬁ enudea(hun)—hﬁ

e

25
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Diffusion
Diffusion is the random movement of particles in time, resulting in the spreading of this particle

over a region. Diffusion is usually modeled by Fick’s law:

— =D, V?
o VZu

The rate at which the spreading takes place is given by the diffusion coefficient D,,. Assuming
that D, is constant we take the integral over the test volume and apply Gauss’s theorem:

3

(Up—1 — 2Up, + Upy1) = D(u) (4.1)

ou

[ -y =, %r:Du(au _ ou
€En FE 8.’1:

de,, ON ox

Up+1 — Un Up—1 — Un

~
~

>

h h

>

u

=]

where the derivatives are approximated with central differences.

Death or decay

Cell death or growth factor decay is modeled by a decrease linear to the concentration itself by
a factor A,:

ou
= A,
ot "
Taking the integral over the test volume:
—/ A dV = —Au/ udV =~ —hA,u, = M(u) (4.2)

where the integral is approximated using the midpoint rule.

Proliferation or differentiation

Proliferation and differentiation of a density or volume fraction u is modelled by a logistic growth
term enhanced by a different density or volume fraction v:

ou )
- = u
ot Bu+v

Taking the integral over the test volume:

QU Uy U,
dV = h n = , 4.3
en 5u+vu Bu‘i‘vnu P(u U) ( )

where the integral is once again approximated using the midpoint rule.

Linear taxis or chemotaxis
Directed movement of cell type u in the form of a linear taxis term is modeled by an advection

term along the gradient of another concentration v:

ou
i V- (—uH,Vv)
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Taking the integral over the test volume and using Gauss’s theorem:

/ V- (—uH,Vv)dV = —H, u@dF
en den, on
] o
ox I'g ox Ty
Up+1 + Up Upt1 — Un Up + Up—1 Vp—1 — Un
~—H,
e

H
= _7; [('Un—l - 'Un) Up—1 + (Un—l — 2vp, + Un+1) Un

+ (Vnt1 — Un) Unt1] = H(u,v) (4.4)

where the derivatives of v are approximated with central differences.

4.1.2 Platelet concentration

gjzv-[DCVc—Hc cVp | — A
dep,
%%:D@+%@m+M@

E

(en—1 — 2¢n + Cnt1)

H,
- 27}; [(pnfl - pn) Cp—1+ (pnfl - 2pn +pn+1) Cn + (pn+1 - pn) Cn+1} - hAch (45)

Bone surface boundary condition

Oc Jp
Dem— — Heem = 0, r 4.
o 5, 0, xely (4.6)
Discretization: o —c c1+copr—p
pé—c _ ga 0°1 — PO _ 4.
2 2 =0 (4.7)
D. H. _ (D Hc
(h 9 (p1 —P0)> 1= (h 5 (1 p0)> o (4.8)

Define %m = (C, so that cg = C¢y. Then the equation for n = 1 can be written as:

dc D, H,
thtl =5 (c2—=(2—-C)c1) —hAccr — o7 [c2(p2 — p1) +c1(p2 — (24 C)p1 + (1 + C)po))]
(4.9)
Implant surface boundary condition
Oc Op
Dca—n — Hcca—n =0, xely (4.10)

Similar to the derivation of the left boundary we define ggi;gﬁg Zﬁiz :g = (', so that ¢, 11 = Cey.
Then the equation for n = N can be written as:

dc D,
chfV == (en—1— (2= C)en) — hAsen

_ % len—1(pn—1 —pN) + en(pv—1 — (24 C)py + (1 4+ C)pn41))] (4.11)
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4.1.3 Osteogenic cells

0
a—’? =V [DnVm — m(Bm1Vs1 + BrnaVsy)]
amS1 QS92 AmppS1
+ | amo + + m(l—m)— ————m — A,;m
( 0 /8m+51 5m+52> ( ) ﬁmb+51
dm,,
h Z; = D(m) + H(m, s1) + H(m, s2) + (@mom + P(s1,m) + P(s2,m)) (1 —m)
— P(s1,m) + M(m)
Dy,
= T (mnfl - 2my, + anrl)
Bml
o [(81n—1 = S1n) Mn—1 + (S1n—1 — 251, + S1n41) Mn + (S1nt1 — S1p) Mpt1]
B,
- Thz [(82n—1 — 520) Mp—1 + (521 — 282y, + 82n+1) My + (8241 — S2n) Mint1)

QAmSin QAm S2n AmbSin
+ ( hamompy + h———"-m,, + h——"m > 1—my) —h—""""m
< e Bm + S1in " Bm + Sop, " ( n) 5mb + Sin

— hApmn, (4.12)

Bone surface boundary conditions

{ m(x,t) =0.2 , xeTly, te(0,14] (4.13)
D22 — Bpym%t — Bom%2 =0 |, x €Ty, t € (14,00) ‘
Dirichlet boundary condition, ¢ € (0, 14]
Using linear interpolation the boundary condition becomes:

w =02 = mp=04-—m (4.14)

Inserting this into the first equation n = 1 and taking into account the zero flux boundary
conditions on growth factors 1 and 2 (s17 = s1¢ and s21 = s2¢), the equation becomes:
ml m2

dm D,, B
7151 = 7(0.4 —3my +mg) — %(512 — s11)(m1 +ma) — 2h

amS11 amS21 AmbpS11
+h<a 0+ d + >m1 1—mq) — h———my — hA,,m 4.15
" Bt sin o Bt sa ( ) Bumb + 511 mima - (4.15)

(820 — s21)(m1 + m2)

Neumann boundary, ¢t € (14, 00)

Applying the Finite volume method to the flux term of the boundary element at the bone
surface:

D0 = V- [Dme — m(Bm1V81 + BmQVSQ)] dv
\%1
om 0s1 089 om 0s1 089
= |D,,— — Bjpyim—— — Byam—= — | Dypyy—=—— — Bjpim—— — Bpam——=
[ on 1 on 2" on ] 'y [ on 1 on 2" on ] Ty
om 0s1 0s9
= |D,,— — Bjyim—— — Byaom—=
on 1 on 2 o ] o
D,, B,
~ = (me —ma) - Thl(mQ—i—Tm)(Sm—811—1—822—821) (4.16)
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Adding the production, differentiation and cell death terms the equation for n = 1 becomes:

dmq Dy, B

hW = T(fmz —mq) — ~h (ma(s12 — 11 + S22 — S21) + mi(s12 — s11 + S29 — S21))
amS11 amS21 AmbS11

+ ( hamomi + h————mqy + h————mq | (1 —m1) — h—————mq — hA,m

< T B s B s 1>( ) B + 511 m
(4.17)

Implant surface boundary conditions
om 0s Os

Dy = Bmlma—nl - Bmgma—; =0, xeTly te(14,00) (4.18)

Similar to the case of the bone surface boundary condition, the last equation becomes

@_%(m D
a  nh NN T

+ <ham0 +h Am3IN +h Om2N > my(1—mpy) — hiambsuv my — hA,,mn

[(mn +my_1)(s1y — Sin—1 + S2n — S2n—1)]

Bm + s1N8 Bm + s2n Bmb + 1N
(4.19)
4.1.4 Osteoblasts
8[) AmpS1
— =" _m — Apb
O~ Bp+s1
db,,
hﬁ = P(Sl, m) + M(b)
OmpSin
=h——"-m, — hApb, 4.20
ﬁmb + Sin ’ ( )

4.1.5 Growth factors I

0s1 Q181 Q252 )
L —V.[DuVs |+ + c—Ags
ot [ DorVsu ] </Bcl +51 B2t s2 ah
dsip
h Z = D(s1) + P(s1,¢) + P(s2,¢) + M(s1)
Dy, Qc1S1n Q252
- -2 h , n—hAg s, (421
h (sln 1 Sin +51n+1> + Bcl +31nc BCQ —I-Sgnc 151 ( )

Bone surface boundary conditions

0s
Dsla—n1 =0, xeT, (4.22)

Similar to the case of the osteogenic cells the flux term of the first volume can be written as:

q’sm = V. (D31V81) dav
Vi
(% _ % \_p, 9
— 5 on rp  Onip, 7 o Ty

~ 751(312 — s11) (4.23)
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Adding the production and decay terms, the equation for n = 1 becomes:

dsiy  Dg Q1811 Q2521
h—— = — — h—— ——=—¢1 — hA 4.24
dt h (512 —sm) + B+ " Baten | s (4.24)
Implant surface boundary conditions
881
— =0, el 4.25
sl on X i ( )

Similar to the bone surface boundary condition, the equation for n = N becomes:

hdslN D Q151N Q282N

T T(SIN—l —s1N) + hm@v + hmﬁv — hAss1y (4.26)
4.1.6 Growth factors II
% = V-[ DuVsy | + B::f; ﬂj;bf;b — Aus
hdf;” — D(s3) + Pls2,m) + P(s2,b) + M(ss)
- D;Q (8271 — 2829 + Sonp1) + h%mn + h%bn —hAs,se,  (4.27)
Bone surface boundary conditions
DSQ% =0, xeT (4.28)

Similar to the boundary condition for Growth factors I, the equation for n = 1 becomes:

dszy  Dg Qm2821 Qp2521
— = — h—— h—————b; — hA 4.29
dt h (o2 =) + Bz + 521 " Bya + 521 252 (4.29)
Implant surface boundary conditions
0s
DSQTS =0, xely (4.30)

Similar to the boundary condition for Growth factors I, the equation for n = N becomes:

dsasny  Dg m282 N p252 N
= — = h——" h—————by — hA, 4.31
7 . (san—1 — S2n) + s + SQNmN + By + oY 259N (4.31)
4.1.7 Fibrin network
Ovy OS2
e bus(1 — vy
ot Bw + 82 Uf( ! )
dv
h—In — P(s2,b)vp(l — vy)
dt
= B2 v (1= vy,) (4.32)

Buw + S2n
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4.1.8 Woven bone

Ovy, Qg S2
= b 1 —wvy) — Yvu(l —
at ﬁw + 52 Uf( v ) 7” ( vl)
dvyn,
h e P(s2,b)vf(1 — vy) — YV (1 —v7)
= B2 v (1= vy, ) — By, (1 — 1, (4.33)
w + S2n

4.1.9 Lamellar bone

v
877: = vy (1 — o)
h% = hyvu, (1 —vy,) (4.34)

4.2 Time integration

Time integration was done with the Implicit-Explicit (IMEX) method, a hybrid form of implicit
and explicit time integration methods. For every appearance of u, a decision has to be made
whether to evaluate it on the current or the next time step. If u,, is evaluated at the current time
step, the value is known and evaluation of the corrector is easy; this corresponds to an explicit
method. If u,, is evaluated at the next time step, the value is unknown and has to be solved from
the resulting equation; this corresponds to an implicit method. The main disadvantage of explicit
methods is the high stability requirements for the time step, whereas implicit methods are
unconditionally stable. The main disadvantage of implicit methods is that the resulting equation
is usually non-linear and requires a numeric scheme (Newton-Rhapson, Picard iteration) to solve,
which can be very time consuming.

To prevent having to use very large matrices, all variables other than the variable being time
integrated are taken on the current time step. By doing this no coupling is needed, so all
variables can use their own discretization matrix of size N x N (instead of possibly 2N x 2N or
even 3N x 3N).

Platelet concentration

The only model variable present in this equation is ¢ (p is a known function of x) and since no
non-linear terms are present, all ¢, are taken on the next time step to achieve the best stability
characteristics.

