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Abstract: This work deals with the analysis of the modified material properties of cellular
tissues. For the experimental study, cell-seeded condensed collagen gel specimens were stimu-
lated mechanically in bioreactors for four weeks. To follow the Young’s modulus modification
(remodeling), a compression test was performed every week. A constitutive equation is pro-

posed for the remodeling effect of the cellular tissue, and a remodeling velocity parameter is

identified.

Zusammenfassung: Die vorliegende Arbeit behandelt die Untersuchung der modifizierten
Materialeigenschaften von der Zellengeweben. Fiir die experimentelle Untersuchung wurden
Proben aus zellbesiedelten verdichteten Kollagengel im Bioreaktor fiir vier Wochen stimuliert.
Jede Woche wurde ein Drucktest durchgefithrt, um die Anderung des Elastizitatsmoduls zu
folgen. Fiir die Remodeling der Zellengeweben wird ein Stoffgesetz vorgeschlagen, und ein

Parameter der Umbaugeschwindigkeit wird identifiziert.
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Chapter 1

Introduction

1.1 Motivation

Articular cartilage problems in the knee joint are common in orthopedic surgery. Injuries,

called lesions, often look like tears or potholes in the surface of the cartilage, Fig. 1.1.

Figure 1.1: Articular cartilage lesion in knee (from [5]).

If an injury is so serious that the cartilage tears all the way through the thickness, e.g. a full-
thickness lesion, surgery is usually recommended. Such an operation is challenging, and many

factors are to be considered in order to achieve appropriate repair and rehabilitation.

One such replacement material is a condensed collagen gel that exhibits similar mechanical

properties to those of native healthy articular cartilage, Fig. 1.2 .

If an acellular condensed collagen gel plug (condensed collagen gel without cells) is im-
planted into the human knee, then chondrocytes (cells) migrate into the plug and proliferate,
which leads to wound healing. The artificial cartilage thus becomes integrated into the original

one.
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Figure 1.2: Punching and filling of articular cartilage (from [6]).

A new way to prepare the plug for implantation involves using the patient’s chondrocytes (cells).
If the patient is young (20 to 50 years old) and the lesion not so large (less than 4 cm), a few
cells are taken from the healthy side of the patient’s knee cartilage and cultivated in a lab-
oratory for several weeks. A cellular condensed collagen gel plug (newly synthesized
cartilage) containing these cells is then implanted into the patient. Then, due to the activity
of the cells, which attach themselves to the surrounding cartilage, the healing process of the

cellular condensed collagen gel becomes faster than that of acellular condensed collagen gel.

In both cases, cells play an important role. We want to understand the material remodeling
effect resulting from the cell activity. With such insight, the replacement material could be

optimized through biomechanical treatment before its implantation.

The aim of the present work is to investigate the modified material properties of the cellular
condensed collagen gel due to the mechanical stimulation in the framework of continuum
mechanics. Especially, the modification of Young’s modulus owing to the collagen type II that

are synthesized by cells is the main interest.

For the experimental study, cellular condensed collagen gel specimens are incubated and stim-
ulated mechanically in bioreactors. To follow the Young’s modulus modification regarded as
remodeling, a compression test is performed every week. A constitutive equation is proposed

for the remodeling effect, and a remodeling velocity parameter is identified.
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1.2 Recent work

Papers on soft tissue

Baaijens et al. [9] reconstituted the hammock-shaped collagen architecture in heart valves and
a helical pattern in arteries under the assumption that the architecture is regulated by me-
chanical stimulation. They developed computational models to predict the mechanoregulation
for the collagen architecture and reviewed the key modeling assumptions and results achieved

until 2010.

Ricken et al. [70] proposed a triphasic model composed of solid, liquid, and nutrition for trans-
versely isotropic saturated tissues. The growth is assumed to be governed by the stress state

and the local proportion of nutrients.

Ricken and Bluhm [68] deal with the development of a multiphase model to describe the growth
and remodeling phenomenon in a biological system focusing on biological optimization mecha-
nisms. A continuum triphasic model (i.e., a solid whose interstitial spaces are filled with water
containing nutrients) based on the multiphase Theory of Porous Media (TPM) is proposed
to provide a thermodynamically consistent description for the growth and remodeling phe-
nomenon. Ricken and Bluhm discuss constitutive modeling of stress-strain- or nutrient-driven
growth and remodeling phenomena postulating the mass exchange of the solid phase with the
nutrient phase as a function of the total Kirchhoff solid stresses, the solid Jacobian (the third

invariant of right Cauchy-Green tensor related to solid), and the nutrient content.

Loret and Simoes [53] assumed an internal entropy production to be quadratic in terms of the
dissipation variables in order to derive a growth rate law driven by stress within the frame of
a single solid in a system that is open to changes in mass only. The growth rate law is based
on the concept of a convex homeostatic surface in stress space. The dissipation inequality is
used as the central tool motivating the rate laws for the growth transformation and for the
structural variables that define an evolving homeostatic surface. The adaptation of the tissue

due to loads corresponding to non-homeostatic states is explained as a reason for finite growth.

Menzel and Waffenschmidt [56] studied growth and remodeling reflecting the alignment of
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fibrous soft biological tissue with respect to representative loading directions and used a con-
tinuum approach within a sound micro-mechanically motivated formulation. A worm-like chain
model was used to describe the behavior of long-chain molecules such as those found in col-
lagenous tissues. With the aid of a microsphere formulation, a one-dimensional constitutive
equation was extended to the three-dimensional macroscopic level. With unit vectors consid-
ered for the numerical integration over the domain of the unit sphere, the anisotropic material

properties were analyzed.

A constitutive model for predicting the time-dependent response of growing aneurysms during
their early development was proposed by Vena et al. [82] with particular attention to cerebral
aneurysms. Two mechanisms, viz., a change in the reference length of collagen fibers and a
change in the collagen fiber density, are regarded as the main reason for the adaptive pro-
cess. The elastic behavior is extended to the growth regime by means of a suitably developed
constitutive framework based on the multiplicative decomposition of the deformation gradient
into elastic and inelastic components defined for the fibers. Rate equations governing the time
evolution of the fiber reference length and of the fiber density are suggested. As a result it is
concluded that the two mechanisms, the change in fiber reference length and the fiber density
change, have opposite effects on the stability of the tissue growth. According to Vena et al.
unstable growth is obtained even for a small perturbation of the reference state for cases in
which the mechanism affecting the fiber density is not sufficiently strong. They identified the
constitutive parameters for the passive behavior of cerebral arterial walls by fitting experimen-

tal results taken from the literature.

Kroon [45] has investigated the remodeling effect of soft tissues accomplished by fiber-producing
cells. He proposed a theoretical model for collagenous tissue and collagen gel assuming that
the soft tissue is hyperelastic and the strain energy function includes a density function. This
function describes the distribution of the collagenous fiber orientation and evolves according to
an evolution law, according to which fibers reorient towards the direction of maximum Cauchy
stress. The proposed model was able to predict both the resulting collagen distribution and
stress-strain relationships of remodeled collagen gel. Kroon’s theory was applied to experi-

ments, where gels were exposed to remodeling under uniaxial and biaxial constraints.
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Kroon and Holzapfel [46] developed a constitutive representation of multiple collagen layers by

taking an anisotropic strain energy function into account.

Bellouquid and Angelis [13] showed how the macroscopic tissue behavior can be described from
the underlying cellular description and that this specific biological state modifies the structures
of the models obtained by different assumptions using asymptotic analysis. They derived hy-

perbolic models and focused on the existence of global equilibrium solutions.

Munoz, Conte, and Miodownik [80] derived a set of equilibrium equations for the stress-
controlled shape change of cells due to the remodeling and growth of their internal architecture.
To separate growth processes from hyperelastic and mass-preserving deformations, they divided
the deformation gradient into active and passive components. The results were applied to a

truss system whose function is similar to the cytoskeletal network.

Dorfmann, Woods, and Trimmer [19] presented experimental data from cyclic loading tests of
an unstimulated muscle with constant maximum stretch and different, constant engineering

strain rates, and derived a constitutive model on the basis of the data.

Volokh [84] used a simple phenomenological theory to examine morphogenesis such as surface
pattern emergence during the growth of anisotropic tissues. He showed that constrained growth

can lead to tissue compression resulting in surface buckling.

Ehret and Ttskov [21] proposed a thermodynamically consistent dissipative model describing
softening phenomena in anisotropic materials based on a generalized polyconvex anisotropic
strain energy function. Anisotropic softening is considered by the evolution of internal vari-

ables governing the anisotropic properties.
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Papers on articular cartilage

Mak et al. [55] obtained a mathematical solution for the indentation creep and stress-relaxation
behavior of articular cartilage. They modeled articular cartilage as a homogeneous binary mix-

ture of an incompressible, isotropic, linearly elastic solid and an incompressible, inviscid fluid.

Mow et al. [59] reviewed previous work in order to unify the understanding of the viscoelas-
tic properties of cartilage in compression. The role of compression-dependent permeability in
controlling interstitial fluid flow and its contribution to the observed viscoelastic effects are
discussed. Mow et al. then use the flow-dependent viscoelastic effects to model the compressive

viscoelastic properties of articular cartilage.

Ateshian and Wang [8] showed that interstitial fluid plays an important role in the load support
mechanism of articular cartilage, and found that the amount of fluid decreases with time if the
applied load is maintained constant. They used the linear biphasic model of Mow et al. [59] to

describe the mechanical response of articular cartilage.

Federico et al. [23] developed a model of elastic properties of articular cartilage based on its
microstructure. Mathematical tools developed for transversely isotropic composite materials
were used to describe articular cartilage whose elastic properties are assumed to be a function
of cartilage depth. Their results demonstrated that the axial elastic modulus decreases from

the deep zone to the articular surface and were in good agreement with experimental findings.

Wilson et al. [85] proposed that the local stresses and strains in the collagen fibrils cannot be
reliably determined without taking the local arcade-like collagen-fibril structure into account.
They used a poroviscoelastic fibril-reinforced FEA model and determined the fibril properties
by fitting numerical data to experimental results of unconfined compression and indentation

tests.

Garcia and Cortés [29] proposed a nonlinear biphasic viscohyperelastic model combining the
intrinsic viscous effect of the proteoglycan matrix with a nonlinear hyperelastic constitutive
equation. For uniaxial loading their equation reduces to a solid type viscous model in which

the spring is represented by the hyperelastic function and may be used to represent the me-
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chanical behavior of the proteoglycan matrix in a fiber reinforced model of articular cartilage.

Subsequently, they [28] proposed a biphasic viscohyperelastic fibril-reinforced model that de-
scribes the intrinsic viscoelasticity of the fibrillar and nonfibrillar components of the solid phase,
the nonlinear tension-compression response, and the nonlinear stress-strain curves under tension
and compression. They showed that the inclusion of viscous effects in the matrix reproduces
experimental data incorporating material properties for the fibers consistent with experimental

tensile tests.

Kwan et al. [48] determined the material coefficients of human and bovine articular cartilage
under large strain and large load conditions at equilibrium using a finite deformation biphasic
theory based on the choice of a specific Helmholtz free-energy function, which satisfies the gen-

eral Coleman-Noll condition and the Baker-Erickson (B-E) inequalities.

Holmes and Mow modeled [33] the behavior of the soft porous permeable solid matrix using a
finite deformation biphasic theory including a Helmholtz free-energy function. They deduced
the dependence of the porosity and the solidity on deformation and proposed a generalization

of the exponential strain-dependent functional form for the proposed permeability.

Ehlers and Markert [20] combined a descriptive representation of the linear viscoelasticity law
for the organic solid matrix with an efficient numerical treatment of the strongly coupled solid-

fluid problem. They considered deformation-dependent permeability effects as well.

Wu et al. [86] evaluated the commercial finite element software ABAQUS for analysing biphasic
soft tissues. They compared the ABAQUS solution with the analytical solution of Mak et al.

[55] and showed a good agreement.

Spilker et al. [74] accounted for the highly fibrous nature of the meniscal tissue such as artic-
ular cartilage that exhibits viscoelastic behavior under applied load. They assumed a fiber-

reinforced, transversely isotropic solid phase.

Un and Spilker [81] simulated cartilage contact in diarthrodial joints. They derived time-
dependent contact boundary conditions using kinematic, kinetic, and geometric data from ex-
periments. The nonlinearity associated with contact is approximated using a penetration-based

method, thus reducing the nonlinear problem to two linear ones.




CHAPTER 1. INTRODUCTION

1.3 Procedure

The present work is divided into five parts.

In Chapter 2, the following aspects of articular cartilage will be explained from a medical view-

point: kinds, structure, mechanical properties, injury, and surgery.

To describe general biological phenomena such as growth or remodeling, the change of mass
should be considered at first. It influences not only the mass balance law but also other balance
laws. Therefore, general kinematics and balance laws will be derived in Chapter 3, which
can be applied to any biological or non-biological system with mass change. Especially, multiple
phases is assumed to take mass transition into account (multiphasic open systems). At the
end of the chapter, balance laws of a closed system are derived by regarding a closed system as

a special case of a open system.

In Chapter 4, several kinds of constitutive equations are introduced by classifying them accord-
ing to material behaviors. Section 4.1 deals with the mechanical reactions of soft tissues in a
short time-scale (in minutes), how a soft tissue reacts on external loading.

In a long time-scale (in weeks), mechanical properties of tissue can change and constitutive
equations of such a change are discussed in Section 4.2. At the end of the chapter, a theoretical

model is proposed to predict material behaviors in a short and a long time-scale experiment.

Chapter 5 is dedicated to experiments, which features descriptions of how to produce cell-
seeded soft tissue, how to stimulate the cell-seeded tissue in bioreactors, and how to perform
compression tests to measure the stiffness changes of the cellular tissue every week. From every
week compression test of the specimens mechanically stimulated in the bioreactors, the modi-

fication of stiffness can be followed.

The associated numerical model and results will be described in Chapter 6.

We close the work with Chapter 7 summarizing the research and discussing some points to be

considered in the future.




Chapter 2

Articular cartilage from a medical

viewpoint

This short introduction mainly follows Fox et al. [24], Mow and Ratcliffe [60], [3] and [2].

2.1 Kinds of cartilage

Cartilage is a connective tissue composed of specialized cells called chondroblasts that produce
a large amount of extracellular matrix composed of type II collagen (except fibrocartilage which
also contains type I collagen) fibers, an abundant ground substance rich in proteoglycan, and
elastin fibers. Chondroblasts that get caught in the matrix are called chondrocytes in cartilage
and osteocytes in bone and lie in spaces called lacunae with up to eight chondrocytes per lacuna.

Cartilage is classified in three types, elastic cartilage, hyaline cartilage, and fibrocartilage.

Elastic cartilage, also named yellow cartilage, contains elastic fiber networks and collagen fibers
and is found in the outer ear, larynx (voice box), and epiglottis (the entrance of the larynx).

Fibrocartilage is a mixture of white fibrous tissue and cartilaginous tissue in various proportions.
The flexibility and toughness of fibrocartilage depend on the fibrous tissue, while its elasticity
is determined by the cartilaginous tissue. It is present, for example, in vertebral discs of the
spinal cord, the pubic symphysis, bone menisci, and the temporomandibular joint. If cartilage
is damaged, the body will form a scar using fibrocartilage that is tough, dense, and fibrous.

The torn part is filled with the fibrocartilage, which acts as a repair mechanism.
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Articular cartilage, also referred to as hyaline cartilage, is a soft tissue which covers joint surfaces
of bones and thus allows them to glide over one another with little friction. The human body
contains this kind of cartilage in many areas, e.g., finger, elbow, foot, knee, spine, and rib cage.
Like a cushion, cartilage distributes the load over the surface of joints. It serves also as a shock
absorber. Since cartilage is mainly composed of water and collagen, shock can be absorbed by
the fluid in the tissue. Proper function is enabled by the arrangement of internal components

and composition.

2.2 Structure of articular cartilage

Diarthrodial joints allow free motion and are held together by a joint capsule, such as in the
temporomandibular joint, knee, and shoulder. Articular cartilage can be mostly found in the

joints and forms the growth plate by which long bones grow.

Joint Cavity

Cancellous Bone

Articular and Marrow

Cartilage

Tissue
() Scltnna?‘r;:m) (10"m—1o" ™

B }

Collagen Triple Helix Chondrocyte Articular Cartilage

©oe
[€——1200 nm—>|
Proteoglycans
Nano Ultra Micro
(10" m-10°my) (10°m-10"m) (10" m-10"*m)

Figure 2.1: Structure of diarthrodial knee joint at different scales I (from [60]).

In Fig. 2.1, the structure of a diarthrodial knee joint at different scales is shown.
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2.2. STRUCTURE OF ARTICULAR CARTILAGE

The first diagram is at the macroscopic level (between 0.5 cm and 15 cm), and depicts how the
femur and tibia move when subjected to a bodyweight load. The top left picture in Fig. 2.1
and A of Fig. 2.2 show the composition of a diarthrodial joint, which consists of bone, articular

cartilage, ligaments, tendons, muscle, and the joint capsule.

The articular cartilage in a diarthrodial joint is pictured at the next scale (between 10~* m and
1072 m) at the top right of Fig. 2.1 which depicts the bearing surface of the joint, where the

articular cartilage may look like a homogeneous solid layer.

Femur
..'- .-'--’.
@ ~_Compact
(8] A bone
. Articular
—-catioge
= (e mim thick]
C e =y Osteans
B 2y ':1:'-.‘ I"'*.-: ‘-1 l-.-- -
Superficial Zone Ak "-_11_;{:;.
o : - Blood wasselsc— L0 .5__.1.:.';.:,. |00 - 500 pm
2010 nm A RLTA A " Micde Zone
= 3 {5 s —Deep Zone
el ﬁ W _Tidemark
e e — Caleified Zore
i ) i G' -
g .I"‘ ¥ j VP~
ot \! ] (4l . Uk —Qsteccytes
D) D =
[
H\ p
. Hydroxyopotite
{ — grystols
25 nm
Collogen |
=~ fibres
‘)i rirm

Figure 2.2: Structure of diarthrodial joint at different scales II (from [62]).
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Zooming in to between 0.1 ym and 100 pm (Fig. 2.1 bottom right and B of Fig. 2.2) microstruc-
tures such as the chondrocytes (cells that make cartilage matrix) and the organization of the

collagen type II fibrils can be seen.

At the ultrastructural level (between 0.01 gm and 1 pm), the individual collagen fibrils and the
proteoglycan matrix can be seen (bottom middle figure of Fig. 2.1 and D of Fig. 2.2).

The interior structure of the collagen and proteoglycan appear at the nanostructural scale (bot-

tom left figure of Fig. 2.1 and E of Fig. 2.2); this is not of our interest in the present work.

The structure at the micro scale (between 0.1 pm and 100 ym) can be divided into four zones:

1. the superficial, tangential zone (10 — 20 % of the cartilage thickness),
2. the middle zone, (40 — 60 % of the cartilage thickness),
3. the deep zone, (30 — 40 % of the cartilage thickness), and

4. the calcified cartilage zone under which subchondral bone lies.

A Articular surface B

L stz (t0%20%) { B

ol
P o e zone
@ @ 3 o~ °°
® ® . ® %
% ofc g T Deep zone
o ahoRetolt: (30%-40%)
Calcified zone
= = o o Subchondral bone

Chondrocyte
Tidemark Tidemark

Cancellous bone

Figure 2.3: Structure of articular cartilage I (from [24]).

Depending on the zone, the organization of collagen as well as amounts of proteoglycans (an

important component of the extracellular matrix) are different. A schematic of these zones is
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2.2. STRUCTURE OF ARTICULAR CARTILAGE

illustrated in Fig. 2.3. A of Fig. 2.3 illustrates the distribution of chondrocytes (cells) depend-

ing on depth, and B shows the orientation and density of collagen fibers.

Zones

Articular
surface

~ Superficial T *?;"‘”*/ T
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S e .
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. . it "T’"ﬁ‘ o S
Calcified cartilage e R ;- _Subchondsal bone

T2 cancellous bone

Figure 2.4: Structure of articular cartilage II (from [24]).

The superficial tangential zone contains the highest collagen content (ca. 85 % by dry weight),
and the direction of collagen fibrils is parallel to the joint surface. From a mechanical point of
view, this zone may resist shear stresses. Moving closer to the tide mark above the subchondral

bone, the amount of collagen decreases.

In this study the model is investigated at the scale of the tissue (between 10" mm and 10 mm,
as top right picture of Fig. 2.1). However, the synthesis of collagen type II fibrils is a microscopic

phenomenon, as chondrocytes synthesize a bundle of collagen type II that is about 100 pm.
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2.3 Mechanical properties of articular cartilage

Articular cartilage is composed of two major phases

e a fluid phase containing water (68 — 85 %) and electrolytes, and

e a solid phase containing collagen type II (10 — 20 %), proteoglycans (5 — 10 %), glyco-

proteins, and chondrocytes that produce cartilage matrix.

Thus, the three major components of articular cartilage are essentially water, collagen type II,
and proteoglycans, where mutual action decides its mechanical behavior. Changes in the rela-
tive amounts of these components due to, e.g., disease or remodeling will change the mechanical
properties of cartilage. In the present work, the change of stiffness due to the synthesis

of collagen type II is the main interest and addressed in Sec. 5.2.2.

Of the three major components, water is the dominant. Approximately 30 % of the total water
exists within the intrafibrillar space of collagen. The swelling pressure due to the fixed charge
density (FCD) of the proteoglycans determines the collagen fibril diameter and the amount of
water within the collagen. The proteoglycans are constrained within the collagen matrix. If an
articular cartilage is compressed, fluid is partially squeezed out of the cartilage, which leads to
drag forces between the fluid and solid matrix. The forces increase in proportion to increasing
compression and it becomes more and more difficult to exude water. Such a phenomenon will

be explained in the present work with a concept of diffusion in Section 4.3.4.

While the saturated constituents possess compressional strength, the collagen type II fiber has
the tensile strength like the steel of reinforced concrete. Proteoglycan, the third major com-
ponent, is a large biomolecule consisting of a protein core with glycosaminoglycan side chains.
This molecule normally occupies a large space when not compacted by a collagen network.
The compaction of the proteoglycans affects swelling pressure as well as fluid motion under

compression. The role of proteoglycan is not considered herein.

2.4 Injury of articular cartilage

Traumatic mechanical destruction, direct blows, or progressive mechanical degeneration (wear

and tear) results in articular cartilage injuries. Depending on the extent of the damage and
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2.4. INJURY OF ARTICULAR CARTILAGE

the location of the injury, it is sometimes possible for the articular cartilage cells to heal. Since
articular cartilage is not supplied with blood directly, it cannot repair itself. If the injury pen-
etrates the bone beneath the cartilage, the underlying bone provides some blood to the area,
improving the chance of healing.

Articular cartilage fragments separated from the underlying bone may float in the joint and
interfere with normal joint motion. The initial damage begins with cartilage softening then pro-
gresses to fragmentation. As the loss of the articular cartilage lining continues, the underlying
bone has no protection from the normal wear and tear induced from daily motion and begins to
break down, leading to osteoarthritis (OA). Osteoarthritis known as degenerative joint disease

is characterized by three processes:

e In the early stages of disease, the surface of the cartilage becomes inflamed and swollen.
The joint loses proteoglycan molecules and other tissues, and then begins to lose water.

Fissures and pits appear in the cartilage.

e As the disease progresses and more tissue is lost, the cartilage starts harden. As a result,

it becomes increasingly prone to damage from repetitive use and injury.

e Eventually, large amounts of cartilage are destroyed, leaving the ends of the bone within

the joint unprotected. Bone damage follows.

&
a gl
Ll ]

. 4. Cartilage remnants
2. Cartilage 5. Destruction of carfilage
3. Thinning of cartilage

Figure 2.5: Evolution of Osteoarthritis (from [1]).
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2.5 Reparative surgery of articular cartilage

The type of surgical treatment to repair damaged articular cartilage depends upon numerous
factors including patient age, the size and location of the lesion, and prior surgical treatments.

For small lesions, Fig. 2.6, there are two methods.

