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Abstract

The growth fragmentation equation is a linear integro-differential equation de-
scribing the evolution of cohorts that grow, divide and die or disappear in the
course of time. The general formula is of first or second order, depending whether
the growth process is deterministic or stochastic, respectively. We focus on a par-
ticular choice of division kernel that models size-structured cell cohorts which di-
vide into daughter cells of equal size. This problem reduces to an initial-boundary
value type that involves a modified Fokker-Planck equation with an advanced
functional term. There are no general techniques for solving these problems. The
constant growth rate case has been studied by a number of researchers. In par-
ticular, it was shown that the limiting solutions converge to a special solution,

the separable solution.

We consider the case when the growth rate is linear and deterministic. This
problem can be solved analytically for monomial splitting rates. We show that the
long time dynamics for this case differ markedly from the constant growth rate
case. Specifically, the solutions approach a time dependent attracting solution

that is periodic in time.

The qualitative features of solutions differ when the splitting rate is constant.
There are two cases. The first is when the growth rate is deterministic; the second
is when the growth rate is stochastic. This case involves a constant dispersion
term. In both cases, the problem can be solved directly, and the classic properties
of solutions can be adapted from the previous case (with non constant splitting
rate). The main distinct trait is that there is no long time attracting solution
in L' for probability distribution initial data. (This result in the dispersive case
follows, provided the parameters g, b and « satisfy a certain inequality.) The
long time asymptotic behaviour of solutions proves to be formidable to evaluate

analytically for these cases. We use numerical methods to elucidate possible



ii

behaviour and examine the influence of the dispersion term. We find numerical
evidence that the dispersion term plays a prominent role as a smoothing effect on
the oscillatory behaviour, spatially and time wise, encountered in the dispersion

free examples with exponential growth.
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Chapter 1

Introduction

1.1 Fragmentation process

The fragmentation process, roughly speaking, is a splitting process into small frag-
ments, particles or individuals, constituting a population. Fragmentation finds
its way in a wide array of scientific and technological disciplines including demog-
raphy, biology, mass spectrometry, computing, economics, physics, astronomy,
etc. Giving a rigorous definition requires de facto characterisation of the data
and a fine understanding of the dynamical system that causes the fragmentation
process (see [13] for a thorough explanation and examples). The fragmentation
process in this study falls into a category of the evolutionary kind. The dynamics

in this type of process exemplify an exponential growth problem.

1.2 Exponential growth modelling

The problem of modelling exponential growth has a long history and has passed
through a number of stages of development. The Malthusian model [44] was one of
the earliest attempts at modelling such a problem mathematically. In Malthus’s

1
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model, the growth rate is directly proportional to the population size and is
defined by the difference between the birth and death rates of the individuals
(intrinsic growth). Mathematically, if the total number of individuals in an area,
town, environment, or culture is assigned by a single variable function, e.g., N(t)
at given time ¢ with a time independent growth rate per capita, say, g, then the
Malthusian growth model can be written as a linear ordinary differential equation

(ODE) of the form
d

SN() = (5 - ON(),
provided with an initial number of individuals N(¢y) = Ny (an initial condition)
at time ¢t = ¢y, where § and ( are the birth and death rates, respectively. One
critical aspect of this model is when the birth rate dominates over the death
rate. It results in an unbounded population requiring unlimited space and re-
sources, which makes the model realistic only for a short period of time. Also,
the model neglects growth limitation factors such as competition between indi-
viduals (cf. [38]). In spite of that, and the severe criticisms received by William
Godwin and others, the Malthusian model remains the foundation of many suc-
cessful population growth models, for instance, the logistic equation by Verhulst
(1844), in which he generalised Malthus’s model and considered density depen-
dent limitation factors such as competition between individuals. The rationale
behind such a factor is that as the population growth increases, the individuals
compete with each other for resources. This competition limits the population
density, so it does not exceed the maximum capacity of an environmental system
as time passes, leading to the logistic curve (see Figure 1.1). In the context of

mathematics, the rate of change of the population size over time is described by

d N()
VO =N (1- 5 ).

where N is the maximum size of the population, and the other parameters

follow from the Malthusian model. The logistic equation is used in modelling
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FIGURE 1.1: Examples of growth curves.

many applications ranging from statistics (the logistic distribution) and medicine
(Gompertz curves) to chemistry and physics. More scholars have studied pop-
ulation dynamics with different factors and broader problems, but the models
remained totally population dependent, regardless of the internal properties or

the characteristics of individuals.