(‘ZH - C?f:;, De i1 i+1 i+1 H, i+1 i+1
hT = 7 (Cn,fl - 2Cn + Cn,«H) + % [(pn—l - pn) Cn—1 + (pn—l - 2pn +pn+1) Cn
+ (Pnt1 — pn) (77;;11] — hAc(:ffl (4.35)

Osteogenic cells

There are three model variables present in this equation: m, s; and s3. s; and sg are taken on
the current time step, for reasons mentioned earlier. The only m that is taken on the current
time step appears in the proliferation term, to prevent the quadratic term that would otherwise
appear.
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mitl — mt D

n n __ m 1+1 i+1 i1
h—t— = - (2 = 2m ™ L)
Boi o o . . . , , o
L1 Lt ot L1 L1 L1 i1 ) AN S |
- 2% [(‘51n71 - ‘5171,) my,_q + ('517171 - 2'5171 + '51n+1) m, =+ (‘51n+l - 5171) My,
Bma [ i i i+1 i 250! i i+1 i ) 7‘,) i+1
- 2h (8271—1 - 5277) m,_1 + (8271—1 — 452y + 8277,—1-1) my, + (5277,—&-1 — 82 m’n,+1
(e% Sli « Sgi ; ; « bSli
+h (amo 4y R ) (L= ml) — ——ml T — hAgmmy
Bm + Sip, Bm + S2p Bmp + S1y,
(4.36)
Osteoblasts
b7+1 bi QS 1 .
pln On . _OmbSin_ i g g gl (4.37)
At me + Sln
Growth factors 1
+1 .1 i+1 )
‘51;1 — S1n Dy i1 1 i+1 CQc1S1y R Q252 4 )
h="x === (s, = 250, s i) F oo b e, — hAas T (438)
t h Bcl + s11, /802 + s2;,

Growth factors II

i1 L,(’i D p U5 S i+l ) o il
m S ” 2 n
Fibrin network
v 141 —v ) o i . ‘
h = At = - /8 U_J:Z;;i b%’l}/?q(l — Vw n) (440)
w 2an
Woven bone
VT — vy Qwsal o .
h= At = B u-}i— 5‘2/1' b f”(l — Vuy ) hyvw, (1 — ) (4.41)
w +
Lamellar bone
1L+1 - "Ul 1
h”Tt” = hyvel (1 — vt (4.42)

4.3 Implementation

After spatial and time discretization have been done, we are left with a system of the form (with
u the vector containing all model variables and v the vector containing just one of the model
variables, e.g. ¢, m):

— v+ SVt 4 T(u)vit + f 4.43

M Atv + SV 4 T () v + f(u') (4.43)
with M, S, T matrices and f a vector. The matrix M is known as the mass matriz and the sum
of matrix S and T is known as the stiffness matriz. Notice that M and S are constant matrices,
whereas T and f vary with time. Seperating vi*! and v*:

<ft 5 T(u )) vt = v ) (4.44)

]
]
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Leading to the final expression for vi*!

vitl = <ft -5 T(ui)> - <AMtvi + f(ui)) (4.45)

This would require an evaluation of a matrix inverse at each time step, which is not very time
efficient.

Alternatively another choice in the IMEX method can be made: take all non-linear terms
(including terms that have some combination of different model variables) at the current time
step. This would lead to the following system:

M i M

M _ M i+1 i\ i
Y Y + SV 4+ T(u")v' + f(u') (4.46)

note that 7T'(u®) is multiplied with v’ instead of v**! now. This would result in a much easier

form to calculate: .
. M - M . ) )
i+1 _ 7 ) %
vt = <At S> <<At+T(u)>V +f(u )) (4.47)

requiring that the matrix inverse only has to be calculated once at the start. The equations for
this particular implementation for the IMEX method (similar to Eq. (4.35) to (4.42)) can be
found in Appendix B

In summary, there are now two different approaches of implementing the IMEX method. In
the first approach variables were only taken on the current time step if non-linear terms in the
equation variable (i.e. ¢ in the platelet equation, m in the osteogenic cell equation, etc.) would
otherwise arise, in the second approach all terms that had two or more system variables (i.e.
the set of all variables {c¢,m,...}) were taken on the current time step. So in the first method
much more variables are taken on the next time step, then in the second and therefore it is in
the line of expectation that the first method will behave more like an implicit method (allowing
bigger time steps) than the second method.
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4.4 Results

4.4.1 Comparison of the 2 IMEX methods

The two IMEX methods described in 4.2 are compared with the parameters: nx = 200, dt = 0.5
and T4 = 10. The results for method 1 are shown in Figure 4.2 and the results for method
2 are shown in 4.3. The numerical scheme for the first method is instable and for the second
method it is stable. The second method also is also faster by a factor 2, because there are a lot
less matrix inversion operations. So only the second method will be used from now on.

Method 1:
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Platelets
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Figure 4.2: Cell densities and volume fractions of the model variables with the 1st IMEX method.
nx = 200, dt = 0.5 and T4, = 10. This numerical method is instable.

Method 2:
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Platelets Osteogenic cells
15 T - . . 6-
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Figure 4.3: Cell densities and volume fractions of the model variables with the 2nd IMEX
method. nx = 200, dt = 0.5 and T},4, = 10. This numerical method is stable.
4.4.2 Comparison low vs. high surface roughness (2 months)

According to a literature study done by [Moreo, 2008] the microtopography of the surface in-
terface is of importance in the type of healing process. With low microtopography the bone
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development starts from the bone surface and with high microtopography the bone development
should start from the implant surface. This difference is caused by the protein concentration at
the implant surface, that stimulate different processes as mentioned in Section 2.3. 2 simula-
tions have been done with n, = 200, dt = 0.02, T)a; = 60 and ps (see Eq. (3.8)) respectively
0.1 and 0.5-£%;. The results for low microtopography are found in Figure 4.4 and for high

mm?

microtopography in Figure 4.5.

It is seen that the platelet concentration at the implant surface is about a factor 10 greater for
high compared to low microtopography, as can be expected from the linear taxis term. As a
result also the growth factors 1 go up at the implant surface and that in turn causes a osteogenic
cell density of about a factor 2 greater in the case of the high microtopography. The high bone
fractions are more clotted together at the implant surface in this case, but is only slightly higher
than in the case of low microtopography. In contrast the bone fractions a little further away
from the implant surface are much lower in the case of the high microtopography and it is seen
that the total bone volume is much lower as a result.
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ps = 0.1 (low microtopography):
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Figure 4.4: Cell densities and volume fractions of the model variables with low microtopography.

nx = 200, dt = 0.02 and 1,4, = 60.
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ps = 0.5 (high microtopography):

Platelets
20r
t= 0.000
t= 6.660
15} t= 13.320
t= 19.980
t= 26.640
10t t= 33.300
t= 39.960
t= 46.620
5l t= 53.280
t= 59.940
0

0 0.1 0.2 0.3 0.4 0.5 0.6
Distance from bone [mm)]

Osteoblasts
351
301
25¢

20+

0 0.1 0.2 0.3 0.4 0.5 0.6
Growth factors 2

0 0.1 02 0.3 04 05 06

Woven bone

04 0.5 0.6

0 0.1 02 0.3

04

0.3

Osteogenic cells

0.1 0.2 0.3 0.4

Growth factors 1

05

0.1 0.2 0.3 0.4

Fibrin network

0.1 0.2 0.3 04

Lamellar bone

0.5

39

Figure 4.5: Cell densities and volume fractions of the model variables with high microtopography.

nx = 200, dt = 0.02 and T4, = 60.



40 CHAPTER 4. SIMULATIONS USING FVM

4.4.3 Comparison low vs. high surface roughness (10 months)

The same comparison as in the previous section is done, but now over a time span of 10 months
to see the long term effects. Only the bone fractions are considered, since we are only interested
in the strength of the bone implant connection. The results for low microtopography are found
in Figure 4.6 and for high microtopography in Figure 4.7.

Generally the same lines are followed in this longer simulation compared to the simulation for
2 months. What does attrect attention is that the bone fraction at about 0.lmm from the
implant surface is still only about 0.7 for high microtopography, whereas it is about 0.9 for
low microtopography. The healing process for low microtopography seems to follow a much
smoother bone formation over the whole domain, instead of the very localised production at the
implant surface with high microtopography.

ps = 0.1 (low microtopography):

Total bone fraction (woven+lamellar)

t= 0.000
t= 33.200
08f t= 66.400
" t= 99.600
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t= 199.200
04l R t= 232.400
t= 265.600
t= 298.800
02
0
0 0.2 0.4 0.6
Woven bone Lamellar bone
08 - 08

06 \/-

Figure 4.6: Bone fractions of the model variables with low microtopography. nx = 200, dt = 0.02
and Tj,q. = 300.
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ps = 0.5 (high microtopography):

Total bone fraction (woven+lamellar)

0.000
= 33.200
0.8 = 66.400
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06 166.000
= 199.200
04 232.400
/ = 265.600
t= 298.800
0.2 R
0
0 0.2 0.4 0.6
Woven bone Lamellar bone

08¢ 08¢

Figure 4.7: Bone fractions of the model variables with high microtopography. nz = 200, dt =
0.02 and T4 = 300.
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Chapter 5

Simulations using FEM

The finite element method (FEM) is an excellent method to do calculations on complex shaped
computational domains in 2 or 3 dimensions. The FEM has proved to work particularly well for
calculations on mechanical stress. Since this mechanical stress will be combined with the model
of [Moreo, 2008] in later stages, the system of PDEs presented earlier will also be discretized
with FEM to provide a good basis for combining the two models.

First a short introduction to FEM will be given, for a more detailed explanation see [Van Kan,
2008].

5.1 Short introduction to FEM

5.1.1 Elements and basis functions

In the finite element method an 1 dimensional domain is divided into so-called elements ey, (see
Fig. 5.1), with nodal points xj and zj1 at the corners of each element.

Figure 5.1: 1D domain for the FEM-discretization

The function u(z) that has to be calculated on this domain, is estimated by a finite fixed set of
functions ¢;(z):

i) =) uidy(x) (5.1)
j=1

The functions ¢;(z) are called basis functions.

There are many possible choices for the set of basis functions, but we will only consider piecewise
linear basis functions that satisfy the following conditions:

1. ¢i(x) is linear in each element.
2. ¢i(x;) = 0i5, with 0;; the Kronecker delta function.

With these two requirements the functions ¢;(x) are uniquely defined (see Fig, 5.2).

Figure 5.2: 1D domain for the FEM-discretization

43
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5.1.2 Galerkin’s method and the weak formulation

To arrive at a discretized system for the PDE we apply the frequently used Galerkin’s method.
The first step is deriving the so-called weak formulation of the PDE. This is done by multiplying
the entire PDE with a so-called test function 1 and subsequently integrating the result over the
entire computational domain. Take as an example Poisson’s equation:

—Viu=f xe (5.2)
with boundary conditions
ou
ey =160 and G = 0a() (53)

Multiplying with the test function n and integrating over the domain ) results in

_/Qv2u.77dQ:/Qf-ndQ. (5.4)

The left hand side can be simplified with Gauss’s theorem together with integration by parts
(the result is also known as Green’s first identity):

—/v2u-ndQ:/w-vndQ—/ nVu - i dl’
Q Q T2
:/Vu-VndQ—/ go - n dl’ (5.5)
Q I'>

(To see this use the chain rule:
V- (nVu) = Vi - Vu + nVu. (5.6)

and use Gauss’s theorem after taking the integral over the left hand side.)

So after combining everything, the weak formulation becomes:

/Vu-VndQ—/ gg-ndF:/f-ndQ. (5.7)
Q Ty Q

Now the estimation for the function u(z) (Eq. (5.1)) can be filled into the weak formulation:

Zuj/v¢j.vnd9—/ gQ.ndF:/f-ndQ. (5.8)
e Q 'y Q

The last unknown is the test-function 7, which can be chosen arbitrarily. Subsequently letting

n be ¢;(x), i =1,...,n turns out to work very well, giving the following system of n equations:
j=1 Q I's Q

or, since we are working in 1 dimension (assuming without loss of generality that 2 = [0, 1]):

- b do; dg; 1 ’
]Z;Uj/o T;dx d$—92(1)¢i(1)=/0 foidr, i=1,...,n (5.10)

The integrals can be worked out either analytically or numerically, resulting in a discretized
system of equations which can be solved for the u;.
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5.1.3 Element matrices and vectors

The power of the finite element method lies in the orthogonality of the basis function. In
particular, for one dimension:

Q

which can easily be seen from Figure 5.2. More specifically the basis function ¢; is only non-zero
on the elements e; and e;41, so dividing the integral over whole €2 into integrals over all elements
we get:

/Q b1+ 6 dQ = Z T (5.12)

=17k

where the integral over the element ey, can only be non-zero if i € {k,k+ 1} and j € {k,k+ 1}.
It can easily be seen that this same rule also applies to integrals over derivatives of ¢; and ¢;.

Consider the first term of Eq. (5.10), but only integrate over the element e:

do; do; .
Z /d d; x, i=1,...,n. (5.13)

Only the equations with ¢ = k and ¢ = k 4+ 1 can contain non-zero integrals, so the system of
equations reduces to:

- dgi dg; / dgy, doy, / dey, doys1
; = —— —dx —_ d 5.14
Zuj/ dr dx u dr dz Uk e, dr  dx v (5:14)
dop i1 d¢g / doy ddri1 / dog11 dpri1
= —_ d d 5.15
Z / dx du Uk e, dx  dx S e dr  dx v (515)
which can be written as the matrix multiplication:
dey, d doy do
Jo, G do [, T da { uk } ‘ (5.16)
fek dq?;l dj;ck dx fek d(;zlk;l d‘@;—&-l dzx Uk+1
We define the left matrix as the element matriz S¢:
oy, doy g dy, A1 dx
= [ fekd&xﬂddfbk ; fekddficxﬂ d(%g‘k+1 d ] 47
fek dx fek dzx dx x

Since the set epy_; is a disjoint set and U}_;er = (1, it follows that by adding all element
matrices, the integral over the whole domain 2 is calculated.