The first and common practice, chondroplasty, occurs when the surgeon arthroscopically re-
shapes or smoothes the shredded or frayed articular cartilage, Fig. 2.6 (a). It is a simple
surgical technique whereby the fibrillated (ragged) and damaged joint surface is cut, scraped,

lasered or burred away in the hope that the healthy joint surface will heal over the defect.

The second and slightly more involved procedure is microfracture, where the surgeon creates

several small holes in the lesion to stimulate new cartilage growth, 2.6 (b).
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Figure 2.6: Surgeries for small cartilage lesions (from [4]).
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2.5. REPARATIVE SURGERY OF ARTICULAR CARTILAGE

In the case of large lesions (Fig. 2.7), open surgical procedures are considered, including:

e Osteochondral Autograft Resurfacing: Cartilage plugs are taken from other locations in

the patient’s knee and used to fill in the void at the site of injury.

e Osteochondral Allograft Resurfacing: Cartilage plugs are taken from a donor cadaver knee

and are used to fill in the void at the site of injury.

e Autologous Chondrocyte Implantation: This is a two-stage procedure. In the first stage,

arthroscopic surgery is performed to evaluate the chondral lesion and obtain a sample of

the patient’s normal articular cartilage. This sample is then sent to a laboratory where

millions of cartilage cells are grown outside the body in a tissue culture over a 3-6 week

period. These cells can then be implanted into the injury site during the second procedure.
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Figure 2.7: Autologous chondrocyte implantation for large lesions (from [4]).

This case is interesting to us, as cell activity causes remodeling of the replacement material.
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Chapter 3

Kinematics and balance laws for a

general biological system

To describe biological phenomena such as growth or remodeling, the change of mass should be
considered at first. The newly added mass causes additional momentum, moment of momen-
tum, energy and entropy into the system and thus, all the balance laws should be derived on

the basis of the mass balance.

Monophasic model

Kuhl and Steinmann [47] explained the influence of enhanced mass balance on the other balance
equations with introducing volume-specific and mass-specific formats. According to their pre-
sentation, the mass-specific format is free from all explicit mass-dependent terms (open-system
contributions) and balance equations in the format resembles those of closed-system (classical
balance equations).

Lubarda and Hoger [54] presented a general constitutive theory of stress-modulated growth of
biomaterials. They derived balance equations with consideration of mass source.

Epstein and Maugin [22] proposed a theory of material growth regarding growth as a local
rearrangement of material inhomogeneities. Mass flux is introduced in addition to mass source
in the mass balance law. In their theory all irreversible sources are lumped in extra terms and

the reversible case can be identified by vanishing of the extra input.
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Multiphasic model

Cowin and Hegedus [16] developed a model for bone remodeling by regarding it as a continual
process of growth, reinforcement and resorption involving. They introduced a mass source in
order to describe biological growth and modified the transport theorem and balance equations.
They suggested that the mass source is a function of deformation gradient and a volume frac-
tion of matrix material in an unstrained reference state in isothermal process.

Ricken et al. [69] proposed a triphasic model for transversely isotropic saturated biological tis-
sues including growth. They assumed that growth is determined by stress and local proportion
of nutrients. Thereby, nutrients are responsible for mass exchange. They assumed that mass
sources arise from inter-conversion.

Garikipati et al. [30] formulated balance equations taking mass transport into consideration
for treatment of growth in biological tissue. Particularly they include multiphasic materials
incorporating internal interactions between species such as interaction forces and inter-species

energy transfers.

This chapter is devoted to the derivation of kinematic relations and balance laws on the basis of
mass change that are applicable to any biological or nonbiological system consisting of several
species. The development mainly follows the paper by Garikipati et al. [30] and extends the
theory with the following points.

Solid flux and fluid source are introduced in the present work, while Garikipati et al. did

not consider these.

The solid flux is assumed to be very slow in comparison with other fluxes.

Entropy transfer between the species is introduced in the present work.

In the present work a closed system is regarded as a special case of a open system and

the reduction from an open system to a closed one is shown.

The interaction forces between species in their work [30] are ignored in the present work.
Such forces will be required, for example, in case of electromagnetic fields but are regarded as

unnecessary in biological systems.
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3.1. KINEMATICS OF GROWTH

3.1 Kinematics of growth

We assume that the tissue of interest B occupying an open region €}y C R? in the reference
configuration (at time ¢ = 0) is composed of several kinds of species symbolized by superscript
1. Material points of the body can be described with a position vector X.

Usually, soft tissues present residual stress that can be released when the tissue is excised:

def

o(t=0) = 09g=0res #0 in Q. (3.1.1)

Such a phenomenon can be observed by cutting an artery, Ogden [64]. If a short length of
artery is cut radially, it springs open due to its residual stress. In this case, the residual stress

is tensile stress in circumferential direction.

In order to explain the phenomenon of the residual stress, let us conceive an imaginary state
{Yorg. This is an undeformed state under stress-free condition and cannot be observed in reality,
Taber [79] and Ogden [64]. Let dm},, and p; (X) denote differential of mass and mass density
of a species 7 in Qorg, respectively. Due to mass transport, the differential of mass becomes dmj,

and its density becomes pj(X,t) in Q. If the mass density does not change (o}, = p), the

mass change means the volume change, Fig. 3.1

dm!, — dm} — dvi, — dVj. (3.1.2)

org org

incompatible due to
rowth deformation
Imaginary state)

F = F' = FeF¢

no deformation
in stress-free state

compatible under residual stress

Figure 3.1: Kinematics of growing body and residual stress.
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In the case of mass influx (dmorg < dmj), the species becomes lager volumetrically (dVOZrg < dVy)

and smaller (dV_,, > dVf) for efflux (dmj,, > dmy). Figure 3.2 illustrates two different cases
of the residual stress. The mass of material 1 m! changes whereas the mass of material 2 does

not change.

ﬂ

Qorg QO 2

org = mO

ml org < mOa
Orgg Comprssive redidual stress
(T Morg /7 in swollen state

1 1
More > Mg,
Imaginary °re
stress free state Tensile redidual stress

in contracted state

Figure 3.2: Different residual stresses.

With the assumption that the volumetric growth is isotropic, we can define the growth defor-

mation gradient for each species:

AYA dm
e — g 4 TT0 gy TR0y el g
1so0 dvl dml 1so 7

org org

(3.1.3a)

where I is the second-order identity tensor and the ratio 1% is the isotropic stretch ratio due to
volumetric growth [54].
If the growth is transversely isotropic, the following growth deformation gradient can be

applied
F& = FE 9 98] 4 (8 — 95 )ny @ ny (3.1.3b)

where the unit vector ng specifies the fiber direction in reference configuration. ng, and %, are
the stretch ratio in the fiber direction and in any orthogonal direction to it, respectively.

For orthotropic growth, we propose the following expression

7 () def () () 7
Fg = F%rth ﬂgrth]: + (ngrth - ﬁgrth>n0 ® g + ( orth ﬂ%rth)mo ® my , (313C)

where the unit vectors ng, mgy and ny X mg specify the principal axes of orthotropy. nfﬁth and

& are the stretch ratios in the direction of ny and my, respectively. And 2., is the stretch
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ratio in the direction of ng x my.

This growth deformation gradient is analogous to the plastic deformation gradient and varies
pointwise. It may cause incompatibility in adjacent neighborhoods. Therefore, the tissue B
may be no longer geometrically compatible after growth of species ¢ F&. For the compatibility
condition, an elastic deformation F® should be introduced which causes an internal stress. This
is the residual stress and is different for each species, as each species has its own growth, Fig.

3.1.

F = F' = F*F¢ (3.1.4)

deformation

Reference configuration at time ¢ =10 Current configuration at time ¢

Figure 3.3: Continuum tissue with source, flux and under stress.

If external loads, such as the surface traction T or the body force g, are applied to the body
(with mass source /I* and mass flux M") and the deformation due to the loads F* is common

to all species, Fig. 3.3, the total deformation gradient is
F = F'F' = F'FoF¢ . (3.1.5)

If the deformation due to the external loading is elastic, F/F¢* denotes the total elastic defor-

mation gradient of species i:
FiFe < pel = F = FoF& (3.1.6)
In the current configuration (¢ > 0), the tissue body B occupies the new open region €,

Qt = (P(QQ), Qt C |R3 ; (317)
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which is a point-to-point mapping from €y to €.

The new position of the material points can be described with a new vector
x=p(X,t). (3.1.8)

The mapping of ¢ is the deformation gradient of the tissue F:

aer Op

= o (3.1.9)
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3.2 Balance laws for an open system

3.2.1 Balance of mass

In classical thermodynamics, it is assumed that the material amount within a system is con-
stant throughout any processes. Material exchange between the system and its environment is

not included. Such a system is open to mechanical work and heat but is closed to mass.

Usually the biological system must be considered to be open not only to work and heat but also
with respect to mass transport. The mass exchange of the system with its environment
affects all the balance equations, as inflowing mass or mass newly synthesized in the system

could have a certain amount of linear momentum, angular momentum, energy and entropy.

In the reference configuration, a material body B occupies the open region Qy C R® whose
boundary is 0§y and its outward normal vector is IN. Suppose that the body is composed of
solid, fluid and other species such as byproducts synthesized or excreted during a biome-
chanical and biochemical process and nutrient participating/consumed in the process.

Further, it is assumed that there are nothing but nutrient and one byproduct in other species.
Solid and fluid are denoted by superscript S and F, respectively. Nutrition and the byproduct
are denoted with superscript N and B, respectively. Then the body is a multiphasic material

composed of several species (i = S,F, N, B).

Even though the solid phase undergoes transport through solid flux, its motion &° can be spec-
ified entirely by the motion of the tissue material point x, as the solid flux is assumed to be

very slow in comparison with other fluxes.

P (~x)< 2" 2® = X=X, z~zx and F°x~F. (3.2.1)
Thus the other flux vectors (M*,i = F,N,B) can be defined relatively to the solid phase. The
fluid is described as convecting with the solid phase and diffusing with respect to it. The
velocity of fluid can be expressed with respect to that of solid phase.

The total material density of the tissue is the sum of the all species densities

po=> P(X.t)=p5+pb+p+p,  i=SFNB (32.2)

2
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The density pj) can change due to mass source, mass transport through the system or inter-
conversion of species e.g. synthesization of byproduct (such as collagen type II) by consuming

nutrition (a biochemical process).

Generally speaking, we can say that the time rate of mass change of species 7 is balanced with
its volumetric mass exchange and its mass exchange due to contact mass flux, that are features

of the open systems:

d i — def _ 4

—m' =My = M + My - (3.2.3)

dt open source

Thus, the mass balance for any species (i = S,F,N,B) can be written in integral form:

d . d . A ‘
= dmi = —/ pidV = [ Idv — [ M'-dA,
dt m6 dt QO QO 890
where
msource déf szv ) (324&)
Qo
Moy = — | M'-dA, (3.2.4b)
Qo

with the infinitesimal volume element dV and the area element vector dA(%E NdA) defined in

the reference configuration.
With the divergence theorem, we can obtain its differential form as

/ ipgdvz/ (II' = DivM"') dV,
Q, dt Q
dp

0

-9 — [I' — Div M*, Yi=S,F,N,B. O (3.2.5)

_)
;

Due to the contributions of mass source and flux, the time rate of mass change is not zero.
Otherwise, the system is a closed one (no mass change rate) and Eq. (3.2.5) is reduced to the
continuity equation familiar in classical continuum mechanics.

With the further assumption that the sources are generated as a result of inter-conversion, we

can simplify the relation of sources as follows

NI =1+ 1"+ 1"+ II° =0, (3.2.6)
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Summing up over i of Eq. (3.2.5) and considering Eq. (3.2.6) and (3.2.2) gives the balance of

mass for the whole system:

d .
20 = —> DivM'. (3.2.7)

The time rate of tissue material density depends on the mass fluxes M 1(2 = S,F,N,B).

3.2.2 Balance of linear momentum

The tissue of interest B in the reference configuration €2 is subjected to surface traction T and
the body force per unit mass g.

The natural boundary condition is

T=) T'=) PN=PN ondQ, i=S5FNB. (3.2.8)

T" is the partial surface fraction of species i, P? is the partial first Piola-Kirchhoff stress tensor
of species i whose summation over the species is the first Piola-Kirchhoff stress tensor of the

system (tissue):
P=>P', i=SFNB, (3.2.9)

If the tissue deforms with (X, %), its time derivative is a material velocity of tissue and the

same as that of solid phase due to the assumption in (3.2.1):

S
VX, =2P .02

N — . 2.1
ot ot (3:2.10)

The material velocity of any species i, V*, can be defined as relative to the solid phase :

i aet FM'

\4 i
Po

, i =S,F,N,B. (3.2.11)
The material velocity of solid phase is neglected because of Eq. (3.2.1):
Vixo0. (3.2.12)

The rest species (i = F, N, B) except for solid deform with the solid phase and diffuse relatively

to it. Thus, the deformation gradient of tissue F(= F®) is common to all species.

27



CHAPTER 3. KINEMATICS AND BALANCE LAWS FOR A GENERAL BIOLOGICAL SYSTEM

With the total material velocity of the solid phase defined as V' the absolute material velocity
of species i can be described as V + V"' (i = S,F, N, B).

We define the linear momentum of any species i as

P’ déf/ P (V +VHay . (3.2.13)
Qo

The rate of change of the momentum p’ is balanced with the momentum exchange due to
surface and volume forces that are both divided into closed and open parts. As in classical
continuum mechanics, the closed part p, .., describes the external force exerted on the body
excluding mass sources and fluxe. The mass source and the mass flux cause an additional

change in the linear momentum which is denoted by pi .,

d

apz = I_)Z:losed + ﬁipen 9 (3214)

where we define

ﬁilosed déf / p%ng +/ TldA ) (3215&)
Q0 890
Ploen = Plhowrce + Phrux - (3.2.15b)
ﬁiource d;f / HZ (V + VZ) av ’ (3215C)
Qo
Phwe = —/ (V+ V)M NdA . (3.2.15d)
Qo

The balance of the linear momentum of species ¢ is postulated as:

d ‘ . ‘ 4
—/ PV + VYV :/ pigdV + [ TidA
dt Jq, Q0 %%

+ / I (Vv+vh)dv — / (V+V)M'-NdA.  (3.2.16)
Qo Qo

The first term on the right-hand side is the at-a-distance force due to the body-force density g
and the second term is the contact force. These forces can be seen in the classical continuum
mechanics. An additional volume force is brought about due to the mass source IT°. The mass

flux M induces an additional momentum exchange due to contact, that is the last term.
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3.2. BALANCE LAWS FOR AN OPEN SYSTEM

With rearrangement and considering Eq. (3.2.8), the above equation becomes
d ‘ .
—/ po(V +V*"HdV
dt Jo,

~ [ e+ (Vv av [ [P (V4 V) oM Naa

0%
= / [phg+ ' (V + V') +Div (P — (V+ V) @ M)]dV . (3.2.17)
Qo
The left- and right-hand side of (3.2.17) are
dp} 4V V)
LHS =— (V+V)+ e

RHS=pjg + IT' (V + V') + Div [P' — (V + V') @ M|
=phg+ph+ 11" (V + V') + DivP' — Div [(V + V') @ M']
=pog+1I'(V+ V') +DivP’ — Grad (V+ V') M' — (V + V') DivM" .
Considering Eq. (3.2.5), the following relation
dpjy
dt
is valid, and therefore Eq. (3.2.17) reads

(V+V)=1I(V+V')—(V+V')DivM' (3.2.18)

Jd(V + V)

 — = phg + DivP’ — Grad (V + V') M". (3.2.19)

Summing over i (¢ = S,F,N,B) of (3.2.17) gives the balance of linear momentum of the whole

system:

Zdt/ oV +VH]dV = Z/ [Phg + ' (V + V)] aV

+Z/mo [P'— (V+V')@M']-NdA. (3.2.20)

Its left-hand side of (3.2.20) is

LHS—Z / [PV + V)]V = — /Z (V+V)]av
d . 22) d
:E/QO [;pgv+;(pov <3§2>E/QO pov+;(pov
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and the right-hand side of (3.2.20) is

RHS
-3 [ e m vV v+ [ [P - (v V) e ar) Nia
-/ [zpamzni(vwi) W
+/BQ >P > (V+V)eM

= / av + /
Qo 8Q0

pog+ Y _ (II'V7)
where the term Y. (II'V) is set to zero using Eq. (3.2.6).

-NdA

. NdA (3.2.21)

P-) (V+V)eM

With an assumption that the linear momentum of the system depends only on external causes
such as g, P and M", the internal interaction between the species o (H iVi) can be cancelled

out

d (v =o. (3.2.22)

%

Then the Eq. (3.2.20) yields

P-) (V+V)@M'| NdA

dt Jg,

PV + Y (V)

dV:/ pong+/
QU 890
_ /Q O

7

pog + Div (P—Z(V+Vi)®Mi> v,

and its local form is

dt

PV + Y (ng")] = pog + Div (P - (V+V)e M") : (3.2.23)

i

The time rate of change of linear momentum of the entire system is the sum of the body force

and the traction that is affected by the mass flux vector.
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3.2.3 Balance of angular momentum

We define the angular momentum of any species i« with respect to the origin of a coordinate

system as
I / @ x pi(V +VHdV . (3.2.24)
Qo

The rate of change of the angular momentum I’ equals the total moment acting on the species,
i
open’

. . i 7 . . .
which consists of a closed part I, .. and an open part [ As in classical continuum me-

chanics, the closed part describes the moment of the external force p., ..q defined in (3.2.15a).

open arises due to the moment of mass source and mass flux from (3.2.15b):

An open part [
d

all = lclosed + lopen : (3225)
We define
Zf:losed d;f SO X ﬁilosed = / QO X pf)gdv + / LP X PZ : NdA ) (32268’)
QO BQO
Zipen déf LP X ﬁf)pen = ZZ‘.ource + Zilux ) (3226b)
ziource d;f ¥ X piource = / ¥ X HZ (V + VZ) dV ) (3226(3)
Qo
Zilux d;f (P X pilux - _/ (P X (V "‘ VZ) ® Ml . NdA . (3226(1)
0Qo

The balance of angular momentum of species ¢ is postulated as:

i/ @ x,og(v+vi)dvz/ o x [phg+1I'(V+V)]aV
dt QO QO
+/ ex [P'—(V+V)@ M| NdA. (3.2.27)
0o

The same can be obtained from (3.2.17) multiplied by position vector ¢.
The left-hand side of (3.2.27) is

Lus = 4 [ % p(V + V)] dV

dt Jo,
dp . . dpi, AV 4V
= £ o (V +V? DOy v i Lay
/Qo{dtxm PV b [Ty v 4
. dpt . AV + V!
:/ {Vx,of)VUrcpx[%(VJrVZ)ijBQ}}dV,
% t dt
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and the right-hand side is

RHS

:/ <px[pgg+ni(v+vi)}dv+/ ex [P'—(V+V)@ M| NdA
) 00

(A /Q o x [phg + T (V + V)] dV
0
—l—/ﬂ {go x Div [P'— (V+ V)@ M']| + € : Grade [P' — (V + V') ®Mi]T}dV
0
By virtue of the identity (A.4.7), we can rewrite the term with divergence operator
Div [P’ — (V+ V') ® M'| =DivP’ — Grad (V + V') M' — (V + V') DivM".
By equating RHS and LHS of (3.2.27), we obtain
LAV + V)

o dpl .
V x Ve V+Vi
X poV"' 4+ ¢ X dt( + V') + pg o

=p X [phg+ 11" (V + V)]
+xDiv [P — (V4+ V) @M +&:Gradp [P'— (V + V) @ M|
= x [phg+ 1I'(V + V)]
+ ¢ x [DivP' — Grad (V + V') M' — (V + V') Div M|
+E&:Gradp [P — (V+ V) o M]".
This equation can be simplified using (3.2.19):

o doi 4
V X gVt x [ﬁ(vwﬂ

—ox [T (V+ V)] +ex [~ (V+V)DivM] +&: Gradg [P' = (V + V) @ M| .
(3.2.28)

Taking (3.2.5) into account, the following relation can be obtained

o x {ddpf(v " vi)} o x [l (V+ V)] — o x [(V+ V) Div M .
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The (3.2.28) can be further simplified by substituting the above relation:

V x pf)Vi =& :Gradp [P" _ (V+Vi) ®M,‘}T

(AL11) T

— £ F[P - (V+V)eM]" e{FP - (Vviv)em]'|
=—E:[P-(V+V)@M|F'=-&: [PF' - (V+V') o M'F"]
=—E:[PF"' — (V+V)@FM'|=-€: (PF")+E&:[(V+V')FM']
= —&:(PF")+&: (VOFM')+£: (V'QFM')

(A.1.40)

=€ (-PF' +V'®@FM') +V x (FM") (3.2.29)

where F = Grad ¢.
The left-hand side of (3.2.29) is

FM =V xFM'.

Po

LHS = V x pivi “ZV v 5 i

Thus, we can conclude

0=E:(-PF' +V'QFM') . (3.2.30)
Substituting M* = piF~'V' from (C.1.2) into it:
0=&: (—PF' +pV'QFF V')
=&: (-PF +p)V'@V') . (3.2.31)

From the above result the symmetry of the expression P'FT — pi V' ® V' can be concluded.

Therefore, the first term P'FT should be symmetry:

PF'=F (P) | (3.2.32)
and with it
o= JPFT = JF (P) = (o))", (3.2.33)

the symmetry of the partial Cauchy stress tensor of species ¢ is deduced in spite of mass flux.

Accordingly the partial second Piola-Kirchhoff stress tensor of species i S can be shown:

(SHY' = JF Yo" )'F T = JF 'o'F 1T =8 (3.2.34)
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The balance of angular momentum of the whole system is obtained by summing up over all

species of (3.2.27)

Zdt/ @ x po(V +V)dV = Z/ e x [pg+ ' (V+V)]dV
+Z/ P'— (V+ V') @M NdA.
BQO

The left-hand side of (3.2.27) is

LHS_Z/ { XpOV+VZ)+QOX%[6(V+Vi)]}dV

:/Qo{i_f ZpOV—i-Z

+¢X%Z[pg<v+vi>]}dv

i

d d o
=/ {d—fx PV + Y (phV?) tex poV + ) (o V) }dv.
Qo L i i
The right-hand side of (3.2.27) is
RHS
:/ ¢x2[pgg+ni(v+vi)]dv+/ goxz —(V+V')@M']-NdA
Qo p 0
:/ x| > phg+ Y I'(V+V) dV+/ ex | P =Y (V+ V)@ M| NdA
Qo i i el i i
(3i2>/ e x |pog+ > II'(V +VY) dV+/ ex |P-Y (V+V)@ M| NdA
Qo p o p
Qo i
T
+/ @xDiv|P-> (V+V)@M'| +€:Gradp |P-) (V+V)@M'| rdV.
Qo

By equating the both sides and considering (3.2.23) the following equation can be obtained:
T
P-) (V+V)eM

%

(3.2.35)

poV + Z(péVi)] =& :Gradyp

The left-hand side of (3.2.35) is

3.2.1

LHS:VxZ(ng = VxZFMZ
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and its right-hand side is
T

RHS=£:F|P-) (V+V)oM

Ty T
FIP-Y (V+V)eM

=—£:|P-) (V+V)eM

FT

=—&: |PF'-> (V+V)o M'F"

L i

=—&: |PF'-> (V+V')oFM'

i

=—E:PF'+£:> (V+V)oFM

I
|
(‘Q

-PFT+£-Z(V®FMZ'+V"®FMZ')

£

PFMZW@FMZ +£:) (VoFM)

£ (PFTJFZV%@FMl +8:<V®ZFMi>

( PFT*ZVZ@?FM‘ +V XY FM'.
By equating the both sides
and substituting M" = POF lysi

0=¢E: (—PFT +Y Ve FnglV’)

-y (—PFTergZVi@Vi) ,
we can conclude the symmetry of the expression PFT — pi V' @ V*.