It is believed that Euler (cf. [35]) was the first to take the characteristics of
individuals (structured population) into account based on age in an early study
on human populations. Since the 18" century, there have been no records of
structured population models until two centuries later, when Sharpe and Lotka
[59] developed an age structured model, in 1911, building on the Euler study,
addressing the question of asymptotic behaviour. These age models motivated
researchers to consider other properties such as size, stage and saturation. The
book by Metz and Dieckmann [46] gives a detailed account of physiologically
structured populations. Assisted by the development of the microscope, struc-
tured models found applications in the study of microorganisms. Specifically,
researchers were attracted to the unicellular organisms characterised by size as
they dynamically produce fewer complications than their multicellular counter-

parts (cf. [30]). Another way cellular organisms may arise is by aggregation
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(such as myxobacteria) [31]: this case is excluded from our study. The models

have been generalised to include multicellular organisms.

We study models that describe a fragmentation process caused by cellular or-
ganisms. Before we embark on that, we need to understand how the evolutionary

process of cells occurs.

1.3 Cell fragmentation process

Describing the fragmentation process requires an understanding of the dynamical
cause. In this model, the fragmentation process is caused by a cell division process
(cell cycle). In general, the cell cycle is an ordered sequence of events in which
a mother cell evolves until it reaches maturity and divides, to give two daughter
cells of smaller size that can grow and divide in a similar manner to the mother

cell.

Cells are of two types — eukaryotes and prokaryotes — based on a cellular struc-

ture which is depicted in a simple diagram (Figure 1.2). The former type includes

Eukaryote Prokaryote

Membrane- Mitochondrion
enclosed nucleus

(some prokaryotes)

Flagellum

Cell Wall

Cell Membrane )
(in some eukaryotes)

Taken from the Science Primer, a work of the National Center for Biotechnology
Information, part of the National Institutes of Health, USA.

FIGURE 1.2: Prokaryotes vs Eukaryotes.
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unicellular and multicellular organisms, while the latter represents unicellular or-
ganisms. Regardless of the differences, most cells replicate the DNA, segregate
and distribute the contents, grow and divide [52]. The cell division in prokaryotes
is known as binary fission (as in bacteria), while in eukaryotes (including animals,
most plants and human cells) it falls into two classes: mitosis (as a result of an
asexual reproduction process) and meiosis (as a result of a sexual reproduction

process).

Consider the cell division process that occurs in eukaryotes (Figure 1.3). The

segregauon of
contents

Duplication of
DNA content |

,‘}.

(&

An edited image taken from the University of Leicester website (link:
https://www2.le.ac.uk/projects/vgec/highereducation /topics/cellcycle-mitosis-
meiosis).

FiGURE 1.3: Cell cycle in eukaryotes.

cell cycle is comprised of four discrete phases ([18, 49, 50, 52]): first gap (Gy),
synthesis (5), second gap (Gz), and mitosis (M), respectively. The first three
phases form the so-called interphase, which represents most of the cell’s growth

period. In a typical cell, the S and M phases are independently dedicated to
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replication of the cell’s contents and distribution, respectively, as well as segre-
gation of the duplicated contents into two parts (daughter cells). The M phase
technically consists of two simultaneous events: mitosis (nuclear division) and
cytokinesis (complete division) at which the cell ends its cycle. The Gy and Gy
feature a longer time frame than the two other phases, allowing for the cells to

grow in size, but no DNA synthesis occurs.

In some cases, a cell may not initiate growth or division due to an environ-
mental or functional reason. In such a scenario, the cell halts the progression
and departs the cell cycle, entering into a state called Gy (or senescence) for
a prolonged period, perhaps for the entire remaining lifetime of an organism.
Many cells in humans and adult animals typically enter GGy but are still capable

of re-entering the cell cycle when needed ([18, 50, 52]).

In some cells, it is observed that the daughter cells have exact copies of the
DNA, but other cells’ contents may be distributed asymmetrically, resulting in
new cells of unequal size (such as budding yeast [50]). Another observation is
that the cell cycle regulatory process described above differs between cell types

and organisms [49, 50, 52].

For biologists, the DNA content and other quantities, like mass, length or vol-
ume among others, are vital parameters in describing a cell. These quantities can
be measured by tools like flow cytometry for DNA [7, 65], or Coulter spectrometry

for volume distribution [4].