While adding the element matrices, we of course have to take into account with which elements
u; the rows of S are multiplied; for an example of this so called assembly procedure see [Van
Kan, 2008, p. 102].

Similarly the integrals with just one basis function can be cast into the so called element vector
fe=. Using the last term of Eq. (5.10) as an example:

d
/ fd)l dl‘a = ]-a sy e = fek = [ffel}‘ifil 21‘] (518)
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5.2 Weak formulation and system of equations

Following the procedure from Section 5.1.2 we can derive the weak formulation of the system of
PDEs (Eq. (3.1)-(3.7)). The most important tool is Green’s first identity, which is basically a
combination of the Gauss’s theorem and integration by parts (see Eq. (5.5)):

/W (Vo) d /w Vo dQ+/¢ Vé-n (5.19)

Most boundaries in the biological model have homogenous Neumann Boundary conditions, in
which case the last boundary integral is equal to zero.

Platelet concentration
We start with the original PDE for the platelet concentration, Eq. (3.1):

oc

5% = V-(DNc—H.cVp)— A (5.20)

We multiply the PDE with a test function 7 and integrate over the whole domain €2:

/ n@ dQ = / nV-( D.Ne—H. cVp ) dQ — / nAcc dS2 (5.21)
o Ot Q Q

Applying Green’s first identity to the first term on the right hand side of Eq. (5.21) we get:

%dﬂ— /Vn-(DCVc—HC cVp) dQ—i—/n(Dch—HC ch)-ndI‘—/nAcch
Q T

(5.22)
But according to Eq. (3.9) the flux at the boundary is zero so the boundary term vanishes. This
gives the final expression for the weak formulation:

@ 0 = — / V- (D.Ve) dQ+ / Vi (HoeVp) dS— / nAuc dO (5.23)
Tou Q Q Q

Following the approach lined out in Section 5.1.2 we now approximate the function ¢(x,t) as a
linear combination of linear basis functions (Eq. (5.1)):

é(x) = ¢;j(x) (5.24)
j=1

and replace 7 consecutively with each of the linear basis functions {¢;}} ;.

This leads to the following system of equations:

d n n n
ch/msj dQ:—DCch/VqSZ--V(bj dQ+Hchj/(v¢i-vp)¢j Q)
@5 " Ja j=1 79 j=1 79
—Aczcj/qsmj dQ, i=1,....n (5.25)
j=1 /¢

which can be solved after evaluation of the integrals.

Osteogenic cells
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Weak formulation:

0
ai: dQ = / V- (D Vm) dQ+ / V- (m[Bm1 Vsl + BpnaVs2]) dQ
Q Q
amS1 A S2
+ mo + + 1-— dQ)
/ﬂn<a O B+ 51 ﬁm+82>m( m)
AmbS1
— ————m df) — / Apym d§Q 5.26
/Q "B + 51 Q. (5.26)
System of equations (i = 1,...,n):

d n n
dtzmj/ggzwj dQ:—Dmij/QVqSZ--VQSj s
j=1 j=

+ me/ [Voi - (Bm1Vsl + BpaVis2)| ¢ dQ

amS1 Am 52
+ m; i | oomo + + 1 —m) dQ2
JZ_; ]/sz¢¢j< 0 Bm + 51 5m+52>( )

-3 m, /Q di; ﬁa;”’_fll a0 — A, ij / Gid; A (5.27)
j=1 "

Osteoblasts
Weak formulation:
QmpSi
dQ) = / mdQ—/ Apb d) 5.28
/ Tor Q T B + Q e (5.28)
System of equations (i = 1,...,n):
AmpSi .
b; i d) = i mdQ— A b; 10 dS) 5.29
dtz /qbd)] /(bﬁmb b; J/Q¢¢J (5.29)

Growth factors I

Weak formulation:

) : c
ﬂ Q) = /vn Dy Vsy) dQ+/ ( Qerfl 2% )ch—/nASlsl dQ (5.30)
Q

Tat Ber +s1 Be2+ 52
System of equations (i = 1,...,n):
Qe
dtZsl | v0, a0 - Dslzsl | voi-vo, d9+231 [ o509 a0
Qe289C
+ i df) — Ay s./ ip; dS) 5.31
/Q%dm 1; | 6 (531)

Growth factors II
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Weak formulation:

/aS2dQ /vn

CHAPTER 5. SIMULATIONS USING FEM

Dy2Vss) dQ+/ _Gm2%2 dQ+/ dv252 bdQ—/nASQSQ 4
Q 52 Q Q

T B + B2 + 52
(5.32)
System of equations (i = 1,...,n):
Am2M
ipj dQY = Dy Vi -V, dQ i ds2
dt 82/¢¢] 2252/ 6 Vo, +232/¢¢]ﬁm2+82
ap2
+ i —— d§) — Ag , i@s dS) 5.33
/Sl¢¢]6b2+32 2;323/(2¢¢] (5.33)
Fibrin network
Weak formulation: 8
Uf QS92
dQ) = — bup(l —vy) dQ) .34
" | b1 ) (530
System of equations (i = 1,...,n):
d & / - ey S2
— ve | ¢ip; A= — ’U,/¢z¢ 1 —wvy) dQ 5.35
dt jz::l f; 0 J jz::l f; o ]B +s ( ) ( )
Woven bone
Weak formulation:
a w w
/ L Q) = / n Qw32 bup(l —vy) dQ — / YUy (1 — vp) dQ (5.36)
o Bwts2 Q
System of equations (i = 1,...,n):
vy S s
dtzv /@@dg /@ 2bfdQ Zv /@@5 QbfdQ
=) v, / Gy (1 —vy) d€ (5.37)
j=1 Q@
Lamellar bone
Weak formulation: 5
% dQ = / NyUy (1 — vp) dQ (5.38)
Q

System of equations (i =

1,...,n):

d n n
%Z% /Q pih; dQ = /Q Giyvw d2 = vy, /Q Gihi Ve dQ (5.39)
j=1 j=1



5.3. ELEMENT MATRICES AND VECTORS IN 1 DIMENSION 49

5.3 Element matrices and vectors in 1 dimension

In 1 dimension the linear basis functions ¢y, are defined by

LT frze (Tk—1, k)
Tk — Th-1
Or(x) = THHLTT o e (op oan1) (5.40)
T41 — Tk
0 otherwise

An example of a linear basis function can be seen in Fig. 5.3.

P,

Figure 5.3: Linear basis function in 1-D

A combination of analytical and numerical methods will be used to respectively evaluate and
estimate the integrals that appear in the systems of equations.

5.3.1 Analytical integral evaluation

There are two types of integrals that can be solved analytically:

/¢z‘¢j dx (5.41)
do; do;
/ - ch] dx (5.42)

Since we will later make use of element matrices and vectors it is only needed to evaluate the
integrals on an element e; = (xp,xk+1) on which only the basis functions ¢ and ¢y1 are
NoN-zero.

Integral (5.41)

Let h = xp41 — ) and assume without loss of generality that x; = 0, the integral (5.41) becomes:

Tl —x —x 1 [oe+t 115" &
/ek¢k¢k Z /0 nh z h2/0 z°dx % [3:3]0 3 ( )
Similarly the other integrals can be evaluated:
h h
[ aonde=5 and [ g do=g (5.44)
€L €k

So the element matrix for (5.41) is:

. hl2 1
st ] 545
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Integral (5.42)
For (5.42) we get:

doy. doy, /z’“+1 —-1-1 1 [Fes1 1
9Pk OOk g = e = dr = 4
/ekd:cd:nx s R RTTR), YT (5.46)
Similarly we find:
Aoy dpr41 1 / ddp41 dPr1 1
— der = —— d dr = — 5.47
/ek dv de T R 0 ), Tde dz T h (5.47)
So the element matrix for (5.42) is:
111 -1
€k —
- o

5.3.2 Numerical integral evaluation

All the remaining integrals can be seperated in three generic types:

[ @165 f @) do (5.49)
[ttt do (5.50)
doi(z) Of (x,t
/d;)éx)@(x) do (5.51)
where f(x,t) is some function of x and ¢, e.g. % in the equation of the osteogenic cell

concentration. Once again we are only interested in forming an element matrix or vector, so the
integral will only be evaluated over an element e, = (2, Tgt1)-

(5.49) and (5.50) will be estimated using the Newton-Cotes rule of degree 1, also known as the
trapezoid rule:

2

Newton-Cotes is often chosen in finite element analysis, because it makes optimal use of all
available nodal points inside an element, in this case the two nodal points z; and zg1.

b —a
/ f@)de =~ = (f(a) + £ ) (5.52)

Integral (5.49)
With h = zj41 — 2} and using the fact that ¢;(z;) = d;; (see Section 5.1.1):

/ O (0,1)

~ D (Oun) 1) (w1, 1) — Ouri)Ouop) i, 1) = o F i, ) (5.53)
/ Ok (@)1 da

~ (k) ks ()11, 1) — O (k1) ks (1) (1,1)) = 0 (554)
/ Gra(@on (@ ) de

~ g (Drg1(zr)Prr1 (@) f(Tr, 1) — Prr1(Trg1) Prr1 (Try1) f(Try1, ) = gf(ﬂ?kﬂ,t) (5.55)
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The element matrix for (5.49) becomes:

er __ ﬁ f(xkvt) 0

Integral (5.50)

Integral (5.50) can be estimated similarly with Newton-Cotes:

Ou(2) (2, 1) di = f (o, 1) (5.57)
[ @) do s . (55%)

with the element vector

er __ E f('rknt)
;= 2 [f(%ﬂﬁ)] (5.59)

Integral (5.51)

Integral (5.51) is a little bit harder to evaluate because of the presence of an derivative. Since
the function f(z,t) is in this case always known in x; and zx1, the derivative can be estimated

with central differences. Now there is only one function value (% (%)) available, so the

trapezoid rule can no longer be used and we have to step down to the midpoint rule:

b
/ f@)dz ~ (b—a)f <“‘2”’> (5.60)
Defining 1= % the necessary function values of the linear basis function are:
1 doy, dgp+1 1
d)k'(xk-i-%) = ¢k’+1(xk+%) — 5 and % = — d;[}+ = E (561)
Applying central differences to f(z,t) in x, we get:
dgr(r) Of (2, 1) ., 4ok f(@p,t) = f(@p41, )
/ek dx oz Or(z) dv ~ dx (x’”%) h qﬁk(x’“%)
o f(:Ek)t) - f(l‘k-‘rbt)
= 5 (5.62)
doy(z) 0f (z,t) _ f(ag,t) = f(xrt1,t)
/ek Ta op omn@drs e (5.63)
ddp+1(z) Of (@, t) f(zp,t) — flzp,t)
R — .64
/ek dix op ov@de oh? (5:64)
ddp+1 () Of (@, ) o J@k,t) = f(@hya,t)
/ek dx oz O (@) do 2h? (5.65)

So the element matrix for (5.51) becomes:

er f(x/ﬂt) - f(xk l,t) 1 1
St = 572 — [_1 _1] (5.66)
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5.4 Element matrices and vectors in 2 dimensions (triangular
elements)

The extension of the linear line element in 1 dimension is the triangle in 2 dimensions (see Figure
5.4).

X;

X,
X

Figure 5.4: Element e; with nodal points x;, X2 and x3.
The linear basis function satisfy the following two rules similar to the 1 dimensional case:
1. ¢i(x) is linear in each element.
2. ¢i(x;) = 0;5, with ¢;; the Kronecker delta function.

In Figure 5.5 one such linear basis function can be seen.

Figure 5.5: Linear basis function in 2-D

With these requirements the basis functions are uniquely defined. On the element e with nodal
points x; = (z;,yi), ¢ = 1,2,3 (see Figure 5.4) the basis functions are given by (see [Van Kan,
2008, p. 108] for a derivation):

6100 =1+ X (& — 1) — 1) + 5y~ )3 — ) (5.6)
620 =1+ 5 (&~ w2) s — 91) + 5 (9 — )1 — ) (5.6%)
6300 = 1+ 1z~ 2)(3n — ) + X (v — )2 — ) (5.69)
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where A is thetwo times the area of the triangle:

A= |(z2 —21)(ys — y2) — (y2 — y1) (23 — 2| (5.70)

Note that this only defines one of the six pieces of the linear basis function, since there are 5
other elements where the basis function is non-zero (see Figure 5.5).