Therefore, the first term PFT should be symmetry:

PFT = FPT (3.2.36)
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and with it

o=J'PF' =J'FP)" = (o)", (3.2.37)

the symmetry of the Cauchy stress tensor of the system is deduced in spite of mass fluxes.
Accordingly the symmetry of the second Piola-Kirchhoff stress tensor of the system S can be

shown:

S'=JF'¢'"F"=JF'aF "=8. (3.2.38)

3.2.4 Balance of energy

The balance of energy states that the rate of energy & (€ is the total energy of the body and a
sum of the kinetic energy K and the internal energy 7) is balanced with the power of external

forces P and the heat supply rate Q:
. d
EZE(/C—FI):P—}—Q. (3.2.39)

The power of external forces and the heat supply rate are divided into closed and open part
denoted by subscript closed and open, respectively. The closed part are the familiar terms
known from classical continuum mechanics. Due to the mass source and flux the open part
should be added to the closed part . An additional energy is assumed to be transferred from

the other species to the species i E. Then the energy balance equation is

d
%(IC + I) :Pclosed + chosed + 7Dopen + Qopen + Qtransfer : (3240)

The kinetic and internal energy of species i are
i [1 i\2
K= | 0y |5(V+VPav, (3.2.41a)
Qo

I= / phE'dV . (3.2.41b)
Qo
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3.2. BALANCE LAWS FOR AN OPEN SYSTEM

If the heat supply to species i per unit mass is R and the partial heat flux of species i through
the surface is H'(= —Q"- N, Q' the partial heat flux vector), the power of external forces and
the heat supply rate of the closed part are

Pe1osea :/ pf)g : (V + Vl)dV + / 11Z : (V + VZ) dA s (3241C)
Qo

Qo

chosed :/ PBRZdV + HldA . (3241d)
Qo Qo

The power of external forces and the heat supply rate of the open part and the energy transfer

from other species to species i are

Popen :/ _(V + VZ)2HZdV — / —<V + Vl)2MZ -NdA , (32416)
Qo 2 Qg 2
Qopen = | ITI'E'dV — / E'M'- NdA, (3.2.41f)
Qo o
Qtransfer :/ pBEZdV . (3241g)
Qo

The balance of energy is

d ) )
—/ o {E ~(V+V) 2]dV
dt Jg,

T - (V+V')dA+ / poR'dV 4+ | H'dA

= / pog - (V +V9HdV +
Qo Qo Qo

Qo
T . N ,
+ / I [E +-(V+ Vﬂ av — / M’ [E +5(V+ V’)Z] - NdA
Q0 2 8% 2
+/ PHE'AV . (3.2.42)
Qo
The left-hand side of Eq. (3.2.42) is
dpg 1 o d [ 1 -
L — El ) v Ez - 7
HS / {dt { 2(V+V)}+podt{ +5(V VI pav
dpt -1 , dE" . AV + Vi
:/ {ﬁ[EZ+§(V+VZ)2:| + po +PB(V+VZ)—< il )}dv,
Qo

dt dt dt
and the right-hand side of Eq. (3.2.42) is

RHS = / pog - (V + V)V + / (V+ V") -P'NdA + / poRdV — [ Q- NdA
Qo 9]

Qo Qo Qo

) ) 1 ) ) ) 1 ) o~
+/ I lE + =(V + VZ)Z} dV — / M’ lE + =(V + VZ)Q} - NdA + / phE V.
Qo 2 Qo 2 Qo
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The second term of the right-hand side is

/ (V+V') -P'NdA = / Div [(V + V') P'| aV
890 Q0
—/ [Grad (V + V') : P'+ (V + V') - DivP'] 4V,

Qo

and sixth term of the right-hand side is
N . o1 4
/ M’ [E + =(V + V’)Q] - NdA = / Div {M’ [E + =(V + VZ)Q] } dv
9% 2 Qo 2

-1 . , 1 : ,
:/ {{E1+5(V+V’)2} Div M"* + Grad {E’+§(V+Vl)1 -Mz}dv.
Qo

Then the balance equation can be written as

dpi [ . 1 - dEt AV + V)
E'+-(V+V? ! 'V +VH)———2 s dV
/Qo{dt[ # 5V VR e v vt

pog - (V +V')dV + / [Grad (V + V") : P' + (V 4+ V') -DivP’| dV

0 Qo

+ [ PRV — Q' NdA + /
0 090 Q

. ) 1 .
bk [E +5(V+ VZ)Q] %
0

1

. 1 . . . . )
{ {E +5(V+ V%)?} Div M’ + Grad [E +5(V+ V’)2] : M’} %

0

+

|
S— 5— 5— 55—

pLET dV .

0

(3.2.43)

1 X
This equation can be simplified by applying (3.2.5). Multiplying (3.2.5) by {E’ + §(V + V)2

gives

s

1 . , . 1 .
o | B 5 (V4 VP = ('~ Div M) Ez+§,(V+VZ)Q]

and substracting (3.2.44) from (3.2.43) gives

(3.2.44)
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dE (V1 V)
Z_ 7 (3 d
/QO {po = v vy Y } v

= / pog - (V +VHav + / [Grad (V + V') : P+ (V + V') . DivP']| dV
Qo

Qo

Qi-NdA—/

o . 1 ) )
+ / PRIV — {Grad [E + 5Vt V@)Q] : MZ} dv
Qo Q0

0o

+ / pLEV .
Qo

Using the balance of linear momentum Eq. (3.2.19) multiplied by (V 4+ V') and the following
identity:

Grad B (V+Vi)2} M= %Grad (V—|— Vi)2 - M*
= [GradT (V—i—Vi) (V—i—Vi)} .M = (V—l—Vi) Grad (V—i—Vi) .M,

the energy balance equation can be obtained

dF" o o ,
/ po—dV = / [Grad (V + V) : P/] dV + / pLRdV — Q' - NdA
Q, dt Q% Qo 9%

— / (Grad E' - M") dV + / pyEdV .
Qo

Qo

Using the divergence theorem, a differential form is obtained:

L dE

= |pyg = Grad (V+V) P + iR —DivQ' — Grad E'- M" + pyE" .| (3.2.45)

Summing up over i gives the balance of energy for the whole system:

Z pé% = Z [Grad (V+V) P + iR —DivQ' — Grad E' - M + p}

(3.2.46)
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If we assume that the energy of the system relies on only the interaction with its environment,
then the mass inter-conversion /I and energy transfer E' between species have no effect on the

energy rate of the system:

Z/ HZ[E% ~(V+V) ]dV+Z/ PLEV =0
Qo
- Z{H [E V+Vl)}+pf)E~Z}:0
1 , A T T
ITE! ZITt 2 IT¢ . ) ZITt % (O
— Z( + IV IV -V 4 (V)—i—po) 0
From the two assumptions (3.2.6) and (3.2.22), we obtain

> (HE - %Hi (V)" + ngi) =0. (3.2.47)

i

Considering this relation, the following equation can be deduced from Eq. (3.2.46)

Zizpédd—? :Zi: [(F+GradVi) :Pi+p6Ri_DiVQi—GI‘adEi-Mi—Hi(Ei_|_%(Vi)2)i| ’

(3.2.48)
where the following identity is applied
oV O (Op\ 0 [Op)\ =
GradV = IX — OX (E) = 5 (0X) =F. (3.2.49)

3.2.5 Entropy inequality

The entropy inequality states that the production of entropy is non-negative. The time rate of
change of the total entropy A is equal to or greater than the sum of the entropy exchange due
to contact entropy flux and the at-a-distance entropy exchange that can be divided into closed
and open part denoted by subscript closed and open, respectively. The closed part Scioseq 18
the common terms known from classical continuum mechanics. The mass source and flux cause

the open part of the entropy change Sopen. An additional entropy exchange is introduced that
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is transferred from the other species to the species i Siranster-
Then, the entropy inequality is given by

AN
E Z Sclosed + Sopen + Stransfer . (3250)

The entropy of the species 7 is

N= [ pNdV, (3.2.51)
Qo

the closed and open part of entropy exchange are, respectively,

Pl Q'

Selose :/ dV—/ —~ . NdA, 3.2.52
e = 0 T ® R
Sopen = / II'N'dV — M'-NN'dA , (3.2.53)

QO 690

and the entropy transferred to species i by all other species N

Stransfer = / pf)-/\N/’ZdV (3254)
Qo

The entropy inequality becomes :D

< Pf)N’dVZ/ il dv—/ = NdA+ [ II'N'dV — [ M'-NN'dA
dt Jq, Q © % Q0 8

+ / PN AV
Qo

:/ '°°P”+HiNi+pg/W dV—/ =~ + M'N') - NdA
Qo © Qo ©

= / [—poR + II'N' + pi N — Div (9 + MiNi)} AV
NG e

N d(ppN*) > polt

dt - 0

+ II'N* + pi N — Div (5 + M@'N%) (3.2.55)

Considering Eq. (3.2.5), the inequality can be simplified as follows

i AN > polt

DiVQi_'_Grad@-Qi
P = o

- o o2

+ N — — M’ Grad N* | (3.2.56)

where for the divergence of a product of a scalar-valued function and a vector-valued function
the Eq. (A.4.5) and the following identity are applied

0 (1) 0 (1) 90 , 1090 , Crad®

YA oXi® T Tozgxi® T T o2

©

1
Grad o = X

41



CHAPTER 3. KINEMATICS AND BALANCE LAWS FOR A GENERAL BIOLOGICAL SYSTEM

By multiplying Eq. (3.2.56) by —O, we obtain the entropy inequality for the species i:

AN o o . Qrad© - QF . .
= | =Oph = < —pbR — Opp N + Div Q' — MTQ +OM' - Grad N' .| (3.2.57)

Summing up over i and adding Eq. (3.2.48) gives the entropy inequality for the whole system

, dN' dE' - I ., Grad®- Q' : -
i [ < o ipi i AT i i i
% 2o ( @—dt +— ) < E ( poR" — OpN' + Div Q —s oM GradN)

i

+3 [(F + Grad Vf) P 1 )R~ DivQ' — Grad E' - MZ}

5[ (e o)

. ( dN" dE" -~ Grad©®- Q' - ,
— OSZpB(@ o —E)—i—Z(—@pBNl—mTQ—i-@M’-GradNZ)

+ Z [(F + GradV’) : P!~ Grad B - MZ} B Z {Hi (El " % (VZ)Z)}

After rearrangement of the inequality

([ dAN'  dE’ : : . Grad® - Q'
< i i) . %
0 % {po <@ Fral ) + (F + Grad V ) P — —]

+ Z {(@ Grad N’ — Grad E') - M* — IT' (E - % (Vi)2) - @pg/\ﬂ , (3.2.58)
and with the following definition of the free energy density ¥
VEE_ON — U+ON=FE-6N, (3.2.59)
and the assumption that the total entropy transfer inside the body is zero,

> (PN =0, (3.2.60)

1

we obtain the dissipation inequality:

0 S Z Dclosed - Z gopen - Z gtransfer = Z Dclosed - Z gflux - Z gsource 9 (3261>
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whereby
Derosed = — 1, (\If + ®N) + <F + Grad Vi) P GradTw , (3.2.62a)
Gopen = Grrux + Goource » (3.2.62b)
Grrar = (Grad E' — O Grad Ni) -M", (3.2.62¢)
Goource = IT° (E + % (Vi)2> : (3.2.62d)
Geranster = OppN™, Y Geranstor = 0. (3.2.62¢)

We can see the dissipation Deioseq in Eq. (3.2.62a) that is the familiar expression from classical
continuum mechanics. The mass source and the mass flux cause the entropy change whose
contributions are expressed in Eq. (3.2.62c) and (3.2.62d).

Moreover, we can say about the non-negative contributions of the mass source to the dissipation

that
0 S gsource . (3.2.63)

If mass source exists and mass flux does not, the dissipation of the system ) . De1oseq is at least

bigger than the entropy contribution of mass source >, Gsource-

3.3 Reduction from an open system to a closed system

If a system has no mass change, the system becomes a closed one, and the balance equations
should be reduced to those of a closed system.

The conditions of no mass change are
II'=0 and M'=0, Vi=S,F,N,B. (3.3.1)

The balance of mass Eq. (3.2.5) becomes

a

=0. 3.2
=0 (3.3.2a)

The balance of linear momentum Eq. (3.2.19) becomes

LAV +V
Po——

o = phg + Div P’ . (3.3.2b)
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The balance of angular momentum Eq. (3.2.33) does not change
o' = (ai)T . (3.3.2¢)
The balance of energy Eq. (3.2.45) becomes

= Grad (V+ V") : P' + p)R' — DivQ’' + pLE" . (3.3.2d)

The entropy inequality (3.2.57) becomes
- dN' _ — - Grad© - Q'
~Oph - < —phR' — O\ + Div Q' — MTQ . (3.3.2¢)

If the system is composed of just one material, Egs. (3.3.2a)-(3.3.2e) can be more simplified to

dpo
o, (3.3.3a)
av
po~r = o8 + DivP, (3.3.3b)
o=o0", (3.3.3¢)
dE .
po = GradV : P+ poR —DivQ  and (3.3.3d)
dN Grad © -
—@poﬁ S —poR + DIVQ - MTQ . (3338)

where the energy and entropy transfer from other species, E' and N° respectively, are zero.

These are the same as Egs. (B.2.3a), -+, (B.2.3e) in Appendix B.2.

As expected, the open system considered in Chapter 3 includes the closed system given by Eqs.
(3.3.2a)-(3.3.2e) which can be regarded as a special case of the open system whose conditions

are Egs. (3.3.1).

44



Chapter 4

Constitutive modeling of soft tissue

The present chapter deals with continuum mechanical models of soft tissue.

In Section 4.1 hydrated soft tissue is discussed with considering its solid/fluid phase and fluid
motion through solid. Section 4.2 deals with general growth and remodeling phenomena of a
biological system with respect to biomechanics. At the end Section 4.3, we propose a biomechan-
ical model of a cell-seeded soft tissue that has a potential as an articular cartilage replacement

material.

4.1 Mechanical behaviors of soft tissue

As mentioned in Sec. 2.3, articular cartilage is a solid-fluid mixture. In the present section,
different kinds of soft tissue models are introduced with respect to its solid phase and solid-fluid

interaction.

4.1.1 Solid behavior

Soft tissue can be regarded as elastic or viscoelastic solid with or without fiber-reinforcement.

Fung-elastic material
With repeated loading cycles, load-deformation curves of soft tissues shift to the right in a
load-elongation diagram and the hysteretic effects diminish, as seen in Fig. 4.1. In a load-time

diagram the load-time curves shift upwards with increasing number of repeated loading. Thus a
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Load
Load

Elongation Time

Figure 4.1: Precondition (Modified from Fung [25]).

steady state can be reached, that is so-called precondition. Then, soft tissues can be regarded

as independent of strain rate and approximated by a hyperelastic model to a load pattern.
S=S(E,E) — S=S(E). (4.1.1)

The preconditioned soft tissues still present hysteresis, so the mechanical response can be
modeled as hyperelastic with different material constants at loading and unloading. Fung [25]
has called this model “pseudoelastic” as such a material is not truly elastic. He also pointed

out that the stiffness-stress diagram gives a near linear relationship

dPp

d\ :Oé—i‘ﬂpn 5 (412)

where P is the uniaxial first Piola-Kirchhoff stress and A a stretch ration in its direction, o and
£ material parameters. This first-order ordinary differential equation suggests an exponential

stress-stretch relation. Fung suggested a refined theory of an exponential stress-strain behavior

ow 0Q

W=clexp(Q)—1 — S= E = cexp(Q)a—E , (4.1.3)

where W is a three-dimensional pseudostrain energy function, ¢ a material parameter, ) a
function of Green strain tensor E defined in (B.1.24). Fung considered various functional forms

for ) by fitting to experimental data. One of them is a quadratic form,

Q:%E:C:E, (4.1.4)
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where C is a fourth-order material tensor. He modified Eq. (4.1.3) taking incompressibility of

tissues into consideration

o Q.
S_Ca_E pC —cexp(Q)a—E Cc, (4.1.5)

where p, a Lagrange multiplier, enforces the constraint of incompressibility and C is the right
Cauchy-Green tensor.
Based on Fung’s model, Demiray [17] postulated a simple possible form of the strain energy

function for isotropic, homogeneous and incompressible elastic soft tissue:

W= % lexp(a(l; —3)) — 1] (4.1.6a)
— S= gexp [a(l; =3)]T—-pC™"t or o= gexp [a(l; —3)]b —pI (4.1.6b)

where S and o are the second Piola-Kirchhoff stress tensor and the Cauchy stress tensor
respectively and I the second-order identity tensor. « and [ are material constants and I is

the first invariant of left Cauchy-Green strain tensor b.

Mooney-Rivlin elastic material
If the strain energy density function W is a linear combination of two invariants of the left

Cauchy-Green deformation tensor b, an incompressible Mooney-Rivlin model has the form
W =Ci(AT 4+ A2+ A3 —3) + Co(AIAZ + X33 + M50 —3) with M3 =1, (4.1.7a)

where C and Cy are empirically determined material constants and \; is the principal stretch
ratios. In the case of uniaxial unconfined loading in X direction (099 = 033 = 0), the Cauchy

stress is

o1 = (201 + QTCQ) (V - %) : (4.1.7b)

Miller [57] used the strain energy function in order to describe very soft tissues in extension.

Miller reduced the energy function to the following forms:

Neo-Hookean material: W = Ci(I; —3), p/2=C (4.1.7¢)

Extreme-Mooney material: W = Cy(Iy — 3), p/2=Cy (4.1.7d)
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and described the vertical stretch between 1 and 1.3 to high accuracy.

Ogden elastic material
Ogden material are considered to be isotropic, incompressible and strain rate independent. The

strain energy is expressed as

s

WAL A Ag) = Y 208 £ 057 + A7~ 3) (4.1.82)
r=1 "
2u = Z Oty (4.1.8b)
r=1

where 1, and o, (r = 1-- - s) represent material constants,  shear modulus, and A; the principle
stretches. Sayed et al. [72] adopted this kind of strain energy to describe deviatoric elasticity
of soft tissues. Oomens et al. [65] employed the model for skin, muscle and fat.

In the case of uniaxial unconfined loading in X direction (099 = 033 = 0), the Cauchy stress is

o=y <MTA§‘T _ MT/\II/%‘”) . (4.1.8¢)

r=1

Yeoh elastic material
The Yeoh model is a reduced polynomial model for nonlinear elastic material and depends on

the first and third strain invariants:
3 3
. 1 .
W=y Ci(I, —3) —(J, —1)%, 4.1.9
> Cilli=3)+ 3 =1 (11.9)

where C; are material constants and ' has the physical meaning of half of the initial shear
modulus. The first term explains the behavior of incompressible materials and is reduced to
the strain energy density of the incompressible Neo-Hookean material, if n = 1. The second
term is added for a compressible material. D; is a compressibility coefficient that tends to
zero for incompressible tissues. Kaster et al. [42] used the model to investigate of hyperelastic

properties of brain tissues.

Arruda-Boyce elastic model
This model describes the behavior of polymer cubic containing eight chains along the diagonal

directions.

5
W=CY aA2070(1; - 37) (4.1.10)
=1
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where C' is a material parameter and A the stretch at which the polymer chain network becomes
locked. ay = 1/2; ay = 1/20, ag = 11/1050, ay = 19/7000 and a5 = 519/673750. Liu et al.

[52] applied the strain energy function to model soft tissues undergoing large indentations.

Blatz-Ko elastic model

Ambrosi and Mollica [7] referred to the Blatz-Ko material to model tumor spheroids

o= Ji [—(Jp) T+ FL] (4.1.11)
Kp

where g and p are material parameters. F,, is the deformation gradient mapping from a natural

configuration to current configuration and J,, is its determinant.

Viscoelastic model

Due to the hysteresis in stress-strain curve, stress relaxation occurs or creep under constant
stress soft tissue is regarded as viscoelastic material. Holzapfel [35] formulated finite strain
viscoelasticity. In his work [35], the deformation is decomposed into volumetric elastic and

isochoric viscoelastic parts and the following isotropic constitutive model is postulated:
U = U(C,T*) = U®(J) + ¥=(C) + T(C,T), J = detF (4.1.12a)

where U™ is the volumetric elastic energy, ¥ the isochoric elastic free energy, and Y is the free
energy describing viscoelasticity which depends on internal variables I'* and isochoric strain

C. For isothermal process, he derived the second Piola-Kirchhoff stress tensor
S = Sye1(J) + 85%5,(C) + ) _Q*(C,T?), (4.1.12Db)
a=1

where internal variables Q“ are the non-equilibrium stresses and akin to isochoric elastic stress

S

1s0°’

Pioletti and Rakotomanana [67] proposed short time and long time memory for the viscous

effect.
S =S.(C(t)) + SV(C(t); C(t)) + /OO Y(G(t—s),s,C(t))ds , (4.1.13)
P

with S the second Piola-Kirchhoff stress tensor, C the right Cauchy-Green strain tensor, C the

strain rate tensor and G(t —s) = C(t —s) — C(t). A semicolon is used to separate a parameter
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from variables, i.e. the strain tensor behind the semicolon means that the strain is a parameter.
The first term describes the elastic behavior and the second term represents almost immediate

contribution, whereas the third term expresses the delayed contribution of long time memory.

4.1.2 Fiber-reinforced solid behavior

Destrade et al. [18] incorporated a family of parallel fibers in the simplest elastic material and
researched the stability of the resulting solid. They regarded the matrix as an isotropic solid

that is reinforced with one family fibers that has a preferred direction
N =cos®FE, +sin®FE; , (4.1.14a)

where ® is angle between the fibers and X; direction in reference configuration.
They assumed that the strain energy density is the sum of an isotropic part and an anisotropic

part. For the anisotropic part, they take a function of I, only, that is one of the two anisotropic

invariants.
W = g(fl —3)+ F(I;) and I;=1+ Ksin2® + K?sin>® , (4.1.14b)
oc=pub-I)+2Fnen, (4.1.14c)

where b is the left Cauchy-Green strain tensor and n(= FIN) is the transformed unit vector of
N in the current configuration.

Klisch and Lotz as well [44] assumed that the anisotropic properties arise as a result fibers.
They introduced two families of fibers whose directions are denoted by unit vectors ay and by

in reference configuration:
ag =sin®FE, + cosOE; and by =—sin®FE5 + cos®FE; , (4.1.15a)

where @ is angle from X3 to ag or by in different directions to each other. They suggested a

strain-energy function
W =W(l, I, Is, Is, Iy, I1o, I11, cos® 2®) | (4.1.15b)

where [; is strain invariants. They suggested a strain energy function in separate exponential

form and derived the constitutive equation for Cauchy stress in terms of the left Cauchy-Green
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4.1. MECHANICAL BEHAVIORS OF SOFT TISSUE

strain tensor b.

Holzapfel and Ogden [36] suggested strain energy functions of a material reinforced by a one
family fibers and two families of fibers, respectively. The strain energy for an isotropic ground
substance (indicated by subscript g) that is reinforced by embedded collagen fibers (indicated
by subscript £) with a preferred direction N is:

@(11,14) = \I/g<.[1> + \ij(Ll) = g([l - 3) + %{exp [1{72(]4 — 1)2] — 1} s (4116&)

c and kq are stress-like material parameters and k; a dimensionless material parameter. The

Cauchy stress is
o =—pl+cb+4k(Iy—1)exp [ko(lL — 1)’ n@n (4.1.16b)

where b is the left Cauchy-Green strain tensor and n(= FIN) is the transformed unit vector of
N in the current configuration. If the isotropic ground substance is reinforced by two families

of fibers, the strain energy function is

\11(117]47]6) = \I/g(fl) —+ \I’f(Ll,Iﬁ) = g([l — 3) + % Z{exp [k’g([l — 1)2} — 1} N

2 =46
(4.1.17a)

and the corresponding Cauchy stress is

o=—pl+cb+ Z {2ki(L; — 1) exp [ka(L; — 1)*] n; @ my } (4.1.17b)

i=4,6

where ny is the same as n defined in Eq. (4.1.16b) and ng = n' is the transformed unit vector

of N' in a preferred direction of the second fiber family.