From the above context, we comprehend that modelling the cell cycle is ex-
tensive and complex. The mathematical model introduced in the next section
is an attempt to describe the cell division process based on certain factors and
constraints that would make it easier to understand, mathematically, such com-

plicated phenomena and compare results with experimental data.
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1.4 Model formulation and terminologies

Cell size is the most fundamental cellular characteristic [65]. Consider a popula-
tion of cells where individual cells are characterised by “size” x. Here, “size” may
be mass or DNA content. It is a quantity that obeys a conservation law during
the division process. For example, no DNA is created or destroyed during cell

division.

Let L denote the unit of cell size, which is measured by its mass during its life
cycle. Typically, the mass of a unit cell is defined by the number of polymers or
particles times the mass of a single polymer/particle. The number of cells of size
x at time t is described by the number density n(z,t). In other words, n(x,t)
describes the density of the cell population such that the total number of cells

between sizes a and b, 0 < a < b, at time ¢ is given by

/ab n(x,t)dx.

The amount of population mass (mass density) is then defined by the number

density times the mass of a single cell, i.e.,
mass density = z x n(x,t),

which traditionally refers to the biomass. The total biomass, hence, is given by

/Oo zn(z,t)dz.
0

The increase in cell population means a gain in cell numbers and cell mass, and
therefore an increase in biomass. The number of cells of size x may increase, due
to the division of larger-sized cells into smaller daughter cells, and the mass of
cells may increase due to the smaller cells growing to size x. The population may

decrease owing to cell division to a smaller size or through mortality.



Chapter 1. Introduction 8

The change in the number of cells of size x at time t is described as follows:

—_

. New cells are added as a result of larger cells dividing;

2. Cells are lost as a result of division to smaller-sized cells;

3. Cells die;

W

. Cells grow.

The balance law for the cells’ distribution can be written as

—n(z,t) + g (G(x, t)n(z, t)) = (new daughter cells)
L (1.1)
— (loss through division) — (death),

in which the terms on left-hand side (LHS) represent the net rate of change over
time and the size growth rate, respectively. Here, G(x,t) is the growth rate per
capita per unit time (%) Motivated by the work in [48], the rate at which the
number of cells of size x is increasing in the interval (z, z + dz) from the division

of larger cells £ in the size interval (£, & + d€) is given by

| BEOAG. (s 1, (11a)

where 0 < B(§)A(x,&) € L™ (]R*;Ll N L°°>, B(z) is the division rate and
A(x,&) > 0 is a time independent function which models division of a cell at
size £ > x into a finite number of cells of size x. Division occurs only when ¢ is
a multiple of x such that A(z,£) = 0 if £ < z. As the reproduction process is

assumed to yield finite a new cells, one can write

/05 Az, &)dx = a.

The rate of loss of individuals from cells of size = can be derived (see [1] for more

general integral kernel) and is given by
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B(x)n(x, t) /0 "I A(r, 2)dr. (1.1b)

Xz

The integrand in (1.1b) indicates that the biomass of cells in the interval (7, 7+dr)
produced by the division of x cell in the interval (x,z + dz) into smaller cells of

size T is [y TA(7, x)d7. Since the biomass is conserved, this means
/ TA(T, z)dT = 2. (1.1c)
0

We assume that the rate at which cells of size x die is proportional to the popu-

lation, and this leads to a mortality term of the form
(bl t), (1.1d)

where p(z, t) is the per capita death rate with units of ﬁ Further, the formulation
of the model is governed by whether the functions G(x,t), B(z) and u(z,t) are
deterministic or whether they represent a stochastic process. We restrict our
attention to deterministic and stochastic growth rates. The deterministic case
leads to a first order equation; the stochastic case leads to a second order equation.

We explain this in the following section.

We seek solutions that do not blow up spatially, and this leads to the conditions

lim n(z,t) =0,

T—r00

lim gn(x,t) =0,

T—r00 i
for all £ > 0. We are interested in the transient behaviour of solutions from an
initial distribution

n(x,0) = no(z). (1.2)

For the sake of mathematical analysis, we assume that the cell division is sponta-

neous, with continuous growth during the cell cycle, in the sense that the temporal



Chapter 1. Introduction 10

gap between the phases G1, G5 and M is negligible.

1.4.1 The growth process

Cell growth and cell division are the essential mechanisms for the survival of any
cell [17, 65]. Typically, the growth of a cell of mass z(t) is not a constant process
but evolves over time, either in a continuous or discrete manner. If this process

is continuous and incorporates no random behaviour, then

d
%x(t) = G(x,t).