Once again the integrals that appear in the system of equations from Section 5.2 have to be
respectively be evaluated and estimated by analytically or numerically.

5.4.1 Analytical integral evaluation

The same two types of integrals as for the 1 dimensional case can be solved analytically:

[ 605 a0 (5.71)

de; do; dob; d
/wi.vgﬁj dQ:/dgi;;dx+ j jﬂ y (5.72)

Since we will later make use of element matrices and vectors it is only needed to evaluate the
integrals on an element e; with nodal points x1, xo and x3 and accompanying basis functions

$1(x), p2(x) and ¢3(x).

Integral (5.71)

The element matrix for (5.71) is

2
s =21
1

1 1
2 1. (5.73)
24 1 9

for a method to derive this result, see [Van Kan, 2008, p. 111].

In practice the result above is seldom used. It is often more efficient to use a method called
lumping where Newton-Cotes is used to approximate the above integral. The advantage is that
the mass matrix (see Section 4.2) becomes diagonal, which greatly reduces computing time by
making certain matrix inversion needed in the simulation a lot easier and faster. To calculate
this lumped matrix simply use Eq. (5.79) with f = 1.

Integral (5.72)

For (5.42) we get:

dey deéy _/ 1 1 yg—y32/ B yz—yg)
/ek i dr = 5 A(yg y3) - A(yg y3) dx = dr = (5.74)
1

JIE Ty v
€Lk dy dy (ikA

using fek aQ =5

— 2 _ 2
)l — ) dy = gl [ gy (0 ‘”2) (5.75)
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Similarly all other integrals with Vo1, V¢o and Vg3 can be calculated and the element matrix
for (5.72) is

y2 — y3)? + (23 — 22)?

(y2 —y3) + (v1 — x3) (23 — 72)
(y2 — y3) + (3 — 22) (22 — 21)
)+

(3 — 362))(361 —x3) (y2 —¥y3)(y1 — y2) + (23 — 1‘2)E$2 — 1)

2 (y3 —y1)(y1 — y2) + (x1 — x3)2x2 —x1)| (5.76)

sesz

(
A Y3 _yI;

(

(3/1

(y2 - y3)(y3 — N
(y3 —y1)* + (21 — =3
(y1 — y2)(ys — y1) + (22 — 71) (21 — 23) (y1 — y2)? + (z2 — 1)

For implementation it is easier to rewrite this matrix using the matrix D that approximates the
gradient of all basis functions:

( ) 1 Y2 —Ys I3 — T2
Vo(x)| ~ N e D (5.77)
( ) Yir — Y2 T2 —I1

so that the element matrix can be written as a matrix multiplication:

A
S =3 D- DT (5.78)

5.4.2 Numerical integral evaluation

All the remaining integrals can be seperated in three generic types:

/[¢M(X)¢j(X)f(X,t)cﬂ? (5.79)
/d)i(x)f(x,t) dQ) (5.80)
/ (Vu(x) - V(1)) 6;(x) d2 (5.81)

where f(x,t) is some function of x and t. Once again we are only interested in forming an
element matrix or vector, so the integral will only be evaluated over an element ej.

Integrals (5.79) and (5.80) will be estimated using the Newton-Cotes rule of degree 1 in 2
dimensions:

/ Fx) A2~ 2 (1) + T + 1) (5.82)

Integral (5.79)

Making use of the basis function’s property ¢;(x;) = d;;:

/ ¢i(x)p;(x) f(x,t) dQ

~ % (¢i(x1)pj(x1) f(x1,t) 4+ Pi(x2)Pj(x2) f (X2, 1) + Pi(x3) P (x3) f(x3,1))

A ap s .
_J §fxit), ifi=j=1,2.3
{ 0, otherwise (5.83)
The element matrix for (5.79) becomes:
A f(Xla t) 0 0
Sk — E 0 f(XQ,t) 0 (584)

0 0 f(xs,t)
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Integral (5.80)

Integral (5.80) can be estimated similarly:

A
[ o xt) dx (585)
with the element vector
A f(Xl’ t)
g =2 | F0.0) (5.56)
f(Xg, t)

Integral (5.81)

Integral (5.81) contains a gradient that first has to be calculated. Since the function f(x,t) is
known in X1, x9 and x3 the gradient can be estimated by a generalized form of central differences:

Xl,t)

Llya—ys ys—uy1 41—y I
Vf<X, t) - A [1'3 — X2 1 — T3 T2 — X1 E§273
39

_ 1 [(y2 —y3) f(x1,t) + (y3 — 1) f(x2,t) + (41 — y2) f(x3, 1) (5.87)
A (x5 —z2) f(x1,1) + (21 — 23) f(X2, ) + (22 — 1) f(x3, ) '

Using the gradient matrix of the basis functions D (Eq. (5.77)) we can write Eq. (5.87) in a
much simpler form:

Vf(x,t)~ DT - f (5.88)
where f = (f(x1,t), f(x2,t), f(x3,¢))T.

Next the midpoint rule in 2 dimensions can be applied:

/ f(x) dt~ %f (W) (5.89)

Defining x = %ﬁxd the necessary function values of the linear basis function are:

1 x[yo —ys w3 — o], ifi=1
(252(}_() = g and V¢; = % [yg —Y1,T1 — 1‘3] , ifi=2 (590)
<[ —yoowe — ], ifi=3
Applying 2 dimensional central differences to f(x,t) in z, we get:
ax (Y2 = y3) fu(x, 1) + (23 — x2) fy(x, 1)), ifi=1
/ Voi(x)Vf(x,1)¢5(x) d2= 35 (43 — 1) fa(x, 1) + (21 — 23) fy(x,1)),  ifi=2 (5.91)
o ax (v = y2) fu(x,0) + (22 — 1) fy(x, 1)), ifi=3

where f;(x,t) and f,(x,t) are the estimated partial derivatives from Eq. (5.87).

Combining Eq. (5.91) and (5.87), the element matrix for (5.81) can now easily be formed. Using
the gradient matrix of the basis functions D (Eq. (5.77)) the element matrix becomes:

A
S =D DTf.1 (5.92)

where 1 is a row vector containing only ones: 1 = (1 1 1).

Note that the columns of this matrix are all the same, because the function value of ¢;(x) is
always % at x = x.
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5.5 Element matrices and vectors in 2 dimensions (quadrilateral
elements)

Besides triangles we can also use quadrilateral elements in 2 dimensions (see Figure 5.6), a
generlization of the rectangle. The basis functions now satisfy two conditions:

1. ¢;(x) is bilinear in each element.
2. ¢i(x;) = 6;5, with 0;; the Kronecker delta function.

With quadrilaterals it is no longer possible to produce a linear function while also satifying
¢i(xj) = 0ij, so the first requirement has changed to ¢; being bilinear instead of a linear. A
bilinear function is a function of the form:

¢(x,y) = ao + a1z + agy + azry (5.93)

X, .

X,

X

Figure 5.6: Element e; with nodal points x1, X2, x3 and x4.

Construction of bilinear functions satisfying ¢;(x;) = d;; is not trivial for general quadrilaterals,
however it is quite simple for rectangles and squares. The standard technique that makes use of
this observation is known as the isoparametric transformation.

So instead of fabricating bilinear basis functions on the quadrilateral itself (the original frame
x = (x,y)), we first transform the quadrilateral to the unit square and fabricate basis functions
there (the reference frame & = (£,1)).

The nodes of the quadrilateral are transformed in the following way:
x1 = (0,0)=¢&;, x2—(1,0)=¢&,, x3—(1,1)=¢&; and x4 — (0,1)=¢&, (5.94)

furthermore we require that straight lines in the reference frame stay straight lines in the refer-
ence frame and that the inverse transformation satisfies the 2 requirements:

x = ;;(€) (5.95)
j=1

u(x) = Z uj¢;(€) (5.96)

From Eq. (5.95) we can derive the back transformation:

x=x1+ (r2 — 1) + (v4 — x1)n + (T1 — 22 + 23 — T4)EN (5.97)

y=u1+ W2 —y1)é+ (ya —y)n+ (y1 —y2 +y3 — ya)én (5.98)
(5.99)
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The basis functions are defined on each element ey, (in the reference frame) with nodal points
Ei - (527772)7 /L = 1727374 by

1(§) =1 -9 —n) (5.100)
$2(&) = €&(1 —n) (5.101)
$3(&) =&n (5.102)
¢4(§) = (1= &n (5.103)

Note that this only defines one of the four pieces of the linear basis function, since there are 3
other elements where the basis function is non-zero.

The integrals in the systems of equations are easily adapted to this transformation by using the
Jacobian of the transformation:

/ f(x) dady = / F©)17(6)] dedn (5.104)

with J the determinant of the Jacobian matrix J (using Eq. (5.99)):

S [d:g gi] _ |:x2—.’£1+Ax?7 xy — 11+ Agé

Yo T Ly Ay A

(5.105)

where A, = (z1 — 2z + 23 — x4) and Ay = (y1 — y2 + y3 — va).

For the isoparametric transformation we will only use numerical integration methods. This
is done because the Jacobian is a function of £ and 7, which make the previously analytically
evaluated integrals much more difficult (though certainly not impossible, but quite unnecessary).

5.5.1 Numerical integral evaluation

All the integrals can be seperated in four generic types ([ ¢;¢;|J| dQ is just a specific case of
Eq. (5.106) with f =1):

[ s©ss@56.015) a0 (5.106)
/@ FEDITE)] d (5.107)
[ vaie)-voi@n©) do (5.108)
[ (v61&)- v 1€1) 6,076 do (5.100)

where f(x,t) is some function of x and t. Once again we are only interested in forming an
element matrix or vector, so the integral will only be evaluated over an element e; in the
reference frame. The function values of f(x,t) are known in the nodal points x;, i = 1,2,3,4 in
the original frame.

Integrals (5.106), (5.107) and (5.108) will be estimated using the Newton-Cotes rule of degree 1
in 2 dimensions:

/ F(©)1I(6)] d ~

using u(x;) = u(§;) (follows from Eq. (5.96)), [, dQ = 1 (since we are integrating over a unit
square with area 1) and defining J; = |J(&;)|.

(fEDIT(ED)] + f(E)T (&) + f(€3)]T(€3)] + f(EDIT (€L

(f(x1)J1 + f(x2)J2 + f(x3)J3 + f(x4)J4) (5.110)

AM»—‘ .-Mr—‘
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Integral (5.106)

Making use of the basis function’s property ¢;(§;) = d;;, the element matrix for (5.106) becomes:

f(xa,t) 0 0 0
e 1 0 f(x27 t)JQ 0 0
k —
S = 4 0 0 f(x3,t)J3 0 (5.111)
0 0 0 f(xa,t)Js
Integral (5.107)
Integral (5.107) can be estimated similarly to the element vector
f(X17 t)‘]l
er _ L | f(x2,1)J
k= 5.112
f 4 f(Xg, t)‘]?) ( )
f(X4, t)J4
Integral (5.108)
With Newton-Cotes integral (5.108) reads
4
/V@(E) Vo (OIT(E)] d2 =Y V(&) - V(€I (&) (5.113)
k=1

Integral (5.113) is very misleading. The gradients are taken with respect to x and y, where we
have been evaluating everything in & and 7 so far. To facilitate this transformation we make use
the inverse of the transformation Jacobian (Eq. (5.105)):

9% o
J = [g;; gg] (5.114)

Using the chain rule, the gradient with respect to x and y can be written in terms of & and #:

vo- | |- [R5 TEE - 1% %[5 &-ver o
dy o€ By on Oy or Oy
—_ (0 0
where Vﬁ = (Biﬁ’ 877])
The gradients with respect to £ and 7 are easily derived from Eq. (5.100)-(5.103):
Vegi(€) = [1—n,1-¢ (5.116)
Vea(€) = [1 —n,¢] (5.117)
VE03(8) = [n.¢] (5.118)
Vehu(€) = .1 ¢ (5.119)
Define N and M as the matrices containing all the derivatives with respect to respectively (£, )

and (z,y):

9p1 991

Vzcﬁl(ﬁ) 8%52 o Vi (€)
N(¢) = ggzigg = aj’g’ ol = ME= giggg =NJ! (5.120)
VE¢4(£) 961 Do) Vu(§)
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Now the element matrix can be written as a simple matrix multiplication:

4
S =" M(&)MT (&) Tk (5.121)
k=1

Integral (5.109)

Integral (5.109) contains a gradient that first has to be calculated. Since the function f(&,t) is
known in &, &,, &3 and £, the gradient with respect to £ and 1 can be estimated by a generalized
form of central differences:

fgxl,tg
-1 11 1) | f(xept
vg]0(5”5)”2[—1 -1 1 1} f(xz,t)
f(X4,t)
_1 _f(X17t)+f(X27t)+f(X37t)_f(x47t) —
=3 {—ﬂxbt) ~Fxat) + Fxt) + e t)] = (5.122)

Like in the case of the basis functions (Eq. (5.115)), the gradient with respect to x and y can
now be calculated by multiplying with the inverse Jacobian:

VI t)=VEFE )T = NTI = My(€) (5.123)

Next the midpoint rule in 2 dimensions can be applied:

/ f(&)dQ%f<£l+€2l_£3+£4) (5.124)
ek
Defining € = % the necessary function values of the linear basis function are:
() =7 wd Vou(®) = M@ (5125)
Applying 2 dimensional central differences to f(&,t) in x, we get with the midpoint rule:
| (Voue) e 6@ dox MEM;IE) (5.126)
Combining Eq. (5.126) and (5.122), the element matrix for (5.109) becomes:
Sk = %M(E) M (€)1 (5.127)

where 1 is a row vector containing only ones: 1 = (1 11 1).