4.1.3 Fluid behavior and fluid-solid interaction

Kuei, Lai, and Mow [55] suggested a biphasic theory (KLM model) of hydrated tissues such as
articular cartilage and interverterbral disk. They modeled articular cartilage as a homogeneous
mixture of an incompressible, isotropic, linearly elastic solid (denoted by superscript s) and an
incompressible, inviscid fluid (denoted by superscript £). The interaction between the solid and

fluid phases is regarded as a determining factor for the mechanical behavior of biphasic tissues.
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Thus, the permeability k is assumed to be related with the diffusive body force 7w'(i = f,s)

which means, how much fluid flows through the pores according to external force.
7wt = -7 = K(v° —vY). (4.1.18)

Here, 7t/® is the diffusive body force arising from the frictional drag on fluid and solid, respec-
tively. K (z %, w1 dynamic Viscosity) is the constant diffusive drag coefficient and v®/® is the
velocity of fluid phase and solid phase, respectively. The continuity equation and the equations

of motion are respectively

divo® + adive® =0, (4.1.19a)

dive®s + wt/* = 0. (4.1.19D)
The constitutive equations are given by

solid phase: o® = —apl + N tre + 2u°e (4.1.20a)

fluid phase: o' =—pl. (4.1.20b)

Ricken [68] and Ehlers [20] regarded soft tissues as fluid-saturated porous media and applied
the theory of porous media (TPM). The medium is assumed to be composed of solid and fluid
denoted by superscript s and f, respectively. The constituents are averaged over a representa-
tive elementary volume occupied by the whole mixture. Each material point X“(a = s,f) of a
constituent in reference configuration follows its own motion ¢*(X“,t) and each spatial point

x in the current configuration is simultaneously occupied by solid and fluid material points

x =@ (X*1) and F = % : (4.1.21a)

where F“ is the deformation gradient. Fach constituent has its own velocity field =, where
{;}a denotes the material time derivative of {e} corresponding to the individual motion of the
constituent a.

The volume fractions n® is defined as

po s V20" idva = dv (4.1.21D)
vV R L ’ -
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and the saturation condition is assumed as
s, f
Zna 1 (4.1.21c)
o

The balance of mass and linear momentum are respectively

s, f
(p)* + p*diva® = p d =0, (4.1.21d)
s,f
dive® + p*b + 7 = p“x* + p*x” Z ™ =20, (4.1.21e)

where p% is the mass supply between the phases, o the partial Cauchy stress tensor, ¢
interaction forces, and p“b volume forces.

They assumed the partial Cauchy stress tensors

a—_

% =—-n“pl+ 0%, and ' =pgradn® + 7k, (4.1.21f)

where p is the effective fluid pressure and o the effective stress governed by the solid defor-
mation (usually o%, &~ 0). 7% is an interaction force due to the movement of fluid (friction
between the solid and fluid).

Oomens and Campen [66] considered skin as a mixture of solid and fluid. The mixture as-
sumptions and the balance of mass are the same as above: (4.1.21a), (4.1.21b), (4.1.21c) and

(4.1.21d). The balance of linear momentum is
s, f
divo® + pb + 7 = p*&* | d m =0, (4.1.22a)

where the mass exchange between solid and fluid p® in Eq. (4.1.21e) is not considered.

They deduced the following restrictions on the constitutive equations

ovs ovs

o =p° 5F (F*)" — n®pl + p°v 50 (4.1.22b)
ot = —nfpl — (pf)Qaa;I:I — ptp® %\i]:I — psva;: , (4.1.22¢)
U = US(F°, p5,v) , Ut =0t (pf v)  with p° 8;: + pf%—q: =0, (4.1.22d)
v+ <ps 8,0: + pfiR> (gradp®) -v >0, (4.1.22¢)

where U® is the Helmholtz free energy, 'v(déf vt — v®) the velocity of fluid relative to solid.
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4.2 Biological behaviors of soft tissue

The most outstanding features of a biological system are its growth and adaptation to its
environment. Biological soft tissues also have the potential to grow and adapt itself to chemical
and mechanical stimuli. In a review article [79], Taber distinguishes between growth, remodel-

ing, and morphogenesis.

The phenomenon of growth can be regarded as a process of adding mass such as when hair
grows or children grow up. Remodeling processes involve adaptation such as the remodeling
of bone by Wolft’s laws, stating that a bone will adapt its structure according to the loads it
is placed under, and the thickening of the cardiac muscle in response to the growth of blood
pressure. Such examples involve changes in material properties. Morphogenesis involves the

initial generation of form in developmental biology.

In this section, general phenomena of growth and remodeling will be introduced with models

suggested by others, as these are related to the present work.

4.2.1 Growth

If the material properties change during the growth, the constitutive relation has the form
o =o(Ck C¢), (4.2.1)

where C’* = (F/F°)" F'F® and CE = (F&)TF.

The residual stress o (t = 0) = o due to volumetric growth and subsequent elastic deformation
FeF¢ can be obtained by choosing a form for the deformation field ensuring the compatibility
of F = F°F¢ with inserting F* = I in Eq. (3.1.5) and then solving the boundary value problem
(traction-free boundary condition). The stress o (¢t # 0) in current configuration can be found

with the given total deformation gradient FFeF& in Eq. (3.1.5) and boundary conditions (see
Fig. 4.2).
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Fe \\\__,’// FZFe
incompatible due to t
growth deformation %

Oorg =0
Qo, dmo
F = F/F°Fe

Figure 4.2: Configurations for a growing body (Modified from Rodriguez et al. [41]).
If a growth process is driven by stress, the stress-dependent growth can be expressed with
F& = F8(o), (4.2.2)

where a superposed dot denotes partial differentiation with respect to time t.

Fung suggested a growth equilibrium stress state o..i; at which the growth rate would be zero

26]:
F¢ — F¢(0 — RowiRT) (4.2.3)

where R is the rotation tensor from the growth equilibrium state to the loaded state. The

above equation implies that the growth process has its own criterion that depends on stress.

If F& and F& are known, the rate of growth tensor D& can be obtained as (Rodriguez et al.,

[41])

DE — <Fg(Fg)—1 + (Fg)—T(Fg)T> ’ (4.2.4)

DO | —
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where dot denotes partial differentiation with respect to time.

If we can set R& =1, the growth deformation gradient F& becomes growth stretch tensor Ug,
Fé¢ = R8U® = U¢ | (4.2.5)
which is simply computed from rate of growth stretch tensor,

t

Ue = / Utdt . (4.2.6)
to

Then, the rate of growth tensor is given by (Elastic growth models, Goriely et al., [58, Chap-

ter 1))

Ds = (Us(U9) ! + (U8) 0% (4.2.7)

The volumetric growth rate V can then be computed as ([73])

1dvV

Whereas Fung assumed a critical stress for growth equilibrium, Cowin and van Buskirk [15]
introduced a critical strain tensor for growth-equilibrium and described the surface velocity v

in the direction of the surface normal n at position x as
v(n,z,t) =C(n,x) : [e(x,t) — €cric(@)] = Cij (€ij — Ecrivij) (4.2.9)

where € is the strain tensor, e..4¢ is strain tensor at growth-equilibrium, and C is a second-order

growth-rate coefficient tensor.

Hart et al. [71] suggested a three-dimensional finite-element model explaining surface growth.
They dealt with internal remodeling, and derived the following expression for the rate of change

of solid volume fraction e of the material governed by
é=ag+aie+aze’ + (A’ + Ale) : € = ag + are + aze® + (A) + Ale)ey; (4.2.10)

where ag, a1, a2, A, and A' are constants. With e calculated at a given time step, the local

apparent density of a bone tissue is given by

p=r(eo+e), (4.2.11)
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where v is the true solid density and ey a reference solid volume fraction.

The elastic modulus F; for orthotropic bone is updated according to
E; = cip®. (4.2.12)

where ¢; are parameters that are determined by experiments.

4.2.2 Remodeling

Cowin and Hegedus [16] regarded bone as a biphasic poroelastic material consisting solid and
fluid phases. According to the alterations in loading conditions, the porosity of the bone
changes as a consequence of chemical reactions exchanging mass between the two phases. These
reactions are controlled by the local strain. Constitutive assumptions for isothermal adaptive

elasticity were made on the basis of thermomechanical continuum theory so that
b= (EF), c=¢(EF), (4.2.13)

where v is the specific free-energy density satisfying g—ﬁ (&,I) = 0, c is the rate at which mass
per unit volume is added or removed from the porous matrix structure, £ denotes the volume
fraction of the matrix material in an unstrained reference state, and F is the deformation
gradient.

In [32], e was introduced as a measure of the change in solid volume fraction from a reference

volume fraction &, as

€ = 5 - 50 s (4214)

and the following constitutive equations were derived for the case of small strains:
o= ({+e) C:e, (4.2.15a)
é=uale)+ Ale) : e, (4.2.15b)
where o is the Cauchy stress, € the strain tensor, C the stiffness tensor (elasticity tensor), and

a and A are respective scalar-valued and tensor-valued remodeling rate coefficients.

For small e, the above equations can be simplified as
o= (&0 +eCh) e, (4.2.16a)

¢ = ag + aje + ase’ + (AO + Ale) (€, (4.2.16D)
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where C%', A™ ag, a;, and a, are constants. When & = 1 and e = 0, (4.2.16a) and (4.2.16b)

reduce to Hooke’s law o = C° : € with no remodeling.

Cowin and associates separated internal and external remodeling. The internal remodeling is

adaptation of elastic modulus and the external remodeling is defined as surface change (shape

adaptation):
E=A:(c—eu), (4.2.17a)
X=B:(e—€eis), (4.2.17b)

where E and X are a local modulus of elasticity and a characteristic surface coordinate perpen-
dicular to the surface, respectively. They have their own remodeling criteria and are assumed
to be an equilibrium strain tensor €..;:. A and B are second order tensors of internal and

external remodeling, respectively.

Huiskes et al. [37] used the strain energy density U = %a : € as a feed-back control variable. o

and € are the local stress and strain tensor.

E = Co(U = Ugpiy) (4.2.18a)
X = Co(U = Ugpiy) (4.2.18b)
where C, and C, are scalar-valued internal and external remodeling coefficient, respectively.
U.riv 1s a site-specific homeostatic equilibrium strain energy density. Huiskes and associates

introduced further a concept of threshold, i.e. the adaptive activity becomes lazy in some region

of U. The remodeling can take place in positive (gain) or negative (loss) direction according to

U.

Isotropic remodeling

Beaupré et al. [12] introduced tissue stress stimulus ¢ and tissue-level stimulus error e:

N 1/m
) = <Z nﬁ%”) , (4.2.19a)
=1

€ = ¢ — wAS s (4219b)
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where N is number of load cases, n;, number of cycles per day for the load case i, o] true
stress, m empirical weighting exponent, and 1, the stress stimulus of attractor state that is
determined experimentally.

The apposition/resorption rate and of the density p is a piecewise linear function of ¢ and has

a dead/lazy zone where no density change takes place:

cle+w) fore< —w (reposition),
p=<0 for —w <e<w (dead zone), (4.2.19¢)
cle—w) forw<e (apposition),

where ¢ is a remodeling constant obtained via experiment and w is the half-width of normal

activity region (dead zone), Fig. 4.3.

A

ﬁ\legative activity Normal activity Positive activity

Dead zone
(Lazy zone)

Resorpltion

Figure 4.3: Adaptation rate depending on stimulus (Modified from Beaupré et al. [11]).

The elastic modulus E can be expressed as a function of the density p
E=0bp". (4.2.19d)

Here, b and ( are remodeling constants.

Anisotropic remodeling

Jacobs et al. [40] proposed a daily remodeling stimulus ):

ve: A: e
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where K is an empirical function of several constants, 5 the exponent of the isotropic material

model, A the material tensor, and € is the strain tensor.

)
— 790 (net resorption),
o€
A={0 (dead zone), (4.2.20Db)
fyaa wo (net apposition),
(' o:e

where o is the Cauchy stress tensor and ~* and * are Lagrange multipliers of net resorption

and net apposition, respectively. They proposed the density change:
cle+w)S,(p)  fore< —w (reposition),
p=4¢ 0 for —w <e<w (dead zone), (4.2.20c)
clw—e)S,(p) forw<e (apposition),

where ¢ is a remodeling constant obtained via experiment and w is the half-width of normal
activity region (dead zone), e is the tissue-level stimulus error defined in Eq. (4.2.19b), and

S,(p) the surface area per unit tissue volume.
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4.3 Proposed model: diffusive-remodeled materials

The change of mass due to the synthesis of collagen type II is assumed to be negligible, as the
solid fraction is less than 10 % of the whole mass and the synthesized mass (transition from
nutrition to solid) is still less than the solid part of the support material. Additionally, the
change of fluid fraction is difficult to consider, because there is no boundary between the fluid
inside and outside of a specimen. Therefore, we confine ourselves to a closed system with the

assumption of no mass change during the remodeling process in a bioreactor.

Due to the fact that the cell-seeded collagen type II material is composed of fluid and solid, solid
phase and fluid phase should be separately modeled. However, in order to provide a practical
material parameter identification procedure, the following constitutive model is developed with
the assumption of a monophasic material with solid behavior. The fluid behavior in the

solid phase is taken into account with an evolution equation.

4.3.1 Assumptions

Thermodynamic aspect

Concerning the thermal properties of biological soft tissue, the fluid content of the tissue plays
an important role. Like other soft biological tissues the cell-seeded condensed collagen gel
contains much fluid. Thus, it is assumed that the material is highly thermally conductive

and every point of the system has the same temparature O:
Grad® = 0. (4.3.1)

Proving that the temperature of the system remains constant, the process can be regarded as

an isothermal process, Subsection 5.2.1:
0=0. (4.3.2)
Therefore, the Clausius-Duhem inequality (B.2.3e) in Appendix B.2 can be simplified:
—p¥+S:D>0. (4.3.3)

1.
Using the identity D = §C the dissipation of the energy D from the Clausius-Duhem inequality
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1. .

If the material is purely elastic as a special case, then the free energy (or strain energy in this

case) depends only on the deformation:

. .0
U=y UV=—:C.
Cc) — 5C C

As the dissipation is zero in elastic deformation

8\11 : o :

the second Piola-Kirchhoff stress tensor is obtained by

ov

S=2
Poac

Mechanical aspect

We assume that the solid part of the material is viscoelastic. The elasticity tensor and the
viscosity tensor of a transversely isotropic solid material are generally derived in the following

Section 4.3.2.

The fluid behavior of the material is considered with the concept of diffusion. Fluid diffuses
through the pores of the solid part leading to the stress relaxation or creep response by the

compression test.

Additionally it is assumed that the elasticity tensor changes due to the newly synthesized
collagen type II (remodeling of elasticity tensor), Section 4.3.4.

4.3.2 Viscoelastic solid model

In the present Subsection, a general transversely isotropic viscohyperelastic constitutive law

is derived following mainly Limbert and Middleton [51], that is applicable to many biological
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fiber-reinforced tissues such as articular cartilage, ligament and artery.

It is assumed that the elastic part of the solid is hyperelastic (Green elastic, a special case of a
Cauchy elastic material) and the stress-strain relationship can be derived from a strain energy
density function We.

Due to the additional viscous deformation, the free energy is composed of an elastic part and

a viscous part:

v (C, C) = U (C) + T (C, C) . (4.3.5)
The internal dissipation (or local entropy production) [51] is
1. )
Dine =S §C —po¥c >0. (4.3.6)
The derivation of W® with respect to time becomes
1. ove . 1 ove .
. — = — : = — — N > . -J.
Dine =S 2C s C (28 po@C) C>0 (4.3.7)
It is assumed that viscous effects produce the local entropy. The derivation of ¥V with respect
to C reads
ovr .
Dine = po 50 :C>0, (4.3.8)

where C is not a variable, but a parameter in the definition of ¥V, which means that cou-

pling between elastic and viscous effects can be separated from each other. From the assumption

and the above inequality, we obtain

1 owe . oV . ove  guv
-S —pg— ) :C = —:C S=2 —_— : ) 4.3.9
(2 p080> Poac — p0(8C+8C> ( )
Now we define the elastic and viscous 2nd Piola-Kirchhoff stress tensor:
e 3\pe def a\:[]v
Se & o d S ¥ 2p—. 4.3.10
£o aC an Po Yo ( )

In order to form the irreducible integrity bases of the tensors C for the elastic behavior, C
for viscous behavior, and the structure tensor N (déf ny ® ng, for the transversely isotropic

response) a set of 17 invariants I; are needed, [14]:
U(C,C,Ny) = & [fi(c, C, No)izl,...n} (4.3.11)

_ e [Ja(c, NO)QZL‘..S] g [Jﬁ(c, c, No)ﬁzl,...m] . (4.3.12)
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This free energy function is objective as it is described as a function of C, C, and Ny, Section

4.3.2.1.

The strain invariants I,(a =1,---5) are
1

[(trC)* —tr C?]
I3 = det C = det (FTF) =detFTdetF = J? |
I4:N0:C7 I5:N0102:<n0®n0)30221'10021'10,

and the invariants of strain rate Jz(8 =1,---12) are

1

letI'C s ngitrcg s ngdetC s
J4:NQZC, J5:NQZC2,
J6 = tI‘(CC) y J7 = tI‘(CC2> 5 Jg = tl"(CZC) 5 Jg = tI’(CQCZ) y

JlO = tr(NOCC) s JH = tr(NOCCQ) s Jlg = tr(NOCQC) .

The invariants I, (o = 1,2,3) and Js (8 = 1,2,3,6,7,8,9) describe the isotropic response of
the material and I, (aw = 4,5) and Jz (8 = 4,5, 10,11, 12) the transversely isotropic response.
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4.3.2.1 Objectivity of the constitutive equation

In order to check the objectivity of the constitutive equation (4.3.12), i.e., to know whether
the constitutive equation is invariant under change of frame of reference, the arguments of

¥(C, C,Ny) should be analyzed.

Denoting new kinematic quantities registered by a new observer moving and rotating with
respect to the previous one by a superscript star, we obtain first for the deformation gradient

and its material time derivative:
FF=QF, F=QF+QF and (4.3.13)
C'=F"'F" = (QF)'QF = F'Q"QF = F'F = C, (4.3.14)

the right Cauchy-Green tensor C is proved to be invariant.

The material time derivative of the right Cauchy-Green tensor gives
C* = (F'F*) = F'TF* + F*TF* = (QF + QF)"'QF + F'Q"(QF + QF)
= (F'Q" +F'Q")QF + F'Q"(QF + QF)
—F'QTQF + F'Q"QF + F'Q"QF + F'Q"QF
—F'QTQF + F'F+ F'Q"QF + F'F
= FT'QTQF + F'F + F'Q"QF + F'F
—F'F+F'F+FT(Q'Q+ QTQ)F
—F'F+F'F+F'(Q'Q)F
—F'F+F'F
= (F'F) =C, (4.3.15)

and it is invariant.

The structure tensor Ny shows frame-indifference:
Nj =nj®nj = Qno ® Qny = Qny ®neQ" = QN,Q" .

The free energy function W is objective, as it is described as a function of C, C, and Ny that

are either invariant or frame-indifferent .
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4.3.2.2 Elastic stress tensor and viscous stress tensor

Using the following relations:

otr A d d d
A :X:d—[tr(A+tX)]|t O_dt[(A+tX) I |- o—dt(A+tX)|t o:1
otr A
=X:I=1:X =1
0A ’

Otr A% 9(A: AT) 8(A A)
OA  0A OA

=2A:AA=2A:1=2A,

OtrA®  O(A%:AT)  0(A?:A) A2 2.
0A oA~ oA M AaTATAA

=A:(AAA+AA L) +A*:T=A:(TA+AI) + A?
=A: [(IDA+AIRD]+A’=A:[IQA+AR] +A?
=AIQA+AAQI+A?=TTAAT + ATAI" + A?

— 3A2,

which can be also derived from the Eq. (A.3.4), the first derivatives of the invariants with

respect to C are obtained:

8[1 . otrC

oc = oCc 1o
% _ %% [(trC)> — tr C7] :% {Qtrcagrcc —20} — 2 CI-C=1LI-C

oI; 10 s 3 . 1 3
80_380[trc 2trCtrC+2(trC)

1

§[3C2——(2Ctrc+trc2) 2(trC)QI}

1 1
:CQ—CtrC—§trC21+§(trC)2I:13C’1 ,
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ol

8—é:(NO:C),C:NO:C,C+C:N07C:N0:]I+C:(D:N0+0:N0, (4.3.19)
a]5 2 2 2 2
3—C:(N0:C),CZN0:CCJFC :Noc =Ny : (IC+CI)+C*:0

=Np: [(I®I)C+C(I®I)]+0=N;:[I®(IC)+ (CI) ®]I]
=Nyp: I®C+C®I =I"NyC" + C*NyI*" = NyC + CN,
def

= Iy X HQC + Cno X g — 1Ny X CII() + Iloc X g — TngC s (4320)

where the derivation of the structural tensor Ny ¢ = 0.

The first derivative of the strain rate invariants with respect to C are

s oteC

== =1, (4.3.21)
(1) = (e 1 ) = 5 (1 62) = 5 1 (To ¢+ Ca1)]

- % (ITICT + CTIIT) —CT=C (4.3.22)
%_%8% [trcg—gtrCQtrC—i—%(trC)S]

- é [3(’32 - g (2CtrC+trC21> + g (trC)QI]

:CQ—CtrC—%trCQI+% (trc>21:J3C—1 , (4.3.23)
%: <N0:C)C:NO:C,C+C:NOVC:NO:]H—O:NO , (4.3.24)

67



CHAPTER 4. CONSTITUTIVE MODELING OF SOFT TISSUE

0.
oC

0.
oC

o
oC

0Js

0C

0.,
oC

- = (1:c%¢)

= (No:€?) = No: €%+ C Ny = No: (18 C+C o) +0
4T T T T . . _ . .
=1 N()C + C N()I —NOC—I—CNO—n0®n0C+CnO®n0

=1 ® Cl’lo + nOC ® 14 1) déf Tnoc s

:(I:CC)C:(D:CCJrIz (CC) —0+1:(0C+CI)=1:[CII)]

,C

=I:[(CHel=1:(CeI)=C'II"=C"=C,

(4.3.25)

(4.3.26)

- (1 : CC2) —CC?: T +1: (cc‘:?) —CC2.0+1: (C,CC2 +CC,2c)

) )

—0+1: [®C+C<I®C+C®Iﬂ :I:C<I®C+C®I>

_T: (CI®C+CC®I>:I: (C®C+CC®I>:I:C®C+I:CC®I

— CTICT + (cC)TIIT — CTCT 4 (CC)T —ct+cC,

7C 7c

—0+1: (®C+0211> —04+1:0+41:C2L=040+1:C2>®I

— ()"t =,

= (I : CQC2> o

—0+1: [@CMCQ <I®C+C®I>] :07+I: <®+CQI®C+CQC®I>
:0+I:C2®C+I:CQC®I:0+(CQ)TICT+(C2C>TIIT

— 0+ CIC +CT ()" = C’C+CC?

(4.3.27)

_=C%C: Is+1: <C2C> =C2C:0+1I: (C?CC—FCQC’C)

(4.3.28)

=C*C?* I +1: (CQC2> —C2C2:041: <c720('j2 + CZCfC)

(4.3.29)
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dJ1o ‘ N . . . . .
&= (r: NOCC>?C = NyCC T +T: (N, cCC + NoC o€ + NoCC )

—0+1:(0+0+NyCI)=0+1:N,C®I=(N,C)' 11"

= (NoC)" = C'™N! = CN, (4.3.30)
0J11 B ‘ ‘9 L 2\ 1. . .
&= (1: Noce )C —1: (NCC%) =T:NoC (Te C+ C 2 1)

—1: (NoCI® €+ NyCC @) =1: NyC ® € +1: NgCC ® 1

— (No,C)"ICT + (NOCC)T 11" = CTNTET 4+ GTCINT = CNoC + CCN, |

(4.3.31)

8J12_ . 27 T, 2 ) 1. 21y — 71 - 2
o= (1:NC C)C —1: (NgC*C ¢ ) = T: (NoC2I) =1: (NoC @ 1)

= (NoC?) ' 11" = (C?)'NT = C°N . (4.3.32)
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With the following notations

o def ove

v def 8\I’v
“ 91, -

v and vy 975

(4.3.33)

the elastic and viscous 2nd Piola-Kirchhoff stress can be written in a simplified manner.