Many studies have reported the existence of stochastic (random) process in
living organisms and systems, including cell biology. In the latter, the stochastic
process was observed in some cell cultures [35]. There are various ways to add
stochasticity. In the framework of the generalised theory of stochastic process,
one way the randomness can be modelled is by adding a noise term, w(t), to the
above differential equation (cf. [53]), which is to obtain diffusions [15]. This means
that the exact behaviour of the stochastic process is unknown but its probability

distribution is known. It can generally be described by the following ODE

d
%m(t) = G(x(t),t) + o(x(t), t)w(t),

where G(x(t),t) and o(z(t), ) are given functions. It is reasonable to choose w(t)
as a white noise process (a generalised stochastic process) which is typically de-
fined as the formal derivative of a Wiener process W (t) (or Brownian motion),
whose increments dW (t) & W (t + dt) — W(t) have zero mean Gaussian distri-
bution with a standard deviation o(x(t),t) and dt = dW?2. In the sense of Ito

calculus, this leads to the form

dz(t) = G(x(t), t)dt + o(z(t), t)dW ().
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Since the values of x are uncertain at a given time, let p(x,t) be the probability
density function describing the likelihood of the value of x in any given range at
time ¢. For the last stochastic differential equation (SDE), the process is described
by the Fokker-Planck equation (FPE) (cf. [7]):

gt (2, 1) = ;x(G(x(t),t)p(x,t)) + 80;(0(;(;@),15),)(:5,75)).

Following Begg [7], for a large number of particles in the system, we can multiply

the last equation by the number of individuals (say, N) to formally get

aat”(:”’ £ — ;; (DGt t)) + 8‘1 (Gl tn(z.0) =0, (13)

o?(x,t)

5~ and n(z,t) is equal to the probability

as time evolves, where D(x,t) =
density p(x,t) times N. We refer to the added process resulting in the above PDE
by the stochastic growth model after adding the birth, loss and death terms.

1.4.2 The general formula

The general cell division equation using (1.3) and (1.1a)-(1.1d) can be written as

follows
gtn(x £ — aa; <D(x, n(z, t)> 4 ;; (G(a:, n(e, t)) »
= [ BOA@n(E D~ (Bla) + pla) )z,
subject to the initial condition (1.2) and the boundary data
%lir(l;l+ {— (D(a:,t)n(x,t))x + G(x,t)n(x,t)] =0, (1.5)
Tim {_ <D(a:,t)n(x,t)>x + Gz, (e, 1)] =0, (1.6)
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Another derivation method for this model can be found in [35], including further
references. The development of this formulation originated from age and age-size
structured population models dating back to the 1900s to 1960s, which will be

reviewed in the next chapter.

Our research revolves around developing solution techniques and studying
qualitative properties, such as uniqueness and positivity, as well as related asymp-
totic properties to a class of cell division problems that stem from the formula
(1.4) for particular choices of D(z,t), G(z,t), B(z) and A(z,§). In most models,
including this, the functions D(z,t) and G(z,t) appear as time independent pa-
rameters to simplify the problem. In this thesis, we focus on the case G(z) = gz,
B(z) = bz" and constant D(z) = D > 0 such that g and b are some positive
constants, » > 0 and o > 1. We utilise numerical methods to study problems

unsolved analytically.

1.5 Outline of the thesis

1.5.1 Chapter 2

In this chapter, we review the background of the growth fragmentation equation
and its development. We survey the mathematical and biological motivations and
lay out their connections to the model of study. We introduce the special case of

interest,

Az,€) = ad(> ~ ),

where ¢ denotes the Dirac delta function. For this choice, the integro-differential
equation (4.1) reduces to a linear advanced functional partial differential equation
(PDE), and the cell division problem is either a first or a second order PDE
with a functional term depending on whether the growth rate is deterministic or

stochastic, respectively.
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1.5.2 Chapter 3

In this chapter, we develop a solution technique and study related qualitative
properties to the cell division equation (2.8) for general initial data with D = 0
(i.e., no stochasticity in the growth process), G(x) = gz and B(x) = bx" such
that g, b and r are positive constants. The model was originally presented by Hall
and Wake [33] and revolved around the study of separable solution. We recast
the problem into what we call “Problem A” in order to simplify solving it for all

r>0and x> 0,t>0.