Note that the columns of this matrix are all the same, because the function value of ¢;(§) is
always % at £ =&.

5.6 Time integration

Also for the FEM model the IMEX method is chosen for time integration, for the same reasons
mentioned in Section 4.2. From the results of the FVM simulations we can conclude that the
second method (taking all non linear terms on the current time step) performs much better, so
this same approach will also be taken here.
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5.7 Results

5.7.1 FEM compared to FVM in 1 dimension

Of course we expect approximately the same result for the FEM 1D simulation compared to the
FVM 1D simulation, since they discretize exactly the same system. The results are shown in
Figure 5.7. The results correspond very well to the 1D FVM simulations in Section 4.4.2. The

only difference is the calculation time, which is about a factor 7 slower for the FEM analysis.
This is due to the fact that the mass matrix (see Section 4.3) is no longer diagonal in FEM
analysis, which makes matrix inversion much slower.



5.7. RESULTS

Platelets

14

t= 0.000 J
1.2y t= 6660

t= 13.320 )
i t= 19.980
08l t= 26.640

t= 33.300
06} t= 39.960

= 46.620
041 t= 53.280 |

L t= 59.940

0 0.1 0.2 0.3 0.4
Distance from bone [mm)]

Osteoblasts
20r

0 0.1 0.2 0.3 0.4
Growth factors 2

0.5

06

0 0.1 02 0.3 0.4

Woven bone

0.5

0.6

Figure 5.7: Cell densities and volume fractions of the model variables with low microtopography.
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nx = 200, dt = 0.02 and T},,, = 60. This numerical method is instable.
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5.7.2 FEM 2D grid comparison

In the initial simulation with FEM in 2D an unwanted phenomenon was observed while im-
plementing the diffusion equation. The platelet concentration p(x) was assumed to only be
dependent of x (so no extra proteins on the upper and lower boundaries of the implant), so the
equation becomes completely symmetrical for y and is essentially reduced to its 1 dimensional
counterpart. In the zz-plane we should then see the same figures as in the 1 dimensional case,
but for the platelet concentration with diffusion the following was observed:

Figure 5.8: Unwanted ’diffusion’ in y direction in the case p(x) = p(z). nz = 10, ny = 5, t = 0.4.

So there seems to be some kind of diffusion in y direction, which should not be there at all
since concentration should be constant in y. By increasing the grid size this phenomenon can
be reduced but it is still very much present:

Figure 5.9: Still unwanted ’diffusion’ in y direction in the case p(x) = p(x) with a more accurate
grid. nx = 10, ny = 40, t = 0.4.
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The problem can partially be solved by taking a different type of grid, with elements alternatively
mirrored. Compare the two grids in Figure

1.4 1.4
12+ 12
1 '
08t 1 08t
0Er 1 06}
04 J o4l
o2t 1 02t
% 01 02 03 0.4 05 06 07 % o1 02 03 04 0s 06 07

Figure 5.10: Two grid types, the left was used in the simulations above, the right is proposed
as an improvement.

With a small grid there are still problems with this new grid:

Figure 5.11: Unwanted ’diffusion’ in y direction cancels out in the case p(x) = p(z) and the
mirrored grid. nx = 10, ny =5, t = 0.4.
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but with a more accurate grid the contributions nullify each other to roughly reach the expected
result.

Figure 5.12: Unwanted ’diffusion’ roughly dissappears in y direction in the case p(x) = p(z)
with a more accurate mirrored grid. nx = 10, ny = 40, t = 0.4.

The unwanted diffusion in y-direction is a possibly serious hazard for errors, since there are
different taxis terms in the model that depend on gradients of variables. So from now on the
alternatively mirrored grid will be used.

Alternatively quadrilateral elements can be used and in this case this unwanted effect completely
dissappears:

Figure 5.13: No unwanted ’diffusion’ in y direction at all in the case p(x) = p(x) and quadrilateral
elements. nx = 10, ny =5, t = 0.4.
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5.7.3 FEM 2D validation: comparison with 1D

As mentioned in the previous section, with p(x) = x the 2D equations essentially become 1D.
So as a validation method we will see if there is indeed no dependency on y and if the results
agree with the 1D simulation results.

As a reference we use the results from Section 4.4.1 of the second IMEX method. For the
triangular elements the result is shown in Figure 5.14 and for the quadrilateral elements in 5.15.
The results are in agreement with the results from the 1D simulation, so (assuming the 1D
simulation was correct) the simulation in x direction is correct.
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Figure 5.14: Cell densities and volume fractions of the model variables with 2D triangular
elements. nx = 40, ny = 50, dt = 0.5 and T}, = 10. The results agree with the 1D results
from Section 4.4.1.
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Quadrilateral elements:
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Figure 5.15: Cell densities and volume fractions of the model variables with 2D quadrilateral
elements. nx = 40, ny = 50, dt = 0.5 and Tye, = 10. The results agree with the 1D results
from Section 4.4.1.
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5.7.4 FEM 2D simulation triangular elements (2 months)

Simulations with FEM in 2D using triangular elements have been carried out over a time span
of 60 days, a low microtopography is assumed (ps = 0.1). Unfortunately it was not possible to
do the same simulation for a high microtopography due to reasons explained in the discussion.

The results can be found in Figure 5.16 to 5.23. The main problem lies in the excessively high
concentration of osteogenic cells at the corners of the implant surface, which causes instability
in all related variables. What can still be seen quite well is the formation of bone along both
host bone as implant surface. The formation at the implant surface seems to be more locally
peaked, where the formation at the host bone is much more gradual and is evenly spread over
the whole length of the domain.
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Figure 5.16: Platelet density at 4 different times (15,30,45 and 60 days). nz = 40, ny = 50,
dt = 0.02 and T4, = 60. Initially there is a high density at the implant surfaces thanks to the
higher protein concentration, after about 40 days the density has dropped to zero because there
is no production.
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Figure 5.17: Osteogenic cell density at 4 different times (15,30,45 and 60 days). nx = 40,
ny = 50, dt = 0.02 and T},4; = 60. At first there are very high concentrations at the corners
of the implant surface and also in the middle of the implant surface, after that instability arises
which slowly ’spreads’ over the whole domain. White areas mean that the values fall way out
of the range [0,1] (in the order of 10%).
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Figure 5.18: Osteoblast cell density at 4 different times (15,30,45 and 60 days). nx = 40,
ny = 50, dt = 0.02 and T}, = 60. At first high osteoblast density is found at both the implant
and the bone surface, after about 15 days instability arises like in the case of the osteogenic
cells. White areas mean that the values fall way out of the range [0, 1] (in the order of 10%).
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Figure 5.19: Growth factor 1 density at 4 different times (15,30,45 and 60 days). nz = 40,
ny = 50, dt = 0.02 and T;,q; = 60. The growth factor increases in almost concentric circles
towards the implant surface. After the initial production, the density slowly drops to zero while
keeping the concentric circle pattern.
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Figure 5.20: Growth factor 2 density at 4 different times (15, 30,45 and 60 days). nz = 40, ny =
50, dt = 0.02 and T4z = 60. The growth factor is intially high at the implant surface corners
and also somewhere in the middle (compare to the osteogenic cell density), after approximately
15 days it rises to unrealistic values most probably due to instability.
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Figure 5.21: Fibrin network volume fraction at 4 different times (15,30, 45 and 60 days). nx =
40, ny = 50, dt = 0.02 and T;,4; = 60. The fibrin network drops the quickest at the implant
surface and to a lesser but still significant extent also at the bone surface, this process continues,
but instabilities slowly arise from the side of the implant surface and ’spread’ over the whole
domain.
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Figure 5.22: Woven bone volume fraction at 4 different times (15, 30,45 and 60 days). nz = 40,
ny = 50, dt = 0.02 and T},q, = 60. Woven bone is formed at all surfaces (both implant and
bone), very high concentrations appear at the corners of the implant surface that slowly evolve
into instabilities that ’spread’ over the domain.
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Figure 5.23: Lamellar bone volume fraction at 4 different times (15, 30, 45 and 60 days). nz = 40,
ny = 50, dt = 0.02 and T},,4; = 60. Lamellar bone is formed at all surfaces (both implant and
bone), in contrast to woven bone in lesser extent at the implant surfaces then at the bone
surface. At 30 days there is more formation of lamellar bone at the implant surface, but again
the instabilities slowly take over the whole domain.
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5.7.5 FEM 2D simulation quadrilateral elements (2 months)

Simulations with FEM in 2D using quadrilateral elements have been carried out over a time span
of 60 days, a low microtopography is assumed (ps = 0.1). Unfortunately also for quadrilaterals
it was not possible to do the same simulation for a high microtopography for reasons explained
in the discussion.

The results can be found in Figure 5.24 to 5.31. The same problems arise that were found with
the triangular elements, in most cases the instabilities seem to have evolved a little less over the
domain, but the result will still be relatively inaccurate because of them.
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Figure 5.24: Platelet density at 4 different times (15,30,45 and 60 days). nz = 40, ny = 50,
dt = 0.02 and T4, = 60. Initially there is a high density at the implant surfaces thanks to the
higher protein concentration, after about 40 days the density has dropped to zero because there
is no production.
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Figure 5.25: Osteogenic cell density at 4 different times (15,30,45 and 60 days). nx = 40,
ny = 50, dt = 0.02 and T},q,; = 60. At first there are very high concentrations at the corners
of the implant surface and also in the middle of the implant surface, after that these areas of
instability only slowly expand, in the rest of the domain there seems to be a very low density of
osteogenic cells. White areas mean that the values fall way out of the range [0,1] (in the order
of 10%).
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Osteoblasts -t = 45.000 Osteoblasts -t= 60.000
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Figure 5.26: Osteoblast cell density at 4 different times (15,30,45 and 60 days). nz = 40,
ny = 50, dt = 0.02 and T},,4, = 60. At first high osteoblast density is found at both the implant
and the bone surface, after about 15 days instability arises like in the case of the osteogenic
cells. The osteoblast density also slowly decrease at the bone surface. White areas mean that
the values fall way out of the range [0, 1] (in the order of 10%).
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Figure 5.27: Growth factor 1 density at 4 different times (15,30,45 and 60 days). nx = 40,
ny = 50, dt = 0.02 and T}, = 60. The growth factor increases in almost concentric circles
towards the implant surface. After the initial production, the density slowly drops to zero while
keeping the concentric circle pattern.
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Figure 5.28: Growth factor 2 density at 4 different times (15, 30,45 and 60 days). nz = 40, ny =
50, dt = 0.02 and T}, = 60. The growth factor is intially high at the implant surface corners
and also somewhere in the middle (compare to the osteogenic cell density), after approximately
15 days it rises to unrealistic values most probably due to instability. White areas mean that
the values fall way out of the range [0,1] (in the order of 10%).
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Figure 5.29: Fibrin network volume fraction at 4 different times (15, 30,45 and 60 days). nx =
40, ny = 50, dt = 0.02 and T},4; = 60. The fibrin network drops the quickest at the implant
surface and to a lesser but still significant extent also at the bone surface, this process continues,
but instabilities slowly arise from the side of the implant surface and ’spread’ over the whole
domain.
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Figure 5.30: Woven bone volume fraction at 4 different times (15, 30,45 and 60 days). nax = 40,
ny = 50, dt = 0.02 and T},4; = 60. Woven bone is formed at all surfaces (both implant and
bone), very high concentrations appear at the corners of the implant surface that slowly evolve
into instabilities that ’spread’ over the domain. In the end the average bone fraction on the side
of the bone are higher than on the side of the implant.
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Figure 5.31: Lamellar bone volume fraction at 4 different times (15, 30, 45 and 60 days). nz = 40,
ny = 50, dt = 0.02 and T},4; = 60. Lamellar bone is formed at all surfaces (both implant and
bone), in contrast to woven bone in lesser extent at the implant surfaces then at the bone surface.
At 30 days there is more formation of lamellar bone at the implant surface. And like for woven
bone the average bone fraction on the side of the bone are higher than on the side of the implant
at 60 days.
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Chapter 6

Discussion

2 conclusions related to numerical issues have already been mentioned and solved. The first was
the surprising fact that for the IMEX method in the FVM simulations, the IMEX choice with
lesser variables at the next time step proved to be more stable. A reason for this is not simple
to give.