The elastic 2nd Piola-Kirchhofl stress is

owe NN >
S — 92— = 2 - Ta) 9 ijpef
pO ac pO ~ (aIa ac) pO a:1( « Oé,c)

=2p0 (VShc+ Vo + Vilsc+ Vilyc + Vilsc)
= 2po [USI + U5 (tr CI — C) 4+ W5[3C~" + U§Ny + s Y, ]
=2po [(U]+ VST — USC + WSI,C™" + WENy + UEY,, ] - (4.3.34)

The viscous 2nd Piola-Kirchhoff stress is

12

U 2 (007 .,
S' =2 — =2 —— | =2 U, e
Po PYe Po 5221 <8J,8 80) Po 5521: ( B B,C)

= 2po [\IJ\{JLC + ‘1’§J2,c + \I’§J3,C + \IJXJ4,C + ‘I’Ejs),c + \Iﬂéjﬁ,c

+\I’\7’J7,C + ‘I’EJ&C + \IJSJQ,C + \IﬁlloJlo,C + ‘11‘1,11]11,0 + \Ij‘ll2J12,C]

— 25 [\IqI + WC+ WLC + WIN + UIY, ¢ + U5C + Y (cc + Cc)

FTC? 4 Y (CQC + CCQ> + U7, CN + 1Y, (CNOC + CCN0> + \IJ‘{QCQNO] .

(4.3.35)
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4.3.2.3 Elasticity tensor and viscosity tensor

The response of the material to the applied strain and strain rate can be specified by the
elasticity tensor and the viscosity tensor, respectively. The elasticity tensor A® and viscosity

tensor AV are defined as
S=8+S"EA°:C+A":C , (4.3.36)
where S° = A°:C and S"EA:C . (4.3.37)
By derivation of S® and SY with respect to C and C, respectively we obtain the material

tensors:

0S°
0C

=AGC:C+A*:Cc=A%C:C+A°:T=A%:C+A°, (4.3.38)

where A° is the elasticity tensor and A% : C is the modified elasticity tensor due to mass
change (growth) depending on the deformation in the case of an open system.

9s"
oc

A :CH+A :Ce=A%:CHA": =A% :C+A", (4.3.39)

where A" is the viscous tensor and A, : C is the modified viscous tensor due to mass change

(growth) depending on the deformation rate in the case of an open system.

On the other hand, the derivation of S® and S in (4.3.10) with respect to C and C, respectively

ase  _dpy _ 0w o2 e
°c =250 % a6 T2 e (4.3.40)
88" _dpy O H2W

— =222 @ + 2pp— . 4.3.41
o ~ Tac T ae T ae (43.41)

With comparing (4.3.38) and (4.3.40) we can deduce
e 8,00 ove 82\116

A% : CEF Ames — 22 A® = 2p)—— . 4.3.42

© ¢ oc ©ac M ace (4.3.42)

The fourth-order tensor A™€ is the modified elasticity tensor due to the mass change.
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With considering (3.2.5) and assuming that the mass source IT° is activated by the elastic strain

energy W, the term 20p,/0C can be written as

Opo _ Opo 005 _ Opo o [OIF , _ Opo , [OIOV°
aC ~ 0pf “0C  op8 aC 9pt v 9C "

(4.3.43)

Here, pj§ is the solid mass density that can grow in a bioreactor.

If we introdue a scalar A% defined as 9I1° /0W® and consider (4.3.10), we obtain a second order

tensor A®

8,08 8]73 6\I!e Se def
29 =9 dt = Se_dt = A°. 4.3.44
REERFTS /aqfeac /APO 34

The physical meaning of A% is the change in mass source depending on strain energy (stim-
ulation) change, in Yi et al. [89, 90]. The second order tensor A is the modified solid mass

density depending on the deformation.

The modified elasticity tensor can be expressed by

- 0 ove
0

(4.3.45)

In the present work, the mass source is assumed not to change in the bioreactor process (in
other words, not activated due to deformation):

orrs

Sge =0 7 AT=0 o AT=0 o5 ATE=D. (4.3.46)

There is no modified elasticity tensor resulting from mass change.

In the same way, we can deduce the following equations by comparing (4.3.39) and (4.3.41):

. v 2\yv
A G ame 90 OV Ay =9, 0 Y
7 oC ~ 9C oC?

(4.3.47)

The fourth-order tensor A™® is the modified viscosity tensor due to the mass change.
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By considering (3.2.5) and assuming that the mass source IT° is activated by viscous potential,

U, the term 20py/dC can be written as

g HS HS \va
2%_%.2%_%.2/6 g = 9o o [OIZ0TT (4.3.48)

oC — 9p§ “aC g oc 0p§ ") 99" o
If we introdue a scalar A3 defined as 9I1°/0¥" and consider (4.3.10), we obtain a second order

tensor

g8 OIS OU / o S" . aet
— —— =2 —dt = | \>'—dt = AV. 4.3.49
oC ovv 9C 2po ( )

The physical meaning of A¥ is the change in mass source dependent on the viscous energy
change. The second order tensor AV means a modified solid mass density dependent on the

deformation rate.

The modified viscosity tensor can be expressed by

. 0 oY
AmVE — A1VE (,00, \I/V) — a_Z(S)Av ® ac )
0

(4.3.50)

As the solid mass is assumed not to be activated dependent on deformation rate in a bioreactor
process, then

oI
ovv

0 — XN=0 — A"=0 — A™E=0. (4.3.51)

There is no modification of the viscosity tensor in consequence of the mass change in the

bioreactor process.

For the sake of convenience, we define the following symbols for the derivations of the free

energies with respect to its invariants:

02 e P
U= ——— U= 4.3.52
°F o101, P 07,005 ( )

In our case of constant mass, a closed system, we have A™® = A™& = ( and the elasticity

tensor A® and viscosity tensor AV can be calculated as follows.
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Elasticity tensor A°:

. 820e  0Se 0 .
AT =2mer ~ 50 ~ Mo 2 (Vileo)

0
= 20055 (95 + WS1) T = WSC + WSL,C7" + WiNy + Wi ]

Ae
2po

=10 (V§+U50) ¢ + (VS +U5N)Ic —CO V56 — ¥5Cc

+Cto (Usls) ¢ + \If§[3Cj(,1 + Ny O U+ UiNoc + YTy © P2 o+ Uiy cc -
With the identities (A.3.10), (A.3.11), and (A.3.12), we obtain

NO,C = (D7

def

Yhc = NoC+ CNp

Yhoc,c = (NoC + CNp) ¢ = NoC c + C cNo = NoIl + INg = Ny @ I + I ® Ny and
5
Ve = Z (V¢ Joc) , where w=1,---5.

a=1

Ae
o = 1o Wi+ W) —CoOV; o — Vil
0

+C O (U)o + V53 (-CT @ C™) + Ny O U5 ¢

+THOC@W§7C+W§(NO®I+I®NO)
5 5
> U lac+ (Z @;ala,c> I + U1 o
a=1 a=1
5
(Z xpgafa,c> I3+ Vels ¢
a=1
5

+No© Y U5, lac

a=1

=10

5
—COY U Ioc— VST
a=1

+C1'o —ULC e C!

5
+ TnOC © Z \Ilgala,c + \Ijg (NO ® I+1 X No)

a=1

74



4.3. PROPOSED MODEL: DIFFUSIVE-REMODELED MATERIALS

—

Ae

2p =10 [\11(191]170 + \I/TQIQ,C + \Ifiglgp + \1161’414’0 + \115351570
0

+ (Ui 1ic + Voo + Vslsc + V5 lac + V5515.c) [ + W5 ]
—CO (Ve + Ve + Vislse + Yilic + Vislsc) — Vil
+CT O (U5 e + U loc + Usls.c + Ui luc + Vs sc) Is + USTs c]
—ULCTTQCT + Ny © (¥ Lo+ V5o loc + Vs lsc + Uy Luc + V5s15.0)

+ Yhoc © (Vi Lic+ Vi loc + Visls o+ Veidic+ Vil c) + U (No®@ I+ 1I® Ny)

=10 (VS + U5, [ + V) I1 ¢+ (U$, + Vs, [1) Lr
+ (V55 + V3 1h) Isc + (W5, + V5, 1h) Lo + (955 + W31h) I ¢
—CO (U5 Lc+ Ve + Yislsc + Vlic + V5515 ¢)
L C eI, Ve Lo+ Vsl c + (\If§3 + %) Isc + VS e+ V515 ¢
+No© (Y5 hic+ ¥ilac + Vislse + Vidic + Vishso)

+ Ynoc © (V5 L1, + Vo loc + VEsl3c + Vs luc + Vs [5.¢)

— Ul - USCT @ CH + U2 (N @ T+ 1@ Ny)

=10 [(VS, + U1 + U T+ (VS + VS, 1) (tr CI — C)
+ (W55 + US311) IsC™1 + (W5, + W5, 1) No + (V5 + U35 11) Y]
— CO [U5I+ s, (tr CI— C) + U, [;C™" + ¥§,No + U5, Yy ]

e

o
+C O I3 |ULI 4 U, (tr CI - C) + (qf§3 - 1_3> LC™ + U, Ny + Vs Yoo
3
+ Ny ® [¥§ I+ U5, (tr CI — C) + U5, ,C™" + ¥§,No + ¥, Yy, ]
+ Yoo © [¥E 14 U5, (tr CI — C) + U5, [;C™" + W, Ny + U, Y, ]

— Ul — U5 CT @ Ch + g (N @ I+ I® Ny)
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Ae
2po

=10 [(U], + U5 [ + U5+ (U5, + U5 1) tr C) T — (¥§, + ¥5,[;) C

+ (‘I’Tz’, + ‘1133[1) ISC_l + (\Ifi; + \I’34[1) No + (\I’T5 + LI’;5[1) TnoC]
—CO[(U3 + s, trC)I — U5,C + U5, [3C~ " + U, Ny + U, Y, ]
+C O L [(U5, + VS, tr C) I — U5,C + (Ui l5 + ¥5) C™' + W5, No + U5, Yy, ]
+No® [(V§; + U5, trC) I — U5,C + U5, I5C™ " + U5, Ny + U5 Y]
+ Yhye © [(¥E + Ve, trC) I — U, C + U, I,C™ " + U, Ny + Ug Yy ]

— UL - VSLCT RCT + U (Ng@I+1®Ny) .

With the identities tr C = I, W5 = W3, it can be simplified

Ac
2po

IO [(US, +2US,0; + 0§+ US,17) T — (5, + U5,11) C

+(USy + W53 1) LC + (WS, + W5, 11) No + (U5 + 55 11) Y]
—C O [(Vhy + U5 1) T = U5, C + W5, ,C™" + U5 No + U5, Y]
FC O L [(US + U5y 1) T — W,C + (W51 + WE) C + W5, Ny + U5 Y ]
+No® [(U§, + U5, 1) T = W5,C + W5, 5C " + UGN + VY]
+ Tpo O [(W85 + T T — U5,C + U LC™ + WS Ny + U, Y ]

— UL - USLCT @ C + U (Ng@I+1I®Np) . (4.3.53)
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Viscosity tensor A":

92U 9SY 0 <&
AT =20 = S =2 3 (U
Pacz ~ ac ~ e 521( i)

9 . . .
=20 [\Iql +WIC + ULJ,C + WINg + UEY, ¢ + UIC + UY (Cc + Cc)

SUTC? 4 Y (cQC + Ccz) 40, CNy + Y, <CNOC + CCN0> + %C2NO]

AV o . . . .
= — |UT + 07 U LC P+ U'Ny + WYY -+ OV N
o o (W WO+ G+ WIN + Y, 6 + U0 + 03 (OC + OC)

LU Y <C2C + C02> U, CNy + U7, (CNOC + CCNO) + \I/‘l’zCQNO]
—T1OW + W+ COW+WC o+ C ' O (Vi) ¢ + U55C

N W+ UiNg o+ X, O UL o + TEY, oo + CO U o + WiCe
+(CE+EC) 0w+ W (CC+EC)  +C2 oWy, +WICY

+(CC+EC?) o Uy + Wy (C2C + €C?) L+ CONGO W, ¢+ (CNy) ¢

10,C

+ (CNC + CCNo) @ W}, ¢ + W}, (CNoC + CONy )

+ C*N, & Uy, &+ WY, (CQNO)7C .
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With the identities (A.3.10), (A.3.11) (A.3.12) we obtain

Noe=0,
Y

e = (NOC n CN0> = NG+ CeNo = NI +INy = Ng@ I+ 18N .

CC+CC) = CC+CC = CIHIC = Col+18C, (C2C+CC?) = CPal+IaC?
(CNy) ¢ = (CNy) ¢, = O, (CNOC n CCN0> = CNy®I+I®CN, and

,C
12

Ve = Al = Z (‘IJZ,/;J@C) where w=1,---12 .
B=1

v

With these, we obtain

2po

Av
2po

—TO U o+ COW o+ WL+ C1 0 (Whs) ¢ + Uiy (—C-l ® C—1>
FNgOW o + T, 6 OW o +UE(Ng@I+1©®Ny) +C o g
+(CC+CC) W+ W(CRT+I0C)+CP O,
+(CC+EC?) 0 Wy + W5 (PR T+18.C2) + CNy© W}, ¢

+ (ONGC + CONy ) @ W7, ¢ + WY, (CNg @ T+ 10 ONg) + C*Ny © W},

—TOAT+COA+ W+ G0 (A + Wy o) + W3J; (~C 0 C)
FNoOA]+ Y, ¢ OA+ U7 (Ng@I+I®Ny) +CO A
+(CC+CC)@A;+@;(C®I+I®C)+02@Ag+(CQC+CC2)@Ag
£ 05 (C? @ T+18 C) + CNy© Al + (CNoC + CCNp ) © Al

+ 07, (CNy @ I+ T® CNy) + C*Ny © AY, . (4.3.54)
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4.3.3 Simplifications

In order to define a constitutive law of our material, the corresponding Helmholtz free energy

¥ is postulated with the following simplifications.

e Simplification 1: The diffusion of fluid is regarded as a determining factor for stress-
relaxation phenomena of the material. Due to the limited experimental condition and
many constants in the viscosity tensor, the viscous phenomenon cannot be identified
separately from the diffusion. The contribution of the solid viscosity A" to the stress-
relaxation is assumed to be small compared to that of the fluid diffusion and therefore

neglected (UV ~ 0). Thus, the free energy (4.3.12) is reduced to

A

U = Ue(e,Np) . (4.3.55)
If the solid fraction would be bigger, then the viscosity of the solid should be superposed.

e Simplification 2: Providing a stress free undistorted initial configuration, i.e. o (€ =

0) = 0, the free energy function for the transversely isotropic material is postulated:

. A
We(1y, Iy, 13,14, I5) = 5112 + Go(I7 = 2L) + alydy + 2(Gy — G)Is + glf . (4.3.56)

Its derivative with respect to € yields the stress tensor o:

_ove
7= Oe

= )\[11 -+ QGp(i -+ Oé([lNO -+ I4I) + 2<Gt — Gp) (No(-j -+ GNo) + 5[4N0 R (4357)

and the fourth-order elasticity tensor A® is

A%

 Oe?

=N ®I+2G I+ a(I®Ny+ Ny®I)+2(G; — G,)(NoIl +INg) + fNy @ Ny .
(4.3.58)

Ae

In Voigt notation it can be expressed by a 6 x 6 stiffness matrix for the preferred Xs-
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direction:
[+ 2G, Ao A 0O 0 0 ]
Ata A+2a+ 544G, -2G, A+a 0 0 O
A Ao A+2G, 0 0 O
Ce = (4.3.59)
0 0 0 G¢ 0 0
0 0 0 0 G, O
i 0 0 0 0 0 G|

e Simplification 3: In the initial condition, where the material contains no collagen type
IT fibers, the material is assumed to be isotropic (Ny =0, Iy =I5 = 0). Owing to the
synthesization of fibers, a preferred direction of the material (ny # 0) appears and the
material becomes transversely isotropic. The anisotropy of the material is regarded as a

result of a remodeling effect.

e Simplification 4: Only positive activity of cells, i.e. increase of stiffness resulting from
synthesization of collagen type II fibers is considered. Negative activity of cells, i.e.
stiffness decrease (resorption, degradation of material) or normal activity (dead zone or

lazy zone) are not included, Fig. 4.3.

4.3.4 Diffusive-remodeled materials: IAM model

The stress is assumed to evolve in two different time scales, a short time scale and a long time

scale.

In a short time-scale (the time scale is seconds) the stress evolves depending on its actual
stress and deformation. Thereby, the behavior of fluid plays an important role. Due to the
squashed fluid, the stress decreases under constant compressive strain (stress relaxation) and
is defined as diffusive stress.

Due to the material (collagen type-11) newly synthesized in a bioreactor the mechanical proper-
ties are modified (i.e. remodeling of solid part) in a long time-scale (the time scale is weeks).
The remodeling effect causes an additional stress named remodelled stress. We assume that
only the elasticity tensor evolves due to the collagen type-1I and that its synthesization depends

on the actual elasticity tensor and the free energy density.
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Diffusive stress (in short time-scale)
The fluid-saturated biphasic material shows relaxation of stresses in compression tests which
results from the diffusion of the fluid through pores of the solid structure. It is assumed that

the stress evolves in short time scale depending on the actual stress and the deformation:
S¢=18%S,C) . (4.3.60)
Stoffel et al. [76] proposed that rate of diffusive stress is proportional to the stress:

S¢=_-DS , (4.3.61)
D =D(C) , (4.3.62)

where D is a diffusion parameter that depends on the deformation and gives a relation between
the viscous effect and the fluid motion in consequence of deformation.

If the stress is expressed in the Eulerian description, then the evolution equation is
6 =sphe? +deved = 6%o,e) = —D(e)o = —D (spho +deve) | (4.3.63)

1
where spho = 3 tr oI denotes the spherical part and dev o the deviatoric part of o.

Moreover, we assume that the normal stress is only related with the diffusion:
6 =spho®=—-Dspho and deve®=—-Ddevo =0 . (4.3.64)

If the inertial force in the balance of linear momentum (B.2.3b) is neglected, the balance of

linear momentum becomes

0=divo + pb . (4.3.65)
Here, the stress and the body force can be split into an elastic and a diffusive part:

0=divo + pb E dive +m = div (0°+0%) —7® -7, (4.3.66)
where 7t® and ¢ are the elastic and diffusive part of the volumetric force, respectively.

The elastic and diffusive volumetric forces are assumed to be separated from each other and
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the diffusive volumetric force, 74, induced by the diffusion of fluid through the pores explains

the stress relaxation curve by compression test:
n¢ =dive® = div/d'ddt = —div/ (Dspho)dt = — /div (Dspho)dt
=— / (grad Dspho + Ddivspho)dt . (4.3.67)

With the further assumption that the material is homogenous with respect to the diffusion

parameter D, grad D = 0, the above equation becomes

1 1
7wl = —/Ddivsphadt: —/Ddiv (gtrO'I) dt = —g/Ddiv(traI)dt
1 , 1
:—§/D(Igradtr0'+tra'dle)dt: —g/Dgradtra'dtI
1 1 .
=—3 D gradtrodt = -3 Dgradtr (o° + o) dt . (4.3.68)

Here, o® is the stress of the solid and o* the stress of the fluid.

With the assumption that the fluid stress in the deformed configuration is the hydrostatic

pressure p:
of = —pl (4.3.69)
the diffusive volumetric force due to fluid 7% can be estimated:
df 1 f 1 f
=3 Dgradtro*dt = ~3 Dgrad(o* : I)dt
1
=3 / Dgrad(pl : I)dt = /Dgradpdt . (4.3.70)

In case of the unconfined compression test (compression in z,-direction, in x;— and x3— direc-

tions are not confined, Fig. 5.14 ), the volumetric force reads
n = rlfe; = /Dpﬂ- dte; , (4.3.71)
and the force in compression direction due to the diffusion is

dp
af
Ty = /D(%E2 dt . (4.3.72)
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Especially, D is assumed to be a function of a volumetric strain ey (= &;; = €11 + €92 + £33) in

order to describe deformation-dependent diffusion:
D = D(ey) = Dy + Diey (4.3.73)

where Dy and D; are material parameters describing the relation of volume change and the

stress relaxation over time during the compression test.

Remodeled stress (in long time-scale)
The newly synthesized material (collagen type-II) in the bioreactor changes the material prop-
erties in a long time scale, and it is postulated that only the elasticity tensor A® changes as a

function of the actual elasticity and the free energy density, and it has its own critical value:

A® = A°(A°, ), where AS<A®<AS. . (4.3.74)

crit

e

° it 1S its critical value.

where Af is an initial elasticity and A

A = A¢ ; mechanical > A A — Ae

. . it
simulation, ¥ =

A®+ AT > A¢

crit

Ac + AT < A®

crit

A® = A® 4+ AT

Figure 4.4: Flowchart of elasticity remodeling

Further, the following evolution law of the stiffness is proposed:

A® = kYT (A2

crit

—A°), ¥=U(C) (4.3.75)
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where k and n are remodeling parameters describing the remodeling velocity, [77] and [87].

The physical meaning of the Eq. (4.3.75) is that the stiffness tensor evolves due to the mechan-

ical stimulus up to a critical value that is obtained at the end of stimulation in a bioreactor.

4.3.5 Summary of the IAM model

From Section 4.3.3 and Section 4.3.4, we propose the following model for the cell-seeded con-
densed collagen gel material on the basis of the diffusive-remodelled elastic phenomenon.

The total stress rate is

oc=0°+0". (4.3.76)
Its elastic part is

o =AM €. (4.3.77)

The rate of elastic stress is

G =h €=M et A e~ €, (4.3.78)

where A® &~ 0 in short time-scale. A® evolves in long time-scale according to Eq. (4.3.75).

The stress evolves in short time-scale (compression test) as a function of the volumetric strain.

From Eqs. (4.3.64) and (4.3.73), the following stress is added

Do+ D
&t = —%%I , (4.3.79)

which explains the stress relaxation due to fluid behavior.
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4.3.6 Comparison of KLM model and IAM model

Kuei, Lai, and Mow (KLM) regarded the interaction between the solid and fluid phase as a
determining factor for the mechanical behavior of a biphasic tissue. Thus, the permeability
plays an important role, how much fluid flow in and out of the porous material according to
external force.

They modeled articular cartilage as a homogeneous binary mixture of an incompressible,
isotropic, linearly elastic solid and an incompressible, inviscid fluid (KLM model) [55].

The constitutive equations are given by

solid phase: o = —apl + \tre + 2u°e (4.3.80a)
fluid phase: o' =—pl, (4.3.80b)
where superscript s stands for the solid phase and f for fluid. o and € are the stress and strain

tensor, respectively. p is the pressure, « is the solid content defined by the ratio of solid volume

to fluid volume (« ey JV*®), A® and p® are Lamé constants for solid phase.

The balance of linear momentum (B.2.3b) is
solid phase: p°* Df v® = diveo® + p°b® , (4.3.81a)
fluid phase: p' Df v® = dive® + p'b’ (4.3.81b)

where v®/f is velocity of the solid/fluid phase and Dj /*is the material time derivative with

respect to solid/fluid phase. Under quasi-static conditions, the inertial force can be neglected:

solid phase: — 0=dive®+ p°b® =dive® —m, (4.3.82a)

fluid phase: — 0=dive® + p'b* =dive® + 7, (4.3.82b)

where the force interacting between the two phases is assumed to be the volumetric force m

which is the diffusive body force. It can be derived from Darcy’s law as follows.

The Darcy’s law states the flow rate Q (m?/s) through a porous solid is proportional to the
permeability & (m?), the gradient of the pressure P applied to the body and the area A, and

inversely proportional to the dynamic viscosity p (Pa - s):

kA A k 1
Q= L grad P = % grad P or q=— = = grad P = % grad P, (4.3.83)

=0
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where q (m/s) is the flux of discharge per unit area and K <: %,NS/ m4> is the constant

diffusive drag coefficient.

The formula above can be adjusted to the model. The flow rate per unit area q(= Q/A) is the

velocity of fluid relative to solid:

d
q=v"=0v"—0v’= _gr;{ b K(v® —v") = gradp, (4.3.84)

where p is the hydrostatic pressure.