We show in Section 3.1 that the solution is unique and positive. We derive a
general solution in Section 3.2 through the Mellin transform to Problem A, which
involves an arbitrary function wy to be determined. We use the Mellin transform
to glean a relationship for wy in Section 3.3. A key step is the identification of a
partition function which is found in a number of pantograph type ODEs (e.g., [71],
[76]). In Section 3.4, we derive the eigenvalues and eigenfunctions associated with
Problem A by studying a class of non trivial solutions of the form m = A(t)y(x),
where y(z) > 0 is required to be a PDF. The observation that

| @)z 20

/Oooyf)da:%o,

allows us to show there is precisely one real eigenvalue Aoy = 0. We show in
fact there is no dominant eigenvalue, and this is the source of oscillatory terms in
the long time asymptotic behaviour of solutions to Problem A. In Section 3.5, we
prove that the solution to Problem A, defined by the series (3.22), converges in the
domain of definition and satisfies the boundary conditions. We show that the long
time asymptotic behaviour to Problem A converges to a product of the separable
solution in [33] and some function that depends on time and the initial condition

Mo, with exponential convergence in the L' norm, and that the complete solution
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converges in a weighted L! norm. We illustrate the solution behaviour with some

examples of Gaussian type distribution initial data in Section 3.6.

1.5.3 Chapter 4

We note that if r = 0, the cell division problem cannot be solved by the methods in
Chapter 3. In this chapter, we study two examples for this case subject to similar
criteria as in Chapter 3. The first example is of a deterministic growth rate
(Section 4.1); the second involves constant dispersion as a result of stochasticity

in the growth process (Section 4.2).

We show in Section 4.1 that there is no PDF separable solution to the deter-
ministic growth version in the L'[0,00) norm, and in fact a general solution can
be gleaned directly if the initial condition is smooth and bounded. The solution
technique is to construct a sequence of functions defined by a sequence of PDEs
and exploit the hyperbolic character of the equation. The solution uniqueness
and positivity proofs can be adapted from the case in Chapter 3. However, the
study of long time asymptotic behaviour from the solution formula is not feasible.
We instead provide an illustration to examine the influence of the initial data.
We observe that the long time asymptotic solution exhibits periodic oscillations
but different in character from the case in Chapter 3 and that it converges to a

Dirac delta type solution. We notice that a generalised solution of the form
n(z,t) = et V()

satisfies the equation (4.4).

In Section 4.2, we study the second order version. We first review in Section
4.2.1 the constant parameters case in [27] since the solution techniques and results
for this case can be extended to the second order case in Section 4.2.2. Similar to

the case in Section 4.1, we show in Section 4.2.2.1 that there are no classical PDF
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separable solutions to this case in the L'[0,00) norm if the coefficients g and b

satisfy the following inequality

g > ablna. (1.7)

It remains unclear if a PDF separable solution exists for the case when ¢g and b
satisfy
g <abha. (1.8)

Motivated by the solution techniques and results in [27], we show in Section
4.2.2.2 that a general solution can be constructed for the second order equation.
The uniqueness and positivity proofs of solution can also be adapted from the case
in Chapter 3. It remains elusive to study the long time asymptotic behaviour of
solution from the formulation in this case, neither a graph can be obtained at this
time. We utilise numerical methods in Chapter 5 to study potential behaviours

for this case.

1.5.4 Chapter 5

In this chapter we employ numerical methods using (forward-time centred-space)
finite difference approximation to examine solution behaviour for the problems in

Sections 4.2.2.1 and 4.2.2.2.

We introduce the numerical method and set up the scheme in Sections 5.1
and 5.2, respectively. We utilise the examples from Chapters 3 and 4 as well
as four from the literature to validate the method in Section 5.3. We find that
though this method exhibits some numerical errors and inaccurate approximation,
particularly, in the first order degenerate case, it does manage to capture the
main solution properties in general. We observe in Section 5.4 that the numerical

solution agrees with the analytical argument for the inequality (1.7) only if the
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dispersion term D is small enough (but D - 07). For the inequality (1.8),
the numerical approximation indicates that there is a PDF type solution for D
large enough. The numerical evaluation for the long time asymptotic behaviour
suggests that for any D a steady state does not appear when (1.7) is satisfied,
while it does when (1.8) is imposed. We note from the numerical solutions that,
in general, the oscillatory character seen in the dispersion free cases smooths out
when allowing for large enough dispersion. These observations are limited to

constant dispersion.