The second was the unwanted y-directional diffusion in the FEM 2D triangular elements sim-
ulation, which was solved by applying a mirrored grid. This could be caused by the fact that
the middle of 2 neighbouring elements are actually diagonally aligned instead of horizontally or
vertically (see Figure 6.1), while the protein concentration for example is defined on horizontal
lines of equal y. If every combination of 2 such elements causes some asymmetry, the adding of
all these asymmetries could lead to errors with some form of direction. What the exact cause
of this error is, can be investiged further though a solution is found by using mirrored elements
or even quadrilaterals.
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Figure 6.1: Asymmetry of the centers of elements

No real analysis has been conducted on the numerical stability of the system together with the
IMEX method. This would probably be very difficult due to nonlinear terms. The convergence
of the error of the numerical methods could also still be investigated.

Both the FVM and the FEM simulations reproduced the moving of the bone front from both
the host bone surface as the implant surface side, as has been verified in experiments. What
is remarkable is that in the 1 dimensional simulations the healing with high microtopography
produces significantly worse results compared to low microtopography, whereas [Moreo, 2008]
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found the exact opposite result with the same model. The major difference causing this, could be
the fact that [Moreo, 2008] used a 2 dimensional model, with three implant surface boundaries
with extra proteins, instead of just 1.

Simulation of high microtopography in 2 dimensions was not succesful due to the excessively high
values for the osteogenic cell density which caused singular matrices (at least to numerical preci-
sion). These high values already appeared for low microtopography, but high microtopography
only increased these problems.

These high values can be traced back to the magnitude of the microtopography parameter ps.
The higher ps the higher the concentration of platelets at the implant surface. These platelets
produce more growth factors 1 and the osteogenic cell density equation contains the chemotaxis
term that causes the osteogenic cell to move towards high concentrations of growth factors 1.
Apparently the protein concentration was now formulated in such a way that the osteogenic
cells clotted to the corners of the implant surface and formed excessive concentrations. It might
be possible to solve this problem with a different function for the protein concentration or with
a differently shaped computational domain ([Moreo, 2008] used a trapezoidal domain instead of
a rectangular domain, it is not known if he faced the same problem with this domain).



Chapter 7

Conclusion

The model proposed by [Moreo, 2008] replicates the moving of the bone formation fronts from
both the bone as the implant surface. Contrary to the findings of [Moreo, 2008] high microtopog-
raphy is not favorable, but this could be caused by the fact that the findings in this report were
done in a 1 dimensional simulation instead of a two dimensional. The simulations of the model
experienced instability that seems to be inherent to the proposed model, but the most probable
cause is the shape of the computational domain that was different in this report compared to
the simulations by [Moreo, 2008].
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Part 11

Model with mechanical stimuli
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Chapter 8

Introduction to linear elasticity

Elasticity is the physical property of a material that restores to its original shape when an
external force is removed. Under certain assumptions the exact deformation of a body under
external forces can be determined, described by how the points inside the material move from
their original to a new position.

8.1 Stress, strain and displacement

A concept that is central in the theory of elasticity is stress, which is a measure of the intensity
of the internal forces within the material that is being deformed as a reaction to external forces
applied to the material body. There are two types of stress: normal stress and shear stress
. Normal stress is the average force over an surface where the force acts perpendicular to the
surface and shear stress is the average force over an surface where the force acts parallel to the
surface (see Fig. 8.1).

y
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Figure 8.1: Normal (o, and oy) and shear stresses (7, and 7,,) working on a body

The theory of linear elasticity describes the deformation of a body, assuming that the deformation
depends linearly on the applied force. This theory applies to almost all materials for very small
forces and deformations when the first order approximation of the deformation is still accurate.
In continuum mechanics infinitesimal elements are considered, so that average force over an area
becomes the average force at a point under the assumption that the stress is constant over this
infinitesimal element. This force of course also has a direction and to accomodate this, stress is
described in a tensor known as the Cauchy stress tensor, o. In 2 dimensions the stress tensor
is:

. [am sz] (8.1)

Tey Oyy
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The diagonal elements describe the normal stresses on planes perpendicular to the axis of the
chosen coordinate system. The off-diagonal elements describe the shear stresses along these same
planes, these elements need to be equal to satisfy local conservation of angular momentum. With
the stress tensor it is possible to calculate the size and direction of the force on a randomly chosen
surface. Take a plane with unit normal vector n, then o - n gives the x and y component of the
(average) force on this plane.

The stresses in the material result in small deformations, a measure of this deformation is strain.
Strain can also be seperated into two types: normal strain and shear strain. Normal strain is
the ratio of the length of the deformed element and the length of the element in undeformed
state. Shear strain is the change in angle between two initially (without stresses) parallel lines.
Like stress, strain has its own tensor:

€ = |:6a:ac sz:| (82)
Tyz  €yy

Under the plane stress assumption in 2 dimensions (the thickness of the material is small com-
pared to the measurements of the surface) the relationship between stresses and strains is given
by

€ra 1 1 —v 0 O O E 1 v 0 €rx
y| =5 | 1 0 Tyy = Tyy| =12 |V 1 10 eyy | (8.3)
Yoy 0 0 2(1+v)| |Tay Ty 0 0 %] [May

where F is known as Young’s modulus and v as Poisson’s ratio.

Finally it is possible to determine how the position of a point in the material changes under
stresses. In 2 dimensions we can calculate the displacement in x and y direction, denoted with
respective functions u and v, with the following relationship:

Ou v
€xx % Orx ox + Vay
o E bu o0
=| @ = - v+ (8.4)
Cyy | = Oy Oyy | = 1_.2 ox Oy .
ou + v T v 1—v [ Ou v
Vzy dy oz zy "2 \ oy + ox

8.2 Partial differential equations

8.2.1 Equilibrium condition

When forces change in magnitude or direction there is movement inside the material body
resulting in time dependent stresses and strains. Once the force is stable and some time has
passed a state of equilibrium will be reached in which the stresses and strains are no longer time
dependent. In this equilibrium state the following PDE holds:

V.o+f=0 (8.5)
which says that the sum of the divergence of the stress tensor and external body forces per unit
volume (e.g. gravity) is zero.

Body forces are usually negligible compared to surface forces (e.g. applied pressure), in which
case Eq. (8.5) reduces to
V.-o=0 (8.6)
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8.2.2 Boundary conditions

There are two main types of boundary conditions: displacement prescription and surface forces.
In a way they are closely related because a prescribed displacement requires a (surface) force
and an surface force causes a displacement.

Displacement prescriptions can be modelled with a Dirichlet boundary condition on the dis-
placement functions u and v, i.e. u(x) =0 and v(x) = 0, for a fixed edge.

Surface forces are modelled with a Neumann boundary condition of the stress tensor, i.e. o0-n =

{é] , for a surface force in the z-direction.

8.3 Simulation using FEM

The finite element is very often used to simulate elasticity problems for its ability to handle
irregular grids and relative ease in dealing with 2 and 3 dimensions. A simple problem is solved
using FEM to validate the implementation for use in the next chapter.

8.3.1 Implementation validation

Since it is not easy to solve the elasticity problem analytically, instead we will prescribe a solution
and calculate the body and surface forces that is then inserted into the simulation model. As
computational domain the unit square is used (see Fig. 8.2.

Figure 8.2: Computational domain implementation validation

As solution we prescribe
u(x) = v(x) =y (8.7)

The strain and stress tensor for these displacements are

€xx Yy Ozzx E y+rvx
€yy | = T = Oy | =18 X vy +x (8.8)
Yy Tty Txy %V(x + y)
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The equilibrium equation becomes:

B V—I—I_T” B E 1
Vo= [u+1—;]_2(1—y) M (8.9)

E 1
2(1-v) (11"

The surface force boundary conditions become:

sof =—

[Umnx + Txyny]

7 n|F1 - ToyNg + OyyN
Ty T Y9791 Ing=0,ny=—1,0=2,y=0
_E
- [_2<15V> x] (8.10)
127
and similarly for the other boundaries:
Ly +v)
o-nl. = 8.11
= | ) (8.11)
[ E
_ (1+l/) (.’E + ]') 8.12
o-nl. = .
’FS 1,El,2 (v +x) ( )
[ __E_
o-nfp, = 1_E”2y (8.13)
20+ Y

8.3.2 Discretization

For the weak formulation of the equilibrium elasticity equation (8.5) we multiply with a test
function 7 and integrate over the whole domain:

—/nV-adQ:/n~fdQ. (8.14)
Q Q
We apply integration by parts and Gauss’s theorem on the left hand side:
/a-VndQ—/na-ndF:/n-fdQ. (8.15)
Q T Q
or replacing the stress tensor with its elements:
/aman + xyan dQ) = / ft dQ—i—/nU -n dl’ (8.16)
Q 0 dy
on on 2
Txy +oyyr d= [ n-f2dQ+ [ no?-ndl (8.17)
ox dy Q r

where o is the i-th row of the stress tensor and f? is the i-th element of the body force vector.

Now the displacement derivatives can be filled in in the stress tensor components:

E du ov\ On E Ou v\ In 1 /
ol—1v? <8x+ 8y>8 +2(1+1/) <8y+8$>8y de = / Pt | net ol

(8.18)

E ou  Ov\ On E ou  Ov\ On / 9 / 2
S i i it — dQ) = . ds) -n dl’
/92(1+1/)<3y+8x>8:£+1—1/2<]/01:+0y)8 oA Jnemn

(8.19)
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Next the approximation in basis functions of u and v are inserted and the test function is
consecutively replaced by the basis functions {¢;}7" ;:

065001 ,06; 00, n 06,06 90,000\
Z /< Jr Ox Bay 8y> dQ+;UJ/S)<VA8y 8x+38x 8y> dst =
/gbi-fl dQ—i—/gbial-ndF (8.20)

[ (00500, 00,06, / L0000, 00,06\ o
.IUJ/Q< ay ox TV By dQ+Z”f oz 0x "oy oy ) T

J=

/¢i'f2 dQ+/¢>io-2-ndF (8.21)
Q r

. . _ FE — E
Wlch—17...,n,A:mandB:m.

The integrals can be estimated with Newton-Cotes. The body and surface force terms are trivial,
and though the terms on the left hand side are not hard to evaluate, some calculation is done
to simplify the implementation.

8.3.3 Numerical integral approximation (triangular elements)

Take as an example the term

a¢j 8(?1 % 8¢i
/< F—— +Bay 8y) o (8.22)

With Newton-Cotes this integral can be estimated to:

3% 09; 09; 0¢; A (00 0b; 09; 0¢;
— + B~ =— A2 B— 8.23
Z < dxr Ox dy Oy dxr Ox + dy Oy (8.23)
since the derivatives of the basis functions are constant on the element.
Using the matrix D defined in Section 5.4.1:
991 0oy
1 Y2 — Yz X3 — 2 a@x é%)y
D= — Ys — Y1 I1 —T3| = % 872 (824)
Y1—Y2 T2 -1 % BL%
the element matrix can be written as:
e A 0
Stk =D [0 B] Dt (8.25)
Similarly the element matrices from the other integrals can be put in this form:
0¢; 0d; | ,00; 0¢; e _ |0 Bl or
3% 0d; 0¢p; 0¢; [0 vA
AL g Sk =D DT 8.27
/< oy 8:):+U Ox Oy ~ 21 B 0 (8.27)
a% 0¢; 0¢; 0¢; e (B 0] r
A—= s k=D D 2
/ ( Jxr Ox * dy Oy = O 0 A (8.28)
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Putting this all together the combined element matrix becomes:

A 0 0 B
Sk Stk D 0 0O B vA 0l [DT o
€k — 11 12| _
S = {Sg’f 55’5} o [0 D} 0 vA B 0 [0 DT} (8.29)
B 0 0 A

8.3.4 Numerical integral approximation (quadrilateral elements)

For quadrilateral elements it is a little bit harder, because the derivative is no longer constant
over the whole element. Instead of D we can use M(§) (Eq. (5.123)) and now Newton-Cotes
forces us to add the function values in all the four nodes:

4 A 0 0 B
er _ M (&) 0 0 B vA 0f [MT(&) 0
e Z: { 0 M(fk)] 0 vA B 0 0 MT (&) (8.30)
k=1 B 0 0 M

8.4 Results

The simulation of the elasticity equation was done with both triangular as quadrilateral elements.
For the results of the triangular elements see Figure 8.3 and for the quadrilateral elements see
Figure 8.4. Both methods give the same solution, which is of course the proposed solution
u=0v=2zy.