If we define grad p as a force per volume 7:
¥ gradp = K(v® —v') | (4.3.85)

it has a physical meaning that a force per volume depends on the permeability £k, the dynamic
viscosity p and the relative motion of fluid »*. For example, the more volumetric force is
caused with a bigger dynamic viscosity or with a bigger relative velocity of fluid or a smaller
permeability. On the contrary, the higher porosity means the higher permeability and the

smaller diffusive drag coefficient and the diffusive force due to fluid behavior becomes smaller.

The continuity equations are

solid phase: Dy p® 4+ p°dive® =0 , (4.3.86a)

fluid phase: Dy p® + pfdiveo' =0 . (4.3.86b)

With an assumption of incompressibility of solid and fluid phase (D; p** = 0) it can be simpli-
fied:

solid phase: — dive® =0, (4.3.87a)

fluid phase: — dive'=0 . (4.3.87b)

In consideration of the solid content «, the following continuity equation governing the binary

mixture of an incompressible solid and an incompressible fluid is obtained:

diveo® + adive® =0 . (4.3.88)
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In terms of body force, we can compare the KLM model and the IAM model proposed in
Section 4.3.4.

The body force 7 of the KLM model, Eq. (4.3.85), is a volumetric force that is related with the
fluid flow. In the IAM model, the fluid flow is considered in a volumetric strain ey on which
the diffusion parameter D depends. Therefore, the diffusive volumetric force due to fluid 74

of the IAM model, Eq. (4.3.70), corresponds to the body force 7 of the KLM model:

|

m=K(v’—v)=nY= /(DO + Dyey) grad p dt . (4.3.89)

Let us think a special case that there is no relative motion of fluid with respect to solid (v* = v®).
The KLM model gives, there is no body force (w = 0) and the IAM model also gives 7% = 0,

as no relative motion of fluid means gradp = 0.
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Chapter 5

Experiments

5.1 Cell-seeded condensed collagen gel

The preparation of specimens explained in this section and the histologies described in the next
section were carried out in the Department for Orthopaedics and Trauma Surgery, University

Hospital Aachen.

Collagen type I matriz system is important as a cartilage repair material.

Most of the established matrix systems [61] use collagen type I of bovine origin seeded in high
cell densities. In contrast, we use collagen type I gel made of rat tail collagen (CaReS, Arthro
Kinetics, Esslingen, Germany) for the cultivation of human chondrocytes in low cell densities

31).

After seeding the collagen type I gel with human chondrocytes with a cell density of ca. 2 -
10° cells/ml, the collagen is condensed by weights (between 2 —4 kg) in a compression chamber
for 6 — 12 hrs, Fig. 5.1. When the cell-seeded collagen type I gel is completely consolidated,

the specimens are manufactured with stamping of a circular cutting blade.
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Figure 5.1: Chamber for cell-seeded condensed collagen type I matrix, [63]

90



5.1. CELL-SEEDED CONDENSED COLLAGEN GEL

Due to the restrictions imposed by the bioreactor, the diameter of a specimen is 10 mm and

the thickness 2 — 3 mm.

Figure 5.2 shows photos of specimens from the cell-seeded condensed collagen gel type I matrix,
a saturated and a dried one. The solid state possesses less than 10 % of the whole weight and

the fluid possesses more than 90 %.

(a) Saturated (210 mg) (b) Dried (16 mg)

Figure 5.2: Cell-seeded condensed collagen type I matrix
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5.2 Bioreactor

5.2.1 Bioreactor system

Bioreactors are developed in order to stimulate cell-seeded condensed collagen gel type I me-

chanically [75].

Our bioreactor is composed of four parts, see Fig. 5.3 : a support with loading device (Part 1),
a cultivation cylinder (Part 2), a rod for load application (Part 3) and a loading device (Part

4). Before running a bioreactor, all the parts are sterilized [78].

The cell-seeded specimens as presented in Section 5.1 are put on a slot in a cylindrical chamber
and soaked in nutrient medium under sterile condition (Part 2). After the cylinder is screwed
on, the bioreactor system is put together and ready to run in non-sterile conditions. Gas ex-

change is also possible through two membrane ventilators (the blue parts in the Fig. 5.4).

Rotation of a motor of the loading device (Part 4) drives the vertical rod (Part 3) up and
down periodically with a frequency of ca. 1/3 Hz via an excentric. The periodic moving rod
compresses the specimen by ca. one third of its thickness. In order to prevent germs intrusion,
a rubber coat covers the guideway between rod and cylinder chamber (Part 3). During the
mechanical stimulation, the nutrient medium is squeezed out when compressed and soaked in

when released, which makes cells more active than the case of not-mechanically stimulated cells.

The vertical forces are measured directly by the load cell (Part 1) which is fixed under the spec-
imen. The bioreactor runs in an incubator at a constant temperature of 37° C for four weeks,
which gives an acceptable explanation for the assumption of isothermal process in Subsection

4.3.1.
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Figure 5.3: Drawing of a bioreactor

> Part 1
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Figure 5.4: A photo of a bioreactor
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The following histological sections Fig. 5.5 show the efficiency of the bioreactor.

(a) Stimulated (b) Not-stimulated

Figure 5.5: Comparison of mechanically stimulated and not-stimulated specimens

The histology of the specimen stimulated in a bioreactor for four weeks shows more synthesized
collagen type II fiber than that of not-stimulated specimen. Its fiber layers are discernible, more
and thicker. On the other hand, the specimen not mechanically stimulated but supplied only
with nutrition synthesize collagen type II fiber less than that and its layers are indistinguishable.

A quantitative comparison can be made only through copression tests, Section 5.4.
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5.2.2 Phenomena occuring in a bioreactor

During running the bioreactor, the seeded cells (chondrocytes in collagen type I) consume the
nutrient and synthesize collagen type II fibers which enhance the mechanical properties of the

tissue, as Fig. 5.6 illustrates.

@periodic loading ca.10 mm
axis of
: collagen type II fiber —| s
B : | — ——~scaffold — symmetry
: T el <\ z )
FF [ D R, I e
- ‘\ stimulus for weeks /A <: <~ = > E Ica.Q mm
nutrient medium/ Cylindrical specemen
Stimulation After stimulation with collagen type II

Figure 5.6: Sketch of a bioreactor

Before the stimulation in a bioreactor, a specimen contains cells and collagen type I, but after
four weeks of mechanical stimulation, newly synthesized collagen type II fibers are also ob-

served. The more synthesized collagen type II fibers appear the stiffer the specimen become.

The following photos are histologies of the specimen photographed by Karsten Gavénis [31],
[61].

In Fig. 5.7, the dark brown layers are newly synthesized collagen type II fibers. Their direction
is perpendicular to the loading direction and they form layers.

By comparison, the histologies of the specimen (see Fig. 5.7 (b)) supplied with nutrition, but
not mechanically stimulated, do not show discernible layers. The initial state containing only

chondrocytes and collagen type I shows faint histologies, Fig. 5.7 (a).

These comparisons are only eye measure and can be quantitatively measured through compres-

sion test, Section 5.4.
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direction

(c) After 4 week-bioreactor stimulation

Figure 5.7: Histologies after 4 weeks stimulation in a bioreactor
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5.2.3 Signals from bioreactors

Figure 5.8 illustrates signals from the bioreactors. The upper green line and the lower red line
respectively represent the rod rotations (stimulations) and the signals from the load cell which
measures the reaction forces of the specimens according to the stimulation. Even though the
compression depth of specimen cannot be measured, we can see whether the specimens are
correctly stimulated, by checking whether the reaction forces correspond to the stimulus.
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Figure 5.8: Signals from a bioreactor, at first day

The above two figures in Fig. 5.8 were recorded at the first day of a bioreactor stimulation.

Even though the cell-seeded condensed collagen gel was already condensed in a compression
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chamber, the material looks instable at the beginning of bioreactor stimulation and it becomes

thinner.
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Figure 5.9: Signals from a bioreactor, at sixteenth day

The force signal recorded at the sixteenth day, shown in Fig. 5.9, looks stable compared to
the ones recorded at the first day. But the periodic stimulation (compression) in a bioreactor

condense the specimens, which leads to decrease of the thickness.
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Figure 5.10: Signals from a bioreactor, at nineteenth day

As the thickness of the specimen becomes smaller, the reaction force signal becomes weak,

which results in insufficient stimulation. Therefore, the rod should be pulled downward several
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times during the bioreactor runs in order to stimulate adequately. As the adjustment of the
rod position is carried out manually - a rule of thumb, it is very difficult to keep a constant
stimulation (force). Figure 5.10 shows the signals after adjusting the rod position. The bigger
force on the nineteenth day than that at sixteenth day, Fig. 5.9, doesn’t mean that the stiffness

of the specimen increases but the origin of the rod is lowered.

As the signals from bioreactors are not sufficient for stating material properties, mechanical
tests should be performed, Section 5.3. If we perform mechanical test every week, we can follow

changes of material properties (remodeling effects) that are arisen due to cell activity.
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5.3 Mechanical tests for soft tissues

Mechanical properties of soft tissues can be determined by tension, pure shear, compression,
bending, and torsion tests. Among them the first three tests are the most relevant tests, Gao

et al. [27] and Miller [57].

Uniaxial tension test is very popular for elastomer. The specimen must be much longer in
the direction of stretching than in the width and thickness dimensions, left Fig. 5.11. There

should be no lateral constraint to specimen thinning.

Pure shear experiment looks like a very wide uniaxial tension test, middle Fig. 5.11. While
a specimen is stretched in its longitudinal direction in the case of an uniaxial tensile test, a
specimen is loaded in its lateral direction in the pure shear test. Then, a state of pure shear
exists in the specimen at a 45 degree angle to the stretching direction. The most significant
aspect of the specimen is that it is much shorter in the direction of stretching than the width.
The specimen is perfectly constrained in the lateral direction such that all specimen thickening
occurs in the thickness direction. There is no rigid body rotation of the overall material element

as it deforms but the axial compression of the grips induces only the shearing motion.

Compression test, right Fig. 5.11, is widely used for soft tissue such as articular cartilage

and meniscus, for they are mainly compressed during walking motion in vivo.

F F F;
S S

Tension test specimen Pure shear test specimen Compression test specimen

Figure 5.11: Specimens for uniaxial tension test and compression test
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There are three kinds of compression test: unconfined compression, confined compression, and

indentation test.

In unconfined compression test, left Fig. 5.12, a tissue specimen is compressed between
impermeable plate and impermeable stamp to a predefined stress or strain. Due to the imper-

meability boundary condition, interstitial fluid flows out only in lateral direction.

In confined compression test, middle Fig. 5.12, a soft tissue specimen is placed in a imper-
meable chamber and compressed with a permeable stamp. Due to the boundary condition of
impermeable plate, the interstitial fluid flows into pores of the stamp. In both unconfined and

confined tests, tissue specimen should be cut out.

But in indentation test, right Fig. 5.12, a tissue specimen does not need to be cut out. It
is compressed with a plane- or spherical-ended cylindrical indenter whose cross section area is
smaller than that of tissue. In the test, the interstitial fluid flows out in any direction except
for the case of impermeable indenter. The test can be particularly used for tissue in vivo, i.e.

in surgery.

\/\ [Permeable
Stamp Impermeable or

Impermeable permeable
indenter

Stamp
< > Specimen Specimen
Soft Tissue
Impermeable plate Impermeable plate
Subchondral bone
Unconfined compression test Confined compression test Indentation test

Figure 5.12: Various compression tests
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The most common compression tests of a viscoelastic material are stress relaxation tests

and creep tests.

In stress-relaxation tests, a predefined compressive strain is applied and the corresponding
stress is measured as a a function of time, left Fig. 5.13. With the relation between the
constant increasing strain (0 — A) and the corresponding stress (0 — A’), Young’s modulus is
obtained. If the strain is held constant (A — B), the stress decreases with time (A’ — B’, stress

relaxation).

In creep test, a predefined compressive stress is applied and the corresponding strain is measured
as a a function of time, right Fig. 5.13. With the relation between the constant increasing stress
(0—C) and the corresponding strain (0 — "), Young’s modulus is obtained. Holding the stress

constant (C' — D), the strain increases with time (C" — D', creep).

Stress relaxation tests and creep tests in case of tension has the same principle as in the

compression test. A specimen is stretched and the force is traction.

A
Displacement Force

0 0

Time Time

Force Displacement A

0 - 0 -

Time Time

Al D’

Relaxation Creep

Figure 5.13: Relaxation and creep
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5.4 Compression test

5.4.1 Compression testing

As the given geometry of specimen, Section 5.1 (suitable only for compression test), a compres-

sion test is performed. Among them an unconfined compression test is carried out for material

properties testing. Figure 5.14 shows a compression test on a MTS material testing machine.

'v
'

—— - Signals of
force and displacement

Specimen

Figure 5.14: Compression test

The specimen is laid on a sandpaper and compressed with a stamp whose end is also covered
with a sandpaper. Due to the sandpaper the specimen is compressed without sliding and
the fluid of the specimen is squeezed only in directions perpendicular to X, (undrained in

Xy-direction). In X; and X3 directions the specimen is unconstrained.

In order to measure the Young’s modulus, the specimen is compressed by a third of its thickness
at a given velocity (compressional velocity = 0.5 mm/s). The reaction force and the displace-
ment of stamp (displacement of specimen top edge) are recorded over time. Then the position
of the stamp is kept constant at the height of two third of the thickness of the specimen for 20

seconds. After that, the specimen is released with the same velocity.
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5.4. COMPRESSION TEST

5.4.2 Signals from compression tests

The diagrams in Fig. 5.15 are the signals of the compression tests. The green dashed line

represents the displacement of specimen top edge and the red line represents the reaction force.

Measulred force
Displacement of top edge

Force [N]
1
o
Displacement [mm]

..o -4

Time [s]

0.05

-0.05 =

Stress [MPa]

-0.15

-0.25

-0.35 -0.3 -0.25 -0.2 -0.15 -0.1 -0.05 o]
Strain [-]

Figure 5.15: Signals from a compression test, before bioreactor stimulation

The curve is divided into three phases: compression at a constant strain rate, stress relaxation
under a constant strain, and the release. For less than 5 % strain, the material behavior is

linear. Under a constant strain of about —0.35, a decrease of the stress (stress relaxation from
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—0.23 MPa to —0.0025 MPa for 20 seconds) is observed.

The closed area is a hysteresis loop and shows the amount of energy lost in a loading and

unloading cycle. It is equal to § o de , where symbols are defined in the beginning.
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Figure 5.16: Signals from a compression test, after a one-week bioreactor stimulation

Due to the continuous periodic loading, the material is condensed (volumetric decrease), and

the specimen becomes thinner. The condensing process is distinct during the first week.
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Figure 5.17: Signals from a compression test, after a two-week bioreactor stimulation
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Measu'red force
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Figure 5.18: Signals from a compression test, after a third-week bioreactor stimulation
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Figure 5.19: Signals from a compression test, after a four-week bioreactor stimulation

As seen in Fig. 5.15, the material behavior under compression is non-linear and the stress-
relaxation due to fluid behavior is noticeable. In order to validate the proposed model, Section
4.3, we have to compare the simulation curve with the above compression test results.

Since thickness and diameter of specimen are different from each other due to various condensing

process of material, the different geometry of specimen should be taken into account.

The thickness of specimen becomes thinner, as fluid flows out during the comression phase and
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does not flow in in the release phase. The positive force in small peaks of the release phase in
Fig. 5.16, 5.17, 5.18 and 5.19 is a drag force due to adhesion and weight of specimen hanging
at the stamp.
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Chapter 6

Numerical modeling and results

6.1 Numerical model

The stiffness matrix C® in Eq. (4.3.59) can be rewritten with Young’s modulus £;, shear modulus

G; and Poisson’s ratios v;;(¢ # j), Vogler et al. [83]:

e Due to symmetry of the elasticity tensor, we have the following relations:

Vign Vo1 Vo3 V32 Vi3 V31

BB BB BB

e Constants of invariant formulation can be replaced with the Young’s modulus, shear

modulus and Poisson’s ratios:

A = Ey(vi3 + vsa103) [ Z
a = Ei[vsa(1 4+ vy —vag) —va1l]/Z

B = Es(1 — vs1113)/Z — Er(hs + vasvs2)]|/Z — 4Gay

Gt - G21 )
Gp = G13 )
2
Z = — 1/31 — 2V23I/32 — 21/311/321/23 .
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e Material parameters:

def def def def
Ei=E3s=FLE,, vs=uvs =V, , Uy =UV3 =V , Vig=1Up = Uy ,

BB, Gu=Gs¥G , Gpa= Gp=E,/2(1+v,) on the isotropic plane
By = —(AGp — 4Gy — A8 — 20G, + 2G> — G, — 20G, — 4G,G,, + &*) /(A + G))
E, = —4G,(AG, — 4\Gy — A\B + 2G2 — BG,, — 206G, — 4G,G, + o*)/ Z,

vip =2G,(AN+a)/Zy , v = A+ a)/(2A+2G,)

v, = —(a® +2)\G, — A — 4G )\)/Z;

Dy = 4G\ + B — 4G2 + 4Gy + 28G, + 8GG), — o (6.1.1)

Then the stiffness matrix C® can be calculated and the stress-strain law gives :

o=C 6.1.2
(
( 11 ) r1- l/ptytp l/tp + prtp Vp + thth 0 0 0 1 ( €11 )
E'pE7tF EpEtF EpEtF
0922 Upt + VpVpt 1-— l/g Upt + VptVp 0 N 0 £992
EI?P E]%F E;F
033 Vp + Uptley  Usp + Vgl 1 — Uyl 0 0 o €33
(=1 EET E,E,l E.E,T (6.1.3)
012 0 0 0 Gt 0 0 Y12
g13 0 0 0 0 Gp 0 Y13
\ 023 ) = 0 0 0 0 0 G - U 723 )

(1 +vp)(1 = vy — 20p1)

where I' = Eg E,

Using only five material constants E,, E;, v, v, and Gy, the above equation (6.1.3) can be
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rewritten:

011

022

033

012

013

023 )

where I' =

/ Plane of isotropy

V X5

Figure 6.1: Coordinate of the cylindrical specimen

E, — VgtEt Vpt(1+ 1) vpbp + VztEt 0 0 0 1( en
E2E,T BT E2E,.T

th<]‘ + Vp) 1 B VI% th(]‘ + VP) O 0 0 €22

BT BT BT

E b

v E, + l/gtEt V(1 + 1) »— ygtEt 0 0 o 33
E2ET BT E2E,T

0 0 0 G, 0 0 2

0 0 0 0 G, o ||

i 0 0 0 0 0 Gi || Vo3

(1 + ) (Ep — Epyp — 2V§tEt>

E3E,

(6.1.4)

The specimens used in our experiments are rotationally symmetric, Fig. 6.1. In the unconfined

compression test whose loading direction is X5 the strains have the following relations due to

the transversely isotropy:

€11 = €33

and  7y12 = Y23 -

The normal stresses in X;— and X3— directions are the same:

011 = 033 =

Ep + l/pEp - 2V12,tEt
E2E,T

The normal stress in X,— direction

022

_ 20, (1 + 1) 1 —v;

2

€11+ €923 -
EgF Egl“

Vpt (1 + 1)

£99 .
E2T

(6.1.5)

(6.1.6)

(6.1.7)
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The shear stresses are

o12 = 023 = G2

and 013 = Gp’}/lg .

o11 [ By + 1By — 2B vy(1 4 1) 0
E2E,T B2r
022 2upt (1 + 1) 1- 1/5 0
_ BT B2
o1 0 0 Gy
0 0 0
\ 0-13 7 L

2(1+vp) |

€11

€22

12

(6.1.8)

. (6.1.9)

L 713 )

Here the stiffness component Cj190 and Cssq7 are not the same due to boundary conditions

(axial symmetry about the axis X5).

Due to the third simplification in section 4.3.3, the initial material is assumed to be isotropic:

def def E
Et:Ep:E, Vp =Vpt =V, Gt:G:m (6110)
(o1 ) [ E(l+v-— 217 Ev 0 0 T ( e )
1+v)(l=—v—202) 1—v—272
099 _ 2By E( —v) 0 0 €22
1—v—202 (14+v)(1—2v)
E
0 0 —
012 2(1 _|_V> Y12
E
[ 013 | i 0 0 0 20 +v) J U mns
(6.1.11)

As explained in Section 4.3.4, the stress evolves in two different scales: a short time-scale

evolution, Subsection 6.1.1, and the long time-scale evolution, Subsection 6.1.2.
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6.1.1 Short time-scale evolution

Now we fit the constitutive model to the experimental data obtained from compression tests,
Subsection 5.2.3, in order to identify the material parameters. They can be identified by

performing an iterative optimization process, Zhou et al. [91].

The incremental form of the total stress (4.3.76) is

— e d
Aoiiae = Aojn + Aoy

== Ce . Aet—i—At - D Sph o-t—i-AtAt . (6112)

Here At denotes the time increment and C¢ is the stiffness matrix whose only Young’s modulus

E, is remodeled in long time-scale according to (6.1.15) and (6.1.16) .

The increment of the diffusion parameter (4.3.73) is

This diffusive material model is implemented in user subroutine UMAT in ABAQUS:

0Ao -
Ae C*(D) . (6.1.14)

Ce,tJrAt —

where At is time increment in short time-scale.

6.1.2 Long time-scale evolution
For the long time-scale evolution the following assumptions are made:

1. Only Young’s modulus on the isotropic plane E), changes. The other four material pa-

rameters (Et, v, vy and Gy) are assumed not to be affected by the remodeling process.

2 Uy =y =
Uy =Vpy = U

E
3.6, _——
P21+ w)

where v and F are Poisson’s ratio and Young’s modulus of the initial isotropic state.

The first assumption is based on the phenomenon that the collagen type II fibers are synthesized
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on the isotropic plane (perpendicular to the loading direction X5).

The following evolution equation is proposed for the Young’s modulus £, according to (4.3.75):

Ep = kW(Ep,crit - Ep) ) (6115)
= %A1n2(\/1_3)+%u(11 —3) — pln(/I5) (6.1.16)

where B, .ri¢ is the critical Young’s modulus that the material can reach with the maximum
collagen type-II synthesization and is determined by compression test after four-week bioreactor
stimulation. I; and I3 are the first and the third invariant of the right Cauchy-Green strain

tensor C, U is a free energy density, A and p are Lamé constants on the isotropic plane:

A= £ and p=G,=-——2— 6.1.17
(1+Vp)(1_21/p) K b 2(1—{—yp) ( )
E(t=0)=E mechanical | AR o
B b simulation, ¥ P p = Dperit

Ep + AEjp Z Ep,crit

E, + AL, < B crit

E, = E, + AE,

Figure 6.2: Flowchart of Young’s modulus evolution

Due to the third assumption in section 4.3.3, the initial value of E, is ' and E; has the constant
initial value F through the bioreactor stimulation.

AFE, is the increment of the Young’s modulus that results from the newly synthesized collagen
type II. The synthesization is promoted through the mechanical stimulation ¥ in a bioreactor.

After time integration, £, becomes

AEIt)-i-At _ L/ ptrA (Ep,crit — E;) At (6.1.18)
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where EItA* and WA are the current Young’s modulus and the current free energy density,

Ef, is the Young’s modulus from the previous increment.

The above proposed material model is implemented in user subroutine UMAT in ABAQUS:

A A
Ce,t-{—At _ gA‘: _ (De(\IIH_At) ) (6119)

where At is time increment in long time-scale.
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6.2 Numerical calculations

6.2.1 Parameter identification with compression test

This step is to fit the model suggested in (4.3.76) and (6.1.12) to experimental data from
Subsection 5.4.2.

Due to the nonlinear elasticity of the material, the tangential modulus of a stress-strain curve
is very various according to region, Fig. 5.15, and cannot be determined by reading out the
curve. In order to identify the elastic modulus and diffusion parameters, we employed the finite
element simulation. Zhou et al. [92] developed an optimization algorithm based on the method
of steepest descent in order to identify elastic modulus and diffusion parameters.

Due to axisymmetric geometry subjected to axial loading, the element type is assigned CAX4R
(A 4-node bilinear axisymmetric quadratic continuum element without twist), Fig. 6.3. The
red lines in the following figures are the forces measured in compression tests and the green
ones are forces calculated with ABAQUS. By solving an inverse problem, the corresponding

elastic modulus and diffusion parameters can be determined.