Displacement x Displacement v

Figure 8.3: Simulation of the elasticity equation with FEM triangular elements. Both results
are in agreement with the proposed solution © = v = zy
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Chapter 9

Mathematical model

We will once more use a continuum approach and extend the biological model with mechanical
characteristics. The theory of elasticity will be combined with the partial differential equations
presented earlier in this report and this combined model will be solved by numerical methods.

9.1 Assumptions and simplifications

The model presented is an extension of the [Moreo, 2008] model (presented in Chapter 3) pro-
posed by [Prokharau et al., 2010]. This extension also takes mechanical stimuli into account
due to internal and external forces applied to the domain. The assumption in the [Moreo, 2008]
model of optimal mechanical stress is removed, though new assumptions about these mechanical
stresses have to be made.

In addition to the two remaining assumptions from Section 3.1, the following assumptions and
simplifications have been made in the extended model. The first four are as proposed by [Prokha-
rau et al., 2010], the last two only apply to the model used in this report.

e The mechanical stimulus will only be determined by shear. Compression is assumed to be
negligible and since cartilage is formed in regions under compression only, the production
of cartilage will also be neglected.

e Formation of bone will only take place under moderate mechanical stimulus. Formation
of fibroblasts only takes place under high mechanical stimulus.

e Woven bone will only be produced at low to moderate mechanical stimulus, bone remod-
elling (production of lamellar bone) only takes place at low mechanical stimulus and fibrous
tissue is only generated at high mechanical stimulus.

e Differentiation of fibroblasts to osteoblasts is negligible.
e Fluid flow for elasticity (poro-elasticity) is neglected.

e Time scales are large enough to assume the mechanical state is always in equilibrium.

9.2 Variables

In addition to the variables presented in Section 3.2, we now also have fibroblasts density f in
106%”[" and fibrous tissue volume fraction v;. For the mechanical state the variables u and v for
respectively displacement in z and y direction are added, from which the stresses and strains
can be calculated.
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9.3 Computational domain

The computational domain is the same as in the [Moreo, 2008] model.

9.4 Partial differential equations

The changes made to the PDEs consist of the elasticity equation and a set of multiplication
factors that depend on the mechanical stimulus.

9.4.1 Elasticity
Equilibrium state is assumed and gravity is neglected:
V-o=0 (9.1)

The values for Young’s modulus and Poisson’s ratio now vary over the domain, since different
types of tissues are fabricated over time and space. Within an element these properties are
assumed to be constant and the rule of miztures is used to calculate them:

E(Ck, t) = Efvf(i, t) + vaw()_(, t) + Elvl(i, t) + Etvt()—c, t) (92)
v(eg,t) = v1(vp(X,t) + ve(X, 1)) + v2(ve (X, t) + v(X, 1))

where 7 is the center of the element e. Ey is Young’s modulus of fibrin network, E,, for woven
bone, E; for lamellar bone and E; for fibrous tissue; vq is Poisson’s ratio for fibrin network and
fibrous tissue and vo for woven and lamellar bone.

9.4.2 Mechanical stimulus

The mechanical stimulus ¢ is given by the maximum shear strain:

P = %(61 — €9) (9.4)
with €; and ey the eigenvalues of the strain tensor.
The mechanical stimulus is divided into three regions:
e 0 <1 < 1: Low mechanical stimulus,
e 1 <1 < 1p9: Moderate mechanical stimulus,
e 1) > 1)y: High mechanical stimulus.

There is also an upper boundary 1& € (¢1,12) for woven bone generation inside the moderate
mechanical stimulus region.

9.4.3 Platelets, ¢(x,t)

The platelet density is left unchanged:

ge =V.[ D:N¢ —H.cVp]— Ac (9.5)
ot ~ Y~ ~~

Diffusion Taxis Death
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9.4.4 Osteogenic cells, m(x,1)

Mechanical stimulation influences the proliferation and differentiation of the osteogenic cells. To
model these influences three multiplication factors are introduced: ¢, (¢), gms(®) and gi(¢),
respectively for the proliferation, differentiation to osteoblasts and differentiation to fibroblasts.

Om G [ Dy Vm —m(Bua Vst + BpoVss) |
ot S—— ~

Diffusion Chemotaxis

AmS1 Ay S2 AmpS1
o) (am + 52 22 Y ) = gu0) (0 + 52 )

Proliferation Differentiation Osteoblasts
— griv(psi)mrm — Apm
Differentiation Fib. Death

The multiplication factors are defined as:

_ ¢2 + ngTan
Im(¥) = TP (9.6)
which increases monotonically with increasing 1.
9Imb0, ) ) 0 < ¢ < 1/}1
16(w — )W _4%) (1 = gmpo) + Gmpo, W1 < ¥ < LFE2
gma() = W ) 2 (9.7
16(¢ _ wl) (1/] - wQ) P1+P2 < w < ¢2
(b2 =)t -
\ 07 w Z wQ

which has a peak in the moderate mechanical stimulus region, where differentiation to osteoblasts
will be enhanced.

(@) {Q TN 0.9

gfib = (Y—1h2) .
(w_w2)2+7.?iba ¢ > wZ

which is only non-zero in the high mechanical stimulus region, where differentiation to fibroblasts

takes place. The function increases monotonically with the mechanical stimulus in this region.

9.4.5 Osteoblasts, b(x,1)

The multiplication factor for differentiation to osteoblasts also makes an appearance in this
equation:

ob

QmpS1
— = ————m— Apb 9.9
Death
Differentiation

9.4.6 Fibroblasts, f(x,t)

Fibroblasts migrate, proliferate and die, giving the following terms in the PDE:

?9{ =V-[ DyVf [+ gr()ampm+apf(1—f)— Asf (9.10)
—— N

Diffusion Differentiation Division Death
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9.4.7 Growth factors 1, s;(x,1)

Secretion of growth factors 1 is also enhanced by mechanical stimulus, with the multiplication
factor gs1,0():

081 Q181 Q252
— =V .| DsxqVsy |+ c—Ags 9.11
T [ D1Vt ]+ gs1,0(¢) (581 o Bt s151 (9.11)
Diffusion ~~ Decay
Secretion
This multiplication factor is defined as:
¢2 + gs1, 07'21
gsl,c(ﬂ)) — 7 Ishisle (9_12)

¢2 + 7-521,0
which increases monotonically with increasing 1, similar to the proliferation multiplication factor
of the osteogenic cell density.

9.4.8 Growth factors 2, sy(x,1)

Like growth factors 1, the secretion of growth factors 2 is also enhanced by mechanical stimulus
by multiplication factors gs2 5() and gs2.m (¥):

852 m252 Qp252
—— =V .| DyVsy | + —m+ ——=b— Ags 9.13
at [ s2 2 ] ng,b(w) /8m2 + P QSZ,m(l/}) /6b2 + P $292 ( )
Diffusion Decay
Secretion

Both multiplication factors follow the same pattern as the multiplication factor for secretion of
growth factors 1:

2 2
P+ 9s2,60T52 p

= 9.14

gs2,b(¢) '(/}2 n 7—522,[, ( )
1/}2 + 9s2 m07'522 m

= . : 9.15

gs2,m () W2+ Ts22,m ( )

9.4.9 Fibrin network volume fraction, v;(x,t)

A multiplication factor g, (1) is introduced for the production of woven bone and a term in-
cluding another multiplication factor gs¢(¢) is added to model the production of fibrous tissue.

vy
W - _gw(w)

Qi S2
ﬁw + S2

~
Woven bone production

bup(1 —wvw) = gp()ap f(1—ve)vy (9.16)

Fibrous tissue production

The multiplication factors are given by:

H(een(2)), o<
0, ¥ >

which decreases monotonically with the mechanical stimulus all the way down to zero at @Z;

grin(¥) = { (9.17)

() " e (9.18)

gft = (p—=12)* .
(¢_¢2)2+7_?ta 77/) Z ¢2

which increases monotonically with the mechanical stimulus above 15, similar to the multipli-

cation factor for differentiation of osteogenic cells to fibroblasts.
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9.4.10 Woven bone volume fraction, v, (x,t)

The multiplication factor for production of woven bone g, (?) also appears in this equation,
together with a multiplication factor for the bone remodelling process g-(1):

Ovy, w52

o bus( = vw) = 1- 9.19

ot gw(¢) Bw ¥ 59 ’Uf( Uw) 97(¢)7vw( 'Ul) ( )
Production Bone remodelling

The bone remodelling multiplication factor is similar to the production of woven bone multipli-
cation factor, only in this case the upper boundary is already reached at v; instead of :

g, (1)) = { 5 (1 +eos (7%)) ’ Z i Zi (9.20)

which decreases monotonically with the mechanical stimulus all the way down to zero at LZ

9.4.11 Lamellar bone volume fraction, v;(x, )
The bone remodelling multiplication factor of course also has to be incorporated in this equation:

S = vl — ) (921)

Bone remodelling

9.4.12 Fibrous tissue volume fraction, v;(x,t)
Finally the production of fibrous tissue by fibroblasts is added:

%Zl = gpt()agefop(l — o) (9.22)

Production

9.5 Initial and boundary conditions

The initial and boundary conditions of the variables from the [Moreo, 2008] model remain
unchanged, for the fibroblast density a zero flux boundary condition is added:

D;Vf(x,t)-n=0, x€eT,te(0,00). (9.23)

As initial conditions, the fibroblast density is taken the same as the osteoblast density and no
fibrous tissue is present at the start:

£(x,0) = 0.001, (9.24)
v(x,0) = 0. (9.25)

The external force models static pressure that arise when the teeth are on top of each other (jaw
is closed) but without chewing or any other extra activity that clenches the teeth together. On
top of this static pressure there is for a limited time per day an extra pressure due to chewing or
other extra activities that require clenching of the teeth. This extra pressure follows a sinusoidal
function in time everyday from 0 until 0.2 of each day, after this the extra pressure is removed
for the rest of the day.
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c-n=[0,f]

o-n=0

Figure 9.1: Elasticity boundary conditions

See Figure 9.1 for the boundaries and their boundary conditions: For simplicity we assume that
there is only a normal external force on the top boundary I's and a shear stress is placed on the
left boundary TI'y to fulfill conservation of (linear) momentum on the whole domain and can be
seen to model the small relative movement of the implant with respect to the host bone. The
other two boundaries are left free since, as they are part of the implant, they move together with
the top boundary. Note that conservation of angular momentum is actually violated with these
external forces. There is also a no displacement condition in z-direction at the left boundary
Ty:

o-nlp = (9.26)
o-nlp, =0 (9.27)
o-nlp, = [F(t),0]" (9.28)
o, = [F(t -%,0}7’ (9.29)
w(x)|p, =0 (9.30)

9.6 Parameters

The values of the parameters from the [Moreo, 2008] model remain unchanged. Values for
Young’s modulus and Poisson ratios were taken from [Andrekiv, 2006]. Boundaries for mechan-
ical stimulus regions (¢; and 1) were taken from [Huisket et al., 1997]. The values of the
other new parameters are determined by an educated guess, verification by comparison with
experimental data still has to be done.
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Ef, =0.188¢6 Pa Ejf = 2e6 Pa E, =1e9 Pa

E; =6€9 Pa v1 = 0.167 v = 0.325
Y = 0.0375 o = 0.1125 1/3 = 0.09375

2 1 1
Dy=0.1 ng; ay =0.15 day amyp = 0.25 Jay
agp = 0.05
Tm = 0.1 gmo = 0.2 Gmpo = 0.1
Tfib =0.1 gsl,CO =0.2 Tsl,c =0.1
gs2,0 = 0.2 Tsop = 0.1 9s2,mo = 0.2
Ts2,m — 0.1 Tfe = 0.1

The low external pressure is estimated at 5k Pa and the pressure under chewing is estimated at
0.5M Pa, the last value is an educated guess based on several articles found about biting forces
of a human.
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Chapter 10

Simulations using FEM

10.1 Discretization

We will use triangular elements for the spatial discretization. The discretization of the biological
equations will not differ from the approach used in the model without mechanical stimuli (see
Section 5.3). The discretization of the elasticity equations will be done exactly the same as
in the previous chapter (see Section 8.3.2). For the two new equations in the biological PDE
system, we will derive a weak formulation and the system of equations will be derived.
Fibroblasts

Weak formulation:

0
[nydo= [ - (0vs) a0+ [ ngratw)angm do+ [ nagsa- g de- [ gars ao
o Ot Q Q Q Q
(10.1)
System of equations (i = 1,...,n):

d < i
dtjz_;fj/ﬂﬁbiﬁbj dQ = Df;fj/gv@‘ -V, dQ+/Q¢igfib(l/))Oémfm ds)

j iPj —f)da—-A ; idi dQ i
+;fa/g¢¢]af(1 f) f;fg/ﬂcé b (10.2)

Fibrous tissue

Weak formulation:

vy
oot

System of equations (i = 1,...,n):

192 = [ nap(@)agfor(1 =) d2 (10.3)

d n n
P | ¢ a0 = [ ongntwianso -3, | dsontwianos (0.4

10.2 Time integration

For the biological equations the same IMEX method will be used as for the FEM in the model
without mechanical stimuli (taking all non linear terms on the current time step). Before each
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time step of the biological equations, the current mechanical state is calculated using the function
values of the last time step. Next, the multiplication factors are calculated and after that the
biological equations are evaluated (see Figure 10.1).

’—P Biophysical Stimulus J—i

Mechanical Biological
Model Model

?— Material properties /<—‘

Figure 10.1: Implementation scheme model with mechanical stimuli

10.3 Results

10.3.1 FEM 2D simulation triangular elements (2 months)

The biological model extended with the elasticity equations was simulated using the FEM with
triangular elements in 2D. The results are shown in Figure 10.2 to 10.11. Surprisingly enough
the instabilities that arose without the mechanical stimuli have now dissappeared. The bone
volume fractions are now also a lot lower than they were before, but this might have more to
do with calibration of the parameters than an actual error. The maximum shear strain over
the area doesn’t change much more after 15 days and doesn’t really seem to affect the other
concentrations (since you would expect some form of asymmetry).

Platelets -t = 14.720 Platelets -t = 29.460 Platelets -t = 44.200 Platelets -t = 58.940

11

1
09
08
4 07
1 06
. . . 05
04
) ) ) 0.3
02
01

0 02 04 06 0

Figure 10.2: Platelet density at 4 different times (15,30,45 and 60 days). nz = 40, ny = 50,
dt = 0.02 and T4, = 60. Initially there is a high density at the implant surfaces thanks to the
higher protein concentration, after about 40 days the density has dropped to zero because there
is no production.
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Osteogenic cells t= 14.720 Osteogenic cells -t = 29.460 Osteogenic cells -t = 44.200 Osteogenic cells -t = 58.940
09 09 0.8 0.8
0.8 12 0.8 12 0.8 0.8
07 07 0.7 0.7
1 1
06 0.6 0.6 0.6
0.8 0.8 .
05 05 05 05
0.4 0.6 04 0.6 0.4 0.4
03 03 03 03
04 04
02 02 0.2 0.2
0.2 0.2 ..
0.1 0.1 0.1 0.1
0 e T — 0
0 0.2 0.4 06 0 0.2 04 06 0 0.2 04 06 0 0.2 04 06

Figure 10.3: Osteogenic cell density at 4 different times (15,30,45 and 60 days). nx = 40,
ny = 50, dt = 0.02 and T),4, = 60. The osteogenic cell density is at its highest close to the
implant surface and the spatial density rise goes with almost concentric circles. As time passes
the density gets higher everywhere at about the same rate.

Osteoblasts t = 14.720 Osteoblasts -t = 29.460 Osteoblasts -t = 44.200 Osteoblasts -t = 58940

055 058 1 055 055
05 : 05 i3 05 s 05
045 0.45 045 045
04 04 1 04 04
036 036 035 035
08
03 03 03 03
025 7 025 06 025 i 025
02 02 02 02
0.15 - 0.15 o4 015 - 015
0.1 0.1 01 01
02
0.05 0.05 | 0.05 0.05
0 Y — 0 0
0 02 04 06 o 02 04 06 (] 06 (] 02 04 06

0.2 0.4

Figure 10.4: Osteoblast cell density at 4 different times (15,30,45 and 60 days). nx = 40,
ny = 50, dt = 0.02 and T},4, = 60. Osteoblasts first appear close to the implant surface and
gradually the other areas in the direction of the bone surface are also filled with osteoblasts. The
difference between the concentrations at the bone surface and the implant surface stay about
the same after 30 days.

Fibroblasts t=  14.720 Fibroblasts = 29.460 Fibroblasts t = 44.200 Fibroblasts + = 58.940
08 09 09 09
08 12 08 3 0.8 4 08
07 07 07 07
1
06 06 06 06
08
05 05 05 05
04 06 04 x 0.4 X 04
03 03 03 03
04 . .
02 02 02 02
02
0.1 0.1 0.1 0.1
0 o 0 0
] 02 0.4 06 ] 02 04 06 0 02 04 06 0 02 0.4 06

Figure 10.5: Fibroblast cell density at 4 different times (15,30,45 and 60 days). nz = 40,
ny = 50, dt = 0.02 and T},4, = 60. The fibroblast density is constant over the whole domain
and increases with time.
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Growth factors 1-t= 14.720 Growth factors 1-t=  29.460 Growth factors 1-t= 44,200 Growth factors 1-t= 58.940

08 08 08
13 12
07 07 07
0.6 06 086
. = 08 08 08 o8
04 04 04
086 086
03 03 03
0.4 0.4
0.2 0.2 0.2
; 02 02
0.1 0.1 01
0 0
o 02 04 06 o 02 0.4 06 o 0.2 0.4 06

Figure 10.6: Growth factor 1 density at 4 different times (15,30,45 and 60 days). nx = 40,
ny = 50, dt = 0.02 and T}, = 60. The growth factor increases in almost concentric circles
towards the implant surface. After the initial production, the density slowly drops to zero while
keeping the concentric circle pattern.

Growth factors 2-t= 14.720 Growth factors 2-t = 29.460 Growth factors 2-t= 44.200 Growth factors 2-t = 58.940

Figure 10.7: Growth factor 2 density at 4 different times (15, 30,45 and 60 days). nz = 40, ny =
50, dt = 0.02 and T4, = 60. Like the growth factors 1, growth factors 2 now also form concentric
circles with higher concentrations towards the implant surface. Here the concentrations rise with
time however, but the difference between the concentration at the bone and implant surface also
don’t change much here after 30 days.

Fibrin network -t = 14.720 Fibrin network -t = 29.460 Fibrin network -t = 44.200 Fibrin network -t = 58.940
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Figure 10.8: Fibrin network volume fraction at 4 different times (15,30, 45 and 60 days). nx =
40, ny = 50, dt = 0.02 and Tjpq, = 60. The fibrin network drops the quickest at the implant
surface and now almost doesn’t seem to drop from the side of the bone surface, this process
continues and differences between volume fractions at the implant surface and bone surface stay
approximately constant as time passes by.
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Wovenbone t= 14.720
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Figure 10.9: Woven bone volume fraction at 4 different times (15, 30,45 and 60 days). nx = 40,
ny = 50, dt = 0.02 and T}, = 60. Woven bone follows the exact opposite track of the fibrin
network. The most bone tissue is created at the implant surface and almost not bone is generated
at the side of the host bone. The generation of bone tissue therefore seems to go from implant

surface to host bone.
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Figure 10.10: Lamellar bone volume fraction at 4 different times (15, 30,45 and 60 days).
40, ny = 50, dt = 0.02 and T}, = 60. Lamellar bone follows the same track as woven
only the volume fractions are about a factor 3 lower.
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Figure 10.11: Fibrous tissue volume fraction at 4 different times (15, 30,45 and 60 days).
40, ny = 50, dt = 0.02 and T}, = 60. Fibrous tissue is formed mostly in the northwest corner
of the domain, after 15 days nothing much changes in this volume fraction.
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Figure 10.12: Maximum shear strain at 5 different times (0.1,2.1,4.1,6.1 and 8.1 days) a time
of the day when extra load caused by chewing is applied. nx = 40, ny = 50, dt = 0.02 and
Trnaz = 60. At the start the strain is highest in the north west corner and gradually decreases
diagonally to the south east corner. As time goes by the highest strain forms in a certain spot
just below the north west corner, from which it decreases in a concentric like form. Note that
the last few figures look like the fibrous tissue volume fraction, which is logical because fibrous
tissue can only be generated at high strains. Note that already after 6 days the strain doesn’t
reach above 1; anywhere in the domain.
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Figure 10.13: Maximum shear strain at 5 different times (0.3,2.3,4.3,6.3 and 8.3 days) a time
of the day when there is only the normal load. nx = 40, ny = 50, dt = 0.02 and T}, = 60.
It follows the same pattern as the strains under extra load, but then about a factor 10 smaller.
Note that here already after 2 days the strain doesn’t reach above 1; anywhere in the domain.
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Chapter 11

Discussion

For reasons not yet known the model with mechanical stimuli doesn’t experience the same
instabilities as the biological model without mechanical stimuli. The bone fractions are however
a lot lower than previously, but this is more a matter of changing the parameters than a fault
in the model. The main problem is that the strains don’t seem to have a lot of influence, since
after 6 days the lower boundary for moderate strain w; is never reached again. Higher extra
loads have been tried, but don’t make a significant difference. It could be tried to raise the load
under normal conditions, but this would be even more unrealistic than what is chosen now.

The assumption that there is no fluid flow is also debatable, [Khoe, 2009] proved that for a
different model for bone ingrowth presented in [Andrekiv, 2006] neglection of fluid flow leads
to large errors in the final result. How this affects the current model is not known, but it is
certainly probable that the same behaviour will arise.

The boundary conditions that were taken now are somewhat arbitrary, so there could also
be problems there. A better approach would be to also model the host bone and the implant
materials as elements or maybe even calculate on the whole prothesis, with the cavities as special
elements in which the model from this report can be used.
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Chapter 12

Conclusion

The model with mechanical stimuli is numerically stable in contrast to the pure biological model.
However the effect of strains doesn’t seem to affect any of the other variables, other than the
production of fibrous tissue which is negligible now anyway. Different loading conditions might
be a solution to this problem. The best approach would be to consider the dental implant as a
whole (see Figure ?77) and also discretize the bone and the implant and apply loads to certain
points in the system to model the movement of the jaw as accurately as possible, where the
domains presented in this report could serve as extra detailed elements.

Figure 12.1: Use the whole dental implant as computational domain.
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Appendix A

Flow chart of the biological processes

To get a good overview of all the biological processes that play a role in bone-implant healing
the following flow chart is produced to easily see the relationships between different cell types,
tissues, growth factors and mechanical stimuli.
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Appendix B

Alternative choice in IMEX for 1D
FVM model

As mentioned in Section 4.3 an alternative choice in the IMEX method can lead to a more
efficient solving method: all non-linear terms (including terms that have some combination of
different model variables) are taken at the current time step. This would lead to the following

system of equations
, M -1 M . .
= - — 4T C 4 f(u B.1
vt (5p-8) () v nw)) (B.1)

requiring that the matrix inverse only has to be calculated once at the start.

Following this rule, the following discretization is achieved. Only for the osteogenic cell concen-
tration an exception is made because of the chemotaxis term, taking this term on the current
time step turns out to lead to great instability.

The differences with the original choice are found in Eq. (B.5)-(B.9).

Platelet concentration
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Growth factors I

i+1 7 i 7
51, — 51 Dsl i+1 i+1 i+1 Q151 : Q252 ; i+1
h—= o ST — 251 + 54! + —cl 4+ —c; — hAgs1, (B.5)
olp—1 Sln Slp41 n “n s191p, .
At h ( " nt ) B + S1h, Beo + Sal,

Growth factors II
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body forces, 82
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element matrix, 45
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Green’s first identity, 44, 46
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isoparametric transformation, 56

Jacobian, 57

lamellar bone, 11
lumping, 53

mass matrix, 32

mechanical stress, 11, 12
mesenchymal stem cells, 11
midpoint rule, 51, 55, 59

Newton-Cotes rule, 50, 54, 57

normal strain, 82
normal stress, 81

original frame, 56
osseointegration, 11
osteoblasts, 11
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osteogenic cells, 11

plane stress, 82
platelets, 12
poro-elasticity, 89
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reference frame, 56
rule of mixtures, 90

shear strain, 82
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stiffness matrix, 32
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stress, 81

surface forces, 82
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weak formulation, 44
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