From the compression test and the curve fitting of the non-stimulated specimen in initial state,
the elastic modulus, E,(t = 0) = E and the diffusion parameters, Dy, Dy, at initial state can
be obtained, Fig. 6.4.

The following curves, Fig. 6.5, Fig. 6.6, Fig. 6.7 and Fig. 6.8 show how E,(t # 0), Dy and D,

change every week. The Table 6.1 is the summary of identified parameters.
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Force [H]

Xo

Motion of stamp

Stamp as a non-permeable, frictional rigid body

T —=

Non-permeable,

frictionless boundary =

VTR Y

Non-permeable, frictional bottom

Figure 6.3: Cross section of the right side of a rotationally symmetric specimen
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Figure 6.4: Before bioreactor stimulation (initial state)
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Figure 6.6: After 2-week Bioreactor stimulation
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Figure 6.8: After 4-week Bioreactor stimulation
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Time [week] E, [MPa| Dy [s71] Dy [s71]

Initial state 0.8963 2.48 2.21
After 1-week stimulation 0.2145 2.81 2.17
After 2-week stimulation 0.5671 37.67 31.27
After 3-week stimulation 0.9866 28.03 23.01
After 4-week stimulation 0.9980 27.76 23.28

Table 6.1: Modifications of elastic modulus and Diffusion parameters in a bioreactor
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Figure 6.9: Modification of E-modulus, DO and D1 in bioreactor
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6.2.2 Remodeling curve

The subject of the present work is to understand how material properties change due to the
mechanical stimulation in a bioreactor. Fig. 6.9 shows the modifications of elastic modulus E,

and Diffusion parameters Dy, D; over time, long time-scale evolution, [87] and [88].

Above all, elastic modulus is the main interest of the present simulation, as it shows stiffness
of replacement materials. The elastic modulus decreases after the 1-week stimulation and
increases obviously in the second and the third week. In the last week the increase becomes
smaller. The increase is caused by synthesis of collagen type II fibers, as expected. On the
contrary, the stiffness decreases in the first week and it is supposed that the cells donated by a
patient are predamaged and the material degrades (an opposite of synthesis): This effect is
called enzyme degradation and is assumed to occur in the first week of bioreactor stimulation.
Enzymes are large biological molecules that are responsible for the chemical interconversions
that sustain life. They control the synthesis or degradation of materials.

The slow curve of the last week shows that the synthesis of collagen type II is mainly reached

about at third week.
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Figure 6.10: Remodeling curve of elastic modulus £,
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With (6.1.15), we can predict the remodeling curve of E,. In the model only the case of
synthesis is considered. The degradation case is regarded as unusual and excluded. By solving
the inverse problem and fitting curve with various k = 3.5 ~ 4.3, n = 0.4 ~ 0.6, we obtain the

remodeling curve with a combination of £ = 4.0 and n = 0.5.

Figure 6.11 shows the right side of the model’s cross section.

The distribution of elastic modulus £, are modified over time. In the first week the material
is isotropic (£, = E) as simplification 3 in Section 4.3.3 and as time goes by the material
becomes transversely isotropic (E, > E) due to the newly synthesized collagen type II fibers.

On the other hand, the other elastic modulus F; is assumed to be constant: E; = E over time.
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(a) After 1-week stimulation (b) After 2-week stimulation

(c) After 3-week stimulation (d) After 4-week stimulation

Figure 6.11: Remodeling of elastic modulus £, in cross section
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6.2.3 Evaluation of elastic modulus change

The following tables show the change of the elastic modulus as a result of bioreactor stimulation.

Specimen ID P580 P592 P596 P602
initial state 0.500 0.800 0.896 1.047
After 1 week Not available Not available 0.215 0.206
After 2 weeks Not available Not available 0.567 0.233
After 3 weeks Not available Not available 0.987 0.168
After 4 weeks 0.510 1.200 0.998 0.213
change increase increase increase decrease

Table 6.2: Modification of elastic modulus in 4 week bioreactor stimulation [MPa]

The elastic moduli of three of the four specimens (P580, P592, P596) increase as a result of
mechanical stimulation in a bioreactor, respectively by 2 %, 50 % and 11 %.

The amount of elastic modulus increase is different from specimen to specimen. The reason is
assumed to be that the states of cells of each specimen differ according to characteristics of the

donor such as age, damage state or, gender.

On the contrary, specimen P602 exhibits a decrease of its elastic modulus. The decrease may
be caused by enzyme degradation. Thus, the case of P602, enzymes seem to mainly destruct

the condensed collagen gel (ground substance) but not to synthesize collagen type II.

Specimens P603 P610 P611 P613 pP614
initial state 0.759 0.855 0.675 0.660 0.553
After 2 weeks 0.458 0.426 0.374 0.250 0.560

Table 6.3: Modification of elastic modulus in 2 week bioreactor stimulation [MPa)]

Table 6.3 shows the change of elastic modulus in bioreactors that run for two weeks. It shows
that the stimulation in the first two weeks generally results in degradation of the material. The

phenomenon can be found also in the cases of P596 and P602 in Table 6.2. However, after

123



CHAPTER 6. NUMERICAL MODELING AND RESULTS

the initial decrease, the Young’s modulus of both P596 and P602 start to increase after longer
stimulation, respectively two and three weeks. This could indicate a switch point or threshold
at which fiber synthesis dominates enzyme degradation. The specimens in Table 6.3 were not

stimulated beyond two weeks, and such a switch point was not identified.

124



Chapter 7

Conclusions

7.1 Summary

In the present work, the remodeling of cellular soft tissue due to synthesis of collagen type II

fibers was theoretically and experimentally investigated.

The biomechanical phenomenon in a bioreactor is composed of growth and remodeling. If cells
seeded in condensed collagen gel are mechanically stimulated, then they synthesize a new ma-
terial named collagen type II. The synthesis of the new material results in increased mass and
volumetric growth of the tissue system. The newly synthesized collagen type II has a fibril
structure whose stiffness is about thousand times greater than that of the substrate matrix
(condensed collagen gel) and thus reinforces the tissue. Thus, the synthesis brings about a
change (remodeling) of material properties.

The collagen type II fibers synthesized by cells make the artificial replacement material both

more robust mechanically and medically compatible with the human body.

To describe the general biological phenomenon including change of mass, balance laws for an
open system were derived. On the assumption that the solid phase is transversely isotropic and
visco-hyperelastic, an appropriate constitutive law was derived. A short time-scale evolution
equation depending on the volumetric strain was proposed for the stress decreases as a result of
fluid behavior. For the change of material properties resulting from the bioreactor stimulation,

a long time-scale evolution equation was proposed.
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For the experimental study, cellular condensed collagen gel specimens were incubated and stim-
ulated mechanically in bioreactors. To follow the change of elastic modulus modification that
is regarded as remodeling, a compression test was performed every week. Measurement showed
that mass change before and after bioreactor stimulation is not detectable but elastic modulus
change is discernible as a long-time-scale evolution. In the first two weeks of bioreactor stim-
ulation, the material is degraded (enzyme degradation), but after the third week, the stiffness

begins to increase, since fiber formation dominates.

To validate the proposed theory and to show the difference between short and long time-scale
evolution, the constitutive behavior of the tissue was defined in an ABAQUS subroutine used to
define a material’s mechanical behavior. Corresponding material parameters of both the short
time-scale evolution and the remodeling velocity parameter of the long time-scale evolution

were determined by curve-fitting.

In summary, the balance laws for an open system were derived and reduced to those of a closed
system, which shows the generality of the balance laws for an open system.

It was experimentally verified that mechanical properties of cellular condensed collagen gel
change due to cell activity and that such a remodeling effect can be enhanced by means of
mechanical stimulation in a bioreactor. With the proposed constitutive equations, (4.3.75) and
(4.3.76), the remodeling phenomenon as a consequence of cell activity and the stress relax-
ation resulting from fluid behavior have been successfully explained. The conversion from an
isotropic to a transversely isotropic material due to the modification of Young’s modulus was

also elucidated.

However, because of the limited number of tests performed, the present study is not sufficient
to conclusively explain the observed phenomena in a bioreactor. To state that a bioreactor
stimulates cells and the elastic moduli change as a result, more experiments and statistical

evaluation are needed.
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7.2 Future perspectives

Even though the remodeling phenomenon in a bioreactor and the stress relaxation were exper-
imentally studied and successfully explained with the proposed model, there are still unknown

factors that are to be clarified to understand the biomechanical phenomena in a bioreactor, viz:

e Material consolidation: The material of condensed collagen gel becomes compressed
due to cyclic loading in a bioreactor and the porosity of the material changes as a function
of cyclic loading number. This leads to a change of the diffusion parameters, which is not

covered in the present work.

e Enzyme degradation: Due to predamaged cells, the substrate matrix is degraded. How

large the enzyme degradation is and how long it occurs are factors to be considered.

e Switch point According to experimental study, it was found that there is a critical
moment in time when the enzyme degradation stops and synthesis begins. It should be
studied whether degeneration depends on the damaged state of cells or whether it can be

avoided if healthy cells are used.

e Optimal stimulation: Material properties, such as Young’ modulus, change in biore-
actor. If “Autologous Chondrocyte Implantation” is chosen (Subsection 2.5), then the
implantation plug should be stimulated /optimized before the implantation operation. Ac-
cording to the experiments, the plug should be stimulated at least three or four weeks.
It is still unknown though, whether the plug should be stimulated continuously or several
hours a day and with what frequency. To obtain the replacement material parameters
similar to the originally undamaged cartilage, optimal mechanical stimulation should be

researched.

e Depth of stimulation: Although the replacement material for articular cartilage has
the dimension of tissue (10~ m —107?m), we still need to consider cells, as they play a key
role for the remodeling. They can be modeled as tiny water balloons whose liquid droplet
is enclosed by cortex. Therefore, if they are compressed over their limitation, they burst
and die. To keep cells alive and activate their synthesis, the limitation of compression

depth and the optimal stress (stimulation) for cells should be studied.

127



CHAPTER 7. CONCLUSIONS

e Statistics: To explain more exactly the remodeling phenomenon in a bioreactor or in a

human body after implantation of cell-seeded tissues, more experiments and statistical

data are required.

Other modifications: In the present study only the change of the elastic modulus E,
is assumed. But other elastic material parameters could change due to the synthesized
collagen type II fibers. To determine other parameters, further tests are necessary, e.g.
a tension test in another direction or a pure shear test (Section 5.3). Additionally, the
stress relaxation behavior changes (Table 6.1). The change of diffusion parameters are
quite different from that of elastic modulus. It appears that the diffusion parameters are
independent of the synthesized collagen type II fiber, as their modification curves are not
proportional to those of the elastic modulus (Fig. 6.9). We assume that the diffusion

parameters are related to the porosity or the fluid volume fraction.

Variety of donated material: Material properties of donated material (or compe-
tency of donated cells) are strongly dependent on the state of the donor. If donors are
classified according to gender, illness, or age and the features of each class are known, the

experimental study can be more systematic.

Proliferation: The number of cells changes due to cell division (reproduction). More

detailed descriptions are possible if the change of cell population can be taken into account.
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Appendix A

Tensors

This summary on tensor algebra and tensor analysis follows the textbook by Itskov [38], in
particular the chapters 1, 2, 4, 5 and 6. The notation in this thesis coincides mostly with that
in the book. Additionally the textbook by Klingbeil [43] is read as a supplement.

All operations and definitions are described on the three-dimensional Euclidean space denoted

by E (E™,n = 3).

A.1 Second-order tensors

Tensor operations

Let Lin be the set of all linear mappings of one vector into another one in IE.

The linear (right) mapping of a vector @ into another one y is written as

y=Ax, A€c€lLin yckE, Ve el (A.1.1)
The left mapping is defined by

(yA) -z =y - (Ax) =yAzx, A €Lin, Va,yc E. (A.1.2)
A second-order tensor, the tensor product of two vectors a and b, is defined by

(a@b)x=a(b-z), abeck, Vxelk. (A.1.3)
The second-order zero tensor 0 is defined by

Ox =0, Vxck, (A.14)
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where 0 is the zero vector. With the zero tensor 0 one can show
A0=0A =0 VA € Lin. (A.1.5)

The second-order identity tensor is defined by

Ie=xl=x, Vxelk, (A.1.6)
and with it
IA=AI=A, VA €Lin. (A.1.7)

The transpose tensor {e}T is defined by
Atz =zA, VxcE, (A.1.8)

which implies (a ® b)" = b® a.
A tensor A is invertible, if for y = A~'x provided, there exists the inverse tensor A~! € Lin

such that
x=Aly, Vz € E. (A.1.9)
The permutation tensor is defined by

E=E"g,29,0g,=Eng @9 ®@g" (A.1.10)

V9 if 7,7,k = cyclic 1,2,3

& =< —/g ifi,j,k=cyclic 1,32  where g* = det (gi;) - (A.1.11)

jk:w

0 otherwise

With transposition and inversion, symmetric, skew-symmetric and orthogonal tensors are de-

fined by:

Sym={Me€Lin : M=M"}, (A.1.12)
Skew = {W € Lin : W=-W"}, (A.1.13)
Orth={Qe€eLin : Q=Q "}, (A.1.14)
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which are subsets of Lin respectively.
A second-order tensor A is called positive definite if ®Ax > 0, and positive semi-definite if

xAx >0, Vax # 0c E. Positive definite and positive semi-definite tensors form the sets

Sym™ = {M € Sym : Mz > 0,Vx # 0€ E}, (A.1.15)
Symg = {M € Sym : Mz >0,V # 0 € E}. (A.1.16)

The composition C = AB of two tensors A, B € Lin is given by
Cx=A(Bz), y(AB)=(yA)B, Vx,yck. (A.1.17)
If A=a®band B=c®d are given (a,b,c,d € )

AB=(a®b)(c®d)=b-c(a®d), (A.1.18)
A:B=(a®b):(c®d)=(a-c)(b-d)
=(a®b):B=aBb=bB'a=(b®a): (d®c). (A.1.19)

The norm and the trace of a second-order A tensor are defined by
IIA||=(A:A)Y?, trtA=A:L (A.1.20)

The principal invariants and the determinant of a second-order tensor A are

IA = tI‘A, <A121>
1
s =5 [(trA)” —tr A%, (A.1.22)
1 3 3 2 1 3
HIA:detA:§ tr A —étrA trA+§(trA) : (A.1.23)

With the help of the determinant the invertible, the proper orthogonal and the unimodular

tensors are defined

Inv ={A € Lin : det A # 0}, (A.1.24)
Sorth = {Q € Orth : detQ =1}, (A.1.25)
Uinm ={H € Lin : detH = +1}. (A.1.26)

The adjugate and the cofactor of an invertible tensor A € Inv

adjA = A"'det A, cof A=A TdetA = (adjA)". (A.1.27)
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Component representation

Let G = {91, 95,95} and G’ = {g*, g% g®} be dual bases in E. A second-order tensor A can be

respresented by

A7 =g'Ag’, Aij = giAgja Al = giAgja Azj = gz‘Agj- (A.1.29)

J

The identity tensor I can be expressed

I=yg,9'®g =97"9,09,=9/9'®g,=9,0,09 =909 =g g, (A.1.30)
I"=g'lg =g ¢ =9¢", I;=glg;=9: 9; =9y (A.1.31)
Iy=9"1g9;,=g"-9;=9;=05 L'=glg"=g;-g"=g;’ =9, (A.1.32)
§h=01=0 =6 =g =g. (A.1.33)
The composition and the scalar product of any two second-order tensors are
AB = A"BJg, ® g, = A BYg, © g, = AFBlg' @ g, = AyBYg' ® 9g;
= AFBg' ® g’ = AikB.kj g ®g =A"Bg, g = A%B,’}gi ® g, (A.1.34)
A:B=A;BY = AVB;; = A\ B’ = A/ B/, (A.1.35)
and the determinant of a second-order tensor A is
det A = |A%L| = |A% gy | = |[A™] gij| = |A™] ¢°
= A7 = [Aug"| = |Aul |g] = |4l 972 * = lons] - (A.1.36)

The scalar product between the permutation tensor £ and a any second-order tensor A is
E A= gljkgl ® gj X gk . Almgl X gm = SijkAlmgigﬂgkm = gl'jkAjk i, (A137)
and if T is a symmetric tensor (T € Sym),

ET=E:T'=-€:T - £:2T=0 — E:T=0, (A.1.38)

for ¢ = 1, gljijk = 5123T23 + (9132T32 == 8123 (T23 - T32) = 0. (A139)
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The vector product of two vectors and of two tensors are

axb=E:(a®b)=_Eadbhg, (A.1.40)

def

AxB¥ g (AB") = &, (AB")" g’ = £, A" B¥g'. (A.1.41)

Decomposition of second-order tensors

Every second-order tensor can be decomposed into a symmetric and a skew-symmetric part by

1 1
A =symA +skew A, symA = 3 (A+AT) , skew A = 3 (A—AT) , (A.1.42)
as well as a spherical and a deviatoric part by

1 1
A =sphA +devA, sphA = I§ trA, devA=A— Ig tr A. (A.1.43)

We consider the case of n simple eigenvalues of a second-order A. Solving the equation systems
Aa = )\a (eigenvalue problem) one obtains for every simple eigenvalues \; the components of

right eigenvector a; and the components of the left eigenvector b; (i = 1,2, 3)

3
A= Z Aia; @ b;  (spectral decomposition for diagonalizable tensors). (A.1.44)
Symmetric second-order tensors possess throughout real eigenvalues and allow
M = Z i sz(-j) ®p§j) = Z Aipi, M € Sym, (A.1.45)
=1 j=1 i=1

where n. is the number of distinct eigenvalues of \;, m, denotes the algebraic multiplicity,

pz(-k) are the eigenvectors characterized by pgk) . py) = §;;0" and the second-order tensors p; =

ZTz“l pz(j ) ® pgj ) are referred to as eigenprojections.
Positive definite tensors have throughout positive eigenvalues and for positive semi-definite
tensors zero may be one or some eigenvalues. Positive semi-definite symmetric tensors can be

represented by the composition

M = AAT M€ SymJ,A € Lin. (A.1.46)
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A.2 Fourth-order tensors

Tensor operations

Fourth-order tensors are the elements of the set LLin of all linear mappings which maps one
second-order tensor into another one. The right and the left mapping are
Y=A:X, (Y:A):X=Y:(A:X), Aelin, VX,Y €Lin, (A.2.1)
respectively.
Fourth-order tensors are defined by tensor products of two second-order tensors
def

A®B: X AXB, (A.2.2)

def

AoGB:X=A(B:X), A, BELin,vX € Lin. (A.2.3)
For the left mapping we have

Y A®B=A"YB", (A.2.4)

Y:A®©B=(Y:A)B, A BE€Lin, VY € Lin. (A.2.5)
Two contraction operations of fourth-order tensors are defined by

AOBeoX T ATwB: X =ATXB, (A.2.6)
AOBoeX = A@BT: X =AXB", A,B € Lin VX € Lin. (A.2.7)

The compositions of two fourth-order tensor are defined by

def

(A:B): X=A:(B:X), A,BeclLin, VX € Lin, (A.2.8)
Y (A:B) = (Y:A):B, A BelLin, VY €Lin (A.2.9)

The composition of a fourth-order tensor with two second-order tensor is defined by
(ADB) : X =A(D:X)B, A,B € Lin,D € Lin, VX € Lin. (A.2.10)

The two transposition operations of fourth-order tensors (8)" and (e)" are defined by

def

AT X EX A A XEA X", YA '=(Y: AT, AeLinVX,Y € Lin
(A.2.11)
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and based on these, a symmetrization operation (o)S is introduced

AS:%(A+M).

This yields for right and the left mapping

1 1 1 1 1
A X=-(A4+A): X=-A:X+-A":X=-A:X+-A:X"
2 2 2 2 2
1
:A:§(X+XT)—A sym X,
1 1 1 1
YA =Y o (A+A) =Y A+ DY A = DY A+ (Y A)"
=sym(Y :A), VX,Y € Lin

Fourth-order zero 0 and identity tensor I
0:X=0, I:X=(I®I]):X=IXI=X, VX € Lin.
M=) =1"eI"=IgI=1L
[: X=X, X:I=I'":X=X, VXe€Lin
AT=A(I®I])=(A)®I=Ax1L

Transpositions of a fourth-order tensor {e}" and {e}'

(A.2.12)

(A.2.13)

(A.2.14)

(AoB)" =ATeBT, (AoB)'=BoA, (A0B)=A6BT, VA BelLin.

(a®b®c®d)T:b®a®d®c, Va,b,c,d € E.
(a@b®c®d)'=a®cb®d, Va,b,cdcE.

ATT = A, A" =A, VA € Lin.
The transposition tensor T = I' maps a second-order tensor to its transpose

T:X=XT Y:T=Y" VX, Y € Lin.
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The decomposition of second-order tensor can be represented by fourth-order projection tensors

sphA:I%trA:]PS:A, devA:A—I%trA:IPd:A (A.2.24)

where Pg and P4 are spherical and deviatoric projection tensor, respectively

1 1
P.=3loL Pg=I-;I0L (A.2.25)

Super-symmetric tensors 5 form a subset Ssym of LLin as
Ssym={S€Lin : $=8" A §=8§'}. (A.2.26)
The super-symmetric identity tensor IS maps any second-order tensor into its symmetric part:

IF:X=X:I=symX, VX € Lin. (A.2.27)

Component representation

(a®b)®(ced) =abcxd. (A.2.28)

(a®b)o(ced)=a®cd®Db. (A.2.29)

For an implementation of constitutive equations into finite element codes, the components

of a fourth-order tensor needs to be expressed with the basis (e; ® e;) © (e ® €;), where
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E = {e1, ey, e3} denotes an orthonormal basis of IE.

AB=a®b®cod — (A®B)"" =AUB" (A.2.30)
AOB=a®c®d®b — (A®B)"™ = A'B* (A.2.31)
T T4k Uk
A@B) ' =bgavdoc — [(A®B) } — AJiplk, (A.2.32)
(A®B)'—awcabod - [(AeB)]" = A*B" (A.2.33)
1
(A®B)S:§(a®b®c®d+a®c®b®d)
gkl 1, o
= [(A@B)S} " 5 (AYBY 4 AT (A.2.34)
ijkl . .
AoB)' —=coawbad » [(AoB)] " akpit (A.2.35)
(A0B) =a®doceb — [(AeB)]" = A'BH, (A.2.36)
1
(A@B)S:§(a®c®d®b+a®d®c®b)
S ikl 1 il pjk il pkj
= [(A@B) } = 5 (A" + ATBY), (A.2.37)

where A=a®b=A%¢;®e; and B=c®d= BYe; R e,.

A.3 Differentiation with respect to a tensor

Scalar-valued tensor function

The derivative of a scalar-valued tensor function f(A) : Lin — R (R is the set of all real

numbers) with respect to the tensor A is defined by

%f (A+tX)|imo = f(A) o : X, VX € Lin, (A.3.1)
_Of i i Of _ o i Of
FA) A= 9 ®9 = 8Aijgl@gj = 8Ai_jgi®g = M?jg ®g, (A.3.2)

137



APPENDIX A. TENSORS

where f(A) , € Lin.

f (M) 5 = sym [f (M)M] , M=symA € Sym, A € Lin,
(tr A%) , =k (AFY)"

I =IAT, A e v,

Tensor-valued tensor function

(A.3.3)

(A.3.4)
(A.3.5)

The derivative of a tensor-valued tensor function f(A) : Lin — Lin with respect to the tensor

A is defined by

d
CE(A+1X) o = (A) , : X, VX € Lin,

dt
afi O 9fi |
f(A) s =909 g @9 = M;gi@gk@gz@g%

where f (A) , € Lin. For symmetric second-order tensors
f(M) = [f(A),]°, M=symA € Sym, A € Lin.

The derivatives with respect to a tensor obey the following rules of differentiation

k—1
AR =) A@AYTT (k>1), Aa=1,
=0
AL=T, Al=-A"®A7,
—~1
Ta— % —AAA T HAAL —TAT FA(-A TR AT

=IDA"' - (AAT)RAT'=I®(IAT) - I®A =0

9B =9a:AB, Gp=Ga:AB,
<9G),A =G Oga+9Ga,

(GH) , = GaH + GH 4,
(G:H),=H:Ga+G:Hx

(A.3.6)

(A.3.7)

(A.3.8)

(A.3.9)

(A.3.10)

(A.3.11)
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A

where g = §(A), G = G(A), A = A(B) and H = H(A).

A.4 Some identities of tensor analysis

Let uw and A be a smooth vector and tensor fields defined in s and v and n be the outward

normal to s
/u X Ands = / ['u, x divA + &: (grad’u,AT)} dv .
Proof:
/u X Ands:/div(u X A)dv = /(u x div A + gradu x A) dv

:/[uxdivA—i-S: (gradu) A" dv,

where the identity (A.1.41) is used for gradu x A = &: [(gradu) AT].

Divergence of a vector product:
div(u x v) =v-curlu — u - curlv .
Gradient of a divergence:

grad divt = curlcurl t + divgradt ,

= div(grad )" .
Divergence of a left mapping;:
div(tA) = A :gradt +t-divA.
Divergence of a product of a scalar-valued function and a vector-valued function:
div(gt) =t -gradg + gdivt.
Divergence of a product of a scalar-valued function and a tensor-valued function:

div(gA) = Agradg + gdivA.

(A4.1)

(A4.2)

(A.4.3)

(A.4.4)

(A.4.5)

(A.4.6)

139



APPENDIX A. TENSORS

Divergence of a tensor product:

div(u ® v) = (gradu) v + udivw . (A.4.7)
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Appendix B

Continuum mechanics

The short summary on continuum mechanics follows the lecture notes by Itskov [39], the text-
book by Basar et al. [10], the lecture notes by Le [49], the textbook by Holzapfel [34], and the
textbook by Lemaitre and Chaboche [50].

B.1 Kinematics of deformation

Configuration and deformation

A material body can be regarded as a set of material particles occupying some bounded regions
of a three-dimensional Euclidean space .

As body moves, the region it occupies changes continuously. At time t = ¢, the body occupies
the region By C [ called initial configuration. Let X € By denote the place of a particle of the
body. A motion of the body is a one-parameter family of mappings ¢ : By — B; C IE, where

B; is the region occupied by the body at time ¢ and called current configuration.
x=p(X,t)=x(X,t), X =¢ (z,t)=X(X,t) (B.1.1)

where @ corresponds to the place occupied by the same particle X in the current configuration

B:.
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Change of frame

Let an event be characterized by the position of a particle at a certain time. Two different
observers may describe the same event by the position & and x* at times ¢t and t*, respectively,
according to their frame of reference. Assuming that both observers record the same differences
in place and time for different events, the change of frame is described by the rigid motion and

time shift

x=ct)+ Qt)x, t"=t—a, c(t)€eE, Q(t) € Orth. (B.1.2)
For the initial configuration B,

x*(tg) = c(ty) + Qtg) X = X. (B.1.3)

The reference configuration is independent of the observer and thus ¢(ty) = 0 and Q(ty) = 1.

Orthonormal basis, convective coordinates, tangent vectors

The position of a particle in the reference and current configuration can be described with an

orthonormal basis £ = {e, es, €3}
X = X'e;, x =1'e; (B.1.4)

where X* and 2* are Lagrangian and Eulerian coordinates, respectively.
Introducing a system of convective coordinates 6;,7 = 1, 2, 3, the particle can be labelled by its

coordinates
X = X (01,0,,05), a=:a(0;,0,,051). (B.1.5)

The tangent vectors to the coordinate lines 6%,7 = 1,2, 3 in the reference and current configu-
ration are defined by

0X  9XI ;
Gi= g = o = e

g, = a;i - a—ziej — ey, i=1,2,3. (B.1.6)

Their dual bases are

o

. Lk
G = 0Xi -

J s
o€ =123 (B.1.7)

%

e,
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The metric coefficients are

Gy;=Gi-Gj, G'=G -G, g;=9,-9;, 9°=g:"9; (B.1.8)

Deformation gradient

The deformation gradient F is defined in terms of the bases (B.1.6) and (B.1.7)
F=g,0G, F'=Gog, F'=Gnrg, F'=¢g'cG. (B.1.9)

The bases transform according to

9,=FG;,, Gi=F'g, ¢ =F'G'=G'F*' G =F'g" (B.1.10)
. : : : 0 , 0 ,
Introducing the material and spatial gradients, Grad(e) = 3% ® e’ and grad(e) = 0 ® e,
x
the deformation gradient and its inverse can be represented by
&Bj a0 o7 06 oz’
F — i eh — k_ "
9: G = 55009 5xRe = g oxr® O € = oxr® @€
ox
= Ixk ® e" = Grad , (B.1.11)
TR T 900 Y 9k T 007 0ak _axw
X
= 9.k ® e = grad X. (B.1.12)
There again,
: or Oz . Ox :
F:F,jei®ej Grad:v—aX an®e]:anei®e]
ox 00" : 0*
e J— J— k
LD G SR LA
0X 0X . 0X!
-1 J hinind J— J
F'=(F"exe —gradX—aw 8xj®e 8x]el®e
0X 00" . 0X  o6*

= 90592 € = 500 © gui

Oox 0X 8a: 0X
-1 _ gL _ YA
F¥ T 0X 0x  o0x 0X I

=(2:®G") (G;2g) =G Gig;vg =0g,09 =g;,09' =1
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Deformation of line, area and volume elements

The vectorial line elements d X in the reference configuration By and dx in the current config-

uration B; can be represented with respect to the convective coordinates by

dX = %d@i = X ;0" = Gydb', (B.1.13)
or . , . ,

The differential area element dA with its unit normal IN in the reference configuration B

changes to the element da with unit normal n in the current configuration B,
nda = (det F)F T NdA = (adj F)" NdA = cof FNdA (B.1.15)

which is known as Nanson’s formula.
The volume change of an infinitesimal parallelepiped from dV to dv can be described by the

determinant of the deformation gradient F

dv=JdV, J=detF. (B.1.16)

Strain and stretch measures

The right and left Cauchy-Green strain tensors are defined by

C=F'F=G'® 9:9; ® G’ = gijGi QG = CwGl ® Gj, (B.l.l?)

As they are symmetric and positive definite, the spectral representation is possible:
i=1 i=1

where A; denotes eigenvalues and the second-order tensors P; and p; are eigenprojections.

The right and left stretch tensors are their square-roots

U=CY? v=>bl/? (B.1.20)
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According to the polar decomposition theorem, the deformation gradient F can be decomposed

into a stretch tensor and a rotation tensor
F =RU = vR. (B.1.21)

The right and left stretch tensor U and v are unique positive definite symmetric second-order
tensors and the rotation tensor R is a proper orthogonal second-order tensor (U,v € Sym™
and R € Orth).

Based on the stretch tensors generalized Lagrangian and Eulerian strain measures can be defined

( 3
Lur-n =1 -yNeN,  r#£0,
B = . g (B.1.22)
an:Z(ln)\iNinNi), r=0,
: =1 ,
1(v”—I)=£Z(A§"—1)m®ni, r#0,
NOp. 5 g (B.1.23)
an:Z(ln)\ini@)ni), r=0.
\ =1

The Green-Lagrange strain tensor E is

E(=E®) = %(UQ—I) = %(C—I). (B.1.24)

For the formulation of constitutive laws the principal invariants of the right and left Cauchy-

Green tensor are needed

Ic(=Iy) =trC, Ilg(=1I) = tr(cof C), Illc (= IIIy) = det C. (B.1.25)

Velocity gradients

def

The material and spatial time derivative denoted by %{o} (z Dt{o}> and %{o}, respectively,
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are

d - 0
Sqe}={o} = o {o} + v grad{e}. (B.1.26)

Applying the material time derivative to the current position vector x, the velocity can be
obtained v = @. Applying the material and spatial gradient operators as in (B.1.11), (B.1.12)

to it, the material and spatial velocity gradients are defined by

L:Gradv:a—v@)ej—a—v 0 (833) 0<8m)_8F

X7 °" T oX oxX \ot) ot\ox) ot
—F=(9,0G) =§,0G +¢,0G =g, G, (B.1.27)
l:gradv:a—?@)ej:&—vz aA (8_:13) ®80i :Q <833> ®89i
oxJ Jdxr 00" \ Ot ox Ot \ 00 ox
=g, 09 =v,0g" = FG;,®g' =FF L. (B.1.28)

The decomposition of spatial velocity gradient 1 is

d=-(1+1"), w=-(1-1"). (B.1.29)

NO| —

1
2
Here d is the symmetric rate deformation tensor and w is the skew-symmetric rate (the spin

tensor).

Strain rate in Lagrangean description is defined by D:

D=FI'dF =E = %C . (B.1.30)

B.2 Balance laws and Clausius-Duhem inequality

Stress

Let us consider a body in the current configuration B;. We can imagine a smooth surface going
through a point P and separating the body into two parts and define a force Ap and a couple

Am resulting from the forces exerted by material on one side of the surface Aa on the material
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on the other side. Supposing that the area Aa converges to 0 with the point P kept in it, the

basic postulate of continuum mechanics is that the limit

Ap
lim — =t
Aiglo Aa

exists. The vector t is called Cauchy stress vector and depends on the surface only through
the outward unit normal n. According to the Cauchy’s theorem the mapping n — t is linear

provided t is a continuous function of the position vector & at P
t=on (B.2.1)

where o is the Cauchy stress tensor.
The other limit resulting from m is assumed to be zero vector
, Am
im =
Aa—0 Aa

0.

The first Piola-Kirchhoff stress tensor can be introduced by

dp = tda = onda = o(det F)F " NdA = PNdA

— P=JoF '=7F" (B.2.2)

where P is the first Piola-Kirchhoff stress tensor and 7 is the Kirchhoff stress tensor.

Balance laws and Clausius-Duhem inequality

e Balance of mass
D;p+ pdive =0, pdet(F) = po, (B.2.3a)

where p is the current mass density, pg is the referential mass density, and v is the velocity

of material particle.
e Balance of linear momentum
pDyv =dive + pb, pox = DivP + pyB | (B.2.3Db)

where o is the Cauchy stress tensor, P is the first Piola-Kirchhoff stress tensor and b and

B are body-force density in current an referential configuration, respectively.
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e Balance of angular momentum
oc=o0", S=8", (B.2.3¢)
where S is the second Piola-Kirchhoff stress tensor.

e Balance of energy
pDie+divgq=0:divvo+pr, poE+DivQ=p,R+S:D, (B.2.3d)

where e is the internal energy density, q is the heat flux vector, and r is the energy source
per unit mass in current an referential configuration. E, Q, and R are counterparts in

referential configuration.

e Clausius-Duhem inequality

d=—pD0+ D) o d—q El >0
) . d
D:—pO(N@+\11>+S:D—Q-Gr2)@zo (B.2.3¢)

where 7 and N are the internal entropy density per unit mass, ¥ and ¥ are free energy density

defined by 1 e e On and ¥

' E-ON , respectively. The Clausius-Duhem inequality implies

the thermodynamic admissibility of any process.
Grad ©
S}

(thermal dissipation) is greater than or equal to 0. Assuming that the thermal dissipation is

As heat flows in the opposite direction of the temperature gradient, the last term —Q -

negligible compared to mechanical one for slow processes, the inequality reduces to a more

stringent form
d=—p(nDy 0+ D)) +0:d =0, D=—p(¥+ON)+S:D>0. (B.2.4)
Work-conjugate stress-strain pairs

The pairs of stress and strain variables is called work-conjugate

) ) 1. )
Ja:d:Ja:l:JF‘laF‘T:E(z):P:F:S:§C:S:E:S:D. (B.2.5)
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B.3 Constitutive theory

General principles

The properties of materials can be described by means of the specific stress-strain relations
referred to as constitutive equations. The following general principles called Noll’s axioms are

the restrictions that all constitutive equations for all materials must satisty.

e Principle of determinism
The stress in a particular point of the body at time ¢ is determined by the history of the
motion of the body up to the time t.

e Principle of local action
With respect to the stress at a point X, the motion of body points Y at a finite dis-
tance from X may be disregarded in comparsion with the motion at X itself and in its

infinitesimal neighborhood.

e Principle of material objectivity
This principle is called also material frame indifference. According to it the constitutive
equations of the material in consideration should have the same form in any coordinate

system and remained unaffected by a supperposed rigid body motion.

Simple elastic and hyperelastic materials

A simple elastic material (Cauchy-elastic material) for which the current stress depends on
only the current deformation state at time ¢, not on the history of deformation, has a constitutive

equation based on the deformation gradient F'
oc=g(F)=g(F) . (B.3.1)

Therefore, the work done by stresses in a simple elastic material depends on the path of defor-
mation. The material has a non-conservative structure and the stress cannot be derived from

a scalar potential function.
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On the contrary, a hyperelastic materials (Green elastic material) is a type of ideally elastic
material whose stress-strain relationship derives from a strain energy density function W.

W = W(F) = W(C) is postulated such that the response function o (F) would be described
by

LW oW oW

where o is the Cauchy stress, P is the first Piola-Kirchhoff stress tensor, and S is the second
Piola-Kirchhoff stress tensor, and C is the right Cauchy-Green deformation tensor.
In case of isothermal process (O = const) of perfectly elastic materials (D = 0), the

inequality (B.2.4) becomes

1. ow 1. . 1Low .
D=S:-C—p¥U =2—: U = UV=——": B.3.

where W = poV.

Materials with internal variables

Introducing a set of parameters ¢;,7 = 1,2, - - - n representing a material state that depends on

the process history
\Ij:\ij(c7gi)7 gi:1727"'n7 (B34)
OV .. =0V
Uv=_-=:C =i - B.3.5
oc =T ; ac, (B.3.5)
In case of isothermal process the dissipation is
p=s:te pi=s:la_p (X ¢ Z
. 9w .
:S:—C—— C - poza Z

=1 7,

(B.3.6)

The current value of the internal variables is determined from a system of differential equations

referred to as evolution equations:

:f(Cagi)a i=1,2,---n, (BB?)
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which are restricted by (B.3.6).

Constrained materials

For constrained materials, the constitutive equation is written by

5=, 0

7 TG (B.3.8)

where ¢ is an arbitrary scalar and and +y represents the constraint function defined by v (C) = 0.

The stress rate takes the form

oS . O*W 0 0? . O*W 0? 0
y v ( 7) R Lal

S = :C=2 :CHi-4+g

aC - 0CoC oC 0CoC @C@C Tacac oC
1. Oy
P*wW 0%y
where C = 48C8C +2qacac.

For incompressible materials expressed by det F = 1 the constraint function can be given by
~(C) = (det C)3 — (B.3.10)

This leads the stress-strain relation

S = 26@_@ +dct (B.3.11)

Nearly incompressible materials

Multiplicative decomposition of the deformation gradient F into a volume preserving isochoric

part F and a volumetric part .J 51 s

IF = J5F . (B.3.12)

W=

F=J:

In consideration of the objectivity condition, the free energy of a nearly-incompressible material

can be expressed in the following form

W = Wigo (C) + Wyer (J), C=FTF = (J5F)TJ5F=J5C, (B.3.13)
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where Wy, (J) is the volumetric strain-energy function.

The second Piola-Kirchhoff tensor S is

W Wi W Wi OC W 0J
S=25¢~%%c "?ac %ac ‘ac T’ a7 ac

With the following calculations and definitions

aVViso def S ; def anol
2—— =8, W/, = —— B.3.14
ac ) vol aJ ’ ( )
oC 0 2 0J 3 2 0C 8J=3 dJ
— =—(J3C)=C0O — ~3 C 31
56— 3c (/1) —Co e + I igg —Co g+
=Co (—g) J—igc—T+J—§ﬂ: J7s (—§C®C +11) £ AP
9J? 9detC  9J*dJ oJ oJ J
— detCC™ T =2J = — =-CT
oc ~ ac _asoCc oc  ac 2
the stress can be given in the from
S=8:J P+ 2wgolgc T—J 5P :S+JW ,C " S + Syl - (B.3.15)
The fourth order-tensorP is called the projection tensor and reads
1 T 1
P=PTT = (—gc oC T+ ]1) = —gc—T OC+I"= —gc—1 ©C+TI. (B.3.16)

Sico 1s the stress due to the isochoric deformations and S, stress due to the volumetric defor-

mations.

Stress rates and elasticity tensor

For the hyperelastic materials the material time derivative of the second Piola-Kirchhoff stress

tensor gives

08 1‘ g (., 0W 1 als 1
here C(= CT) = 28—8—482W i r-symmetric material tangent tensor of fourth order
where =256 505G 15 super-symmetric material tangent tensor of fourth order.

The material time derivative of the first Piola-Kirchhoff stress is

. 0P o [(OW . oW . :
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oP O*W
where A = 7F = SFOF

denotes as elasticity tensor.

The Oldroyd and Jaumann rates of Kirchhoff stress tensor 7(% PFT) are given by

7v':7"—l7'—7'lT, T=F—WT+TwW, (B.3.19)

respectively. They have the relations =1 +d7 + 7d.
The Oldroyd rate of 7 can be represented as a mapping of the symmetric rate deformation

tensor d
7= [(FoF"):C: (FToF)]:d=c:d, (B.3.20)
where ¢ denotes the spatial tangent tensor.

For incompressible constrained materials, (B.3.8), (B.3.9) and (B.3.10), we derive the con-

strained function vy with respect to C

oy 0 L9 17 9(det C)F 9 (det C)
aC — aC [<det C)* - 1} - [(detc) ],c " 9(detC) oC

= % (det C)75 det CC~T = %(det cysc T = %(det C)sC,
Py 0 (oy) 0 [1 .
5CoC ~ C <a_c) ~ac {g (det G) C }

{c—l ® ((det©)F) _+ (det ©)F (c—l)’c]

wl=

1
{g (detC)s C 1@ C! — (det C)s C ' ® c—l}

1
3
1
3
1 SO I -1 -1 -1

Then the material tangent tensor C for the incompressible constrained materials in (B.3.9) can

be given by

PW 0%y PW 2
4 20 4o — 4 '
acoc ~“Yacoc ~ *acac T 3

1
C (det C)3 [gcl oCt-CctlecCct

For nearly-incompressible materials (B.3.15) the material tangent tensor C is introduced as

def

C= Ciso + Cvol .
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The isochoric material tangent tensor Ciy, reads

=2(J75P:S) =2(P:8)o (JF) _+2/7F(P:S)

aSiso
0C

=2(P:S)o (—%J‘§C‘T) +2J75 (P S) o

Ciso =2

,C

2 2 = _ _2 =
=3/ (P :S) @ C™ +2J75 (P:S)
2. 2 | Q Q —T

4 2{]7% |:_%C1 ® (S + C: S,C) + % (C . S) (Cil & Cil) + S,C

= 2 {—1 (C:S)c'ec'+So C—l]

where the derivation of J=3 with respect to C is

0J"F  0J730J sJ 1
— Z2 s—C T=—2J35C7T
aC o7 oC 3‘] 2 37 "
and
_ 1 _ _ _ 1 -
P S:(—gcl@CJr]I) S=—-(C'e®C):S+I sz—gc*(c S)+8S,
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The volumetric material tensor C, is obtained

aSVol o
oc 2

Cyot = 2 IWiaC ) o =2[C7 0 (W) o+ IWiy (C7) ¢

v

=2[CT' @ (JcWiey + IWig o) + Wi (CH) c]

=2[CT ® (JcWiy + Wi Jc) — JW (CH e C7Y)]
—2 |50 0 T (Wi 4 W) — IWin(C 0 €
= J (Wier + JWi1) ClocC' - ZJWéol(C_l ® C_l) :
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Appendix

C.1 Balance of mass in the current configuartion

The spatial velocity of species i(i # S) is defined as

%

vi="" i+ts. (C.1.1)

7

where p' and m' are mass density and mass flux of species 4 in current configuration, respec-
tively.

We can show that the material velocity and the spatial velocity are the same:

(C17) — FMi=Jm 270, o VvVie _FM =" =y (C.1.2)
p’ Po P’

In the current configuration, B occupies the open region €2, C R* whose boundary is 09, and
its outward normal vector is m. The density and the source of any species (i = S,F,N,B) are,
respectively, denoted by p'(x,t) and 7'(x,t). The mass flux is denoted by m‘(x,t).

The global form of the balance of mass in the current configuration is

d - d . ‘ ‘
— dm'=— [ p'dv = / m'dv — m'-da.
dt m? dt Oy Oy o0,

By using the following Reynolds transport theorem for a general balanced quantity {e}’,

d .
el idy —
dt Qt{'} v /Q

the left-hand side can be expressed as

d , op' ,
- Zd p— ] 7 .
dt Oy P /Qz |: at * le (p ’U):| d,U

e v (o 00) v, (©.13)

t
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By using the divergence theorem, the right-hand side becomes

/ widy — mi~da:/ Widv—/ divm/? dv:/ (ﬁi—divmi) dv .
Qt 8Qt Qt Qt Qt

By equating the both expressions

i

dp
ot

+div (p'v) =a' —divm', Vi=S8,F,N,B. O (C.1.4)

It can be also derived from the following Piola-transforms:

/ pédV:/ pidv:/ prJav. —  ph=Jp", (C.1.5)
Qo Qt Qo
H’dV:/ Widv:/ n'Jdv — II'=Jr’, (C.1.6)
Qo Q4 Qo
M'- dA = m'-da = m'- JFTdA = / JF'm'. dA
0Qo 0 0Qo
- M'=JF'm’, (C.1.7)

where dv = J dV and J = det F.
Applying these transforms to Eq. (3.2.5), we obtain

d(Jp")
dt

= Jr' — Div (JF'm') . (C.1.8)

The left-hand side of Eq. (C.1.8) reads

d dp’ dp dp’
LHS— J —i—Jp = Jdivvp' + J J(dlvvp—i— p>

dt dt dt
( ivop'

[

) =/ (85; +pidivv+v-gradpi)

)] . (C.1.9)
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The second term of the right-hand sides is

Div (JF'm?) = (JF YT : Gradm’ + m’ - Div (JF1)"
— JFT: Gradm' + m’ - Div (J (F") ')
oX\" om' Do 1 P\
:J(a—m) : X +m' - Div (JdetFT [adj (F )} )
0" by (T adiF
~ 7 Oz, meEV e E Y
= Jdivm' +m' - Div (adj F)

= Jdivm',
where

[Div (adj F)]J = (adj F)jA,A ’

Fin Fias Fig
F=| Iy Fy Fa |,
Fs Fy I3

FooFy3 — Fos by FogFy — FoyFss Fo1Fzg — F1Fn
adjF = | Figks — FioFzs FukFss — Fizls FioFs — FiilFss
FroFos — Figlyy Fo g — FiiFas Fiily — FioFy

In case of j =1, Eq. (C.1.10) becomes

(ad] F)lA,A = (adj F)11,1 + (adj F)12,2 + (adj F)13,3
= (FooFis3 — F23F32)71 + (FagFy — F21F33)72 + (Fo1 F39 — F31F22),3
= Foo1Fs3+ FooFsg1 — Faz1F30 — Fazlion
+ Fo3 031 + FogFy1 9 — Fo10F33 — Fo1 330
+ Fo13F32 + Fo1Fo3 — Fai3F0 — Fa1Fo3
= FoioFs3+ FoaFz13 — Faz1F30 — Fazlson
+ Fog 31 + Fozlbag 1 — Foy0F33 — Forlag o
+ Fo31F3p + Fo1F390 — I3y 3809 — F31F93

=0,

(C.1.10)
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where Fjap = (24) g = (,8) 4 = Fjp,a. In other cases (j = 2,3), the same result can be

obtained in the same way, and it can be concluded that
[Div (adj F)]; = (adjF);, , =0 for any j.
Therefore, the right-hand side of Eq. (C.1.8) is expressed by
RHS = J (7" — divm') . (C.1.11)

By equating both expressions Eq. (C.1.9) and Eq. (C.1.11), the balance of mass in the current
configuration is obtained as Eq. (C.1.4):

AT

+ div (pi'v) =71 —divm'. a
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