Chapter 2

The growth fragmentation

equation

The cell fragmentation process models the evolution of the size distribution in
time. This model can be described using a growth fragmentation equation ac-
companied by appropriate conditions. In general, the studies have been devoted
to finding solutions to the discrete and continuous systems in order to understand
general behaviour. Growth fragmentation equations have become central to the
mathematical models from many fields such as phase transition, polymerisation
processes, aerosols, prion proliferation, and cell growth. Cell growth modelling in
itself is an extensive field that has made contributions to understanding problems
like tumour cell growth. Like every study, the growth fragmentation model has

historical roots.

2.1 Primary studies

The earliest mathematical structured model which arose in the literature was

chronological age dependent. This model was proposed by Sharpe and Lotka [59]

17



Chapter 2. The growth fragmentation equation 18

in 1911 in a demography study and first appeared as a PDE by McKendrick [45]
in 1926. In the model, the density of individuals of age a > 0 at time ¢t > 0
is described by n(a,t), such that the total number of individuals having ages

between a; and ay (a1 < ay) in a population is given by

/a2 n(a,t)da.

1

The governing equation, thus, can be written as
0
—n(a,t) + 8—n(a, t) = —d(a,t)n(a,t), (2.1)
a
along with an initial condition
n(a,0) = no(a), (2.2)
and a boundary condition (renewal condition)

n(0,t) = /OOO B(a)n(a,t)da, (2.3)

where d(a,t) and B(a) are the rates of loss and birth of individuals, respectively.
Many scientists contributed to the development of the linear age model, but no
rigorous results were established until, according to Webb [74], Feller in 1941
followed by others. The age model was extended to the study of cell population
growth by Scherbaum and Rasch [58] in 1957. Two years later, von Foerster [72]
rediscovered equation (2.1) describing the age and size of cell populations. In
some literature, von Foerster is credited for the derivation of equation (2.1). One

of the most influential works in this sector was done by Bellman and Cooke. [11].

In 1967, a new approach by three groups (Bell and Anderson [9] using the
Collins and Richmond equation [16]; Sinko and Streifer [61]; Frederickson et al.
[30]) independently adopted a model with two physiological properties and derived
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an equation analogous to (2.1). This model was driven by experimental data
such as that conducted by Slobodkin (1954) on the Daphnia obtusa population,
in which he found that a single property structured model was insufficient to
describe the physiological behaviour of an animal, and concluded that “age and
size taken together can be considered to define a class of physiologically identical
animals until proven to the contrary” (cf. [64]). Generally, the derivation of the
age size model relies on the principle that a small change in the system occurs in

a small time interval. The resulting equation can be written as

gtn(x, a,t) + aax(G(x,a)n(x, a,t)) ('fa (z,a,t) = —d(z,a)n(x,a,t), (2.4)

where n(z,a,t) is the density of population at time ¢ with age a and property
x (z can be mass, volume, length, ... or, as here, the size of a cell). G(z,a) is
the growth rate per capita, dz/dt = G(x,a) and da/dt = 1. The model can be
supplemented with initial-boundary data. For instance, in the model of Bell and

Anderson, the conditions are

n(z,a,0) = no(z,a),

th—4/ (2z,a)n(2z, a, t)da,

for which B is the birth rate, and the term 2z indicates binary fission, which
occurs for an individual with age a and property x. Note that when the rate d is

caused by loss of individuals owing to birth (fission) and death, one can write
d(z,a) = B(z,a) + p(x, a),

such that u is the death rate per capita per unit. Bell [? ] and Anderson et al.
[3] further developed and analysed the above model. It was also discussed in [46],
including a paper by Heijmans (Chapter V, p. 185), and has been generalised to
allow for age a and properties z1, - - - , zy, and studied in detail in [54]. Using a

non linear system, the model was investigated by [64] as well as others.
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It is known that age related models can be converted to a Volterra integral
equation of convolution type and solved by the Laplace transform. Also, it is
known that the general solution reaches a steady state exponentially through the
Perron-Frobenius theorem after time re-normalisation, as long as the birth and
death rates are independent of time. The reader is directed to [56], [63], or [74]

for further results and literature profiles.

2.2 Introductory models

Age and age related models have proven useful in multicellular organism studies
when the birth and death rates are associated with chronological age. However,
this is not always the case. Evidence was found (1965) in cell populations indicat-
ing that the cell division is partially or probably completely size dependent, which
can be dissociated from the chronological age of a cell (cf. [64]). In particular, the
mass, the DNA content or the length of a cell among other biological properties
are found, in unicellular organisms, to be more relevant than the age at mitosis.
This perhaps prompted researchers to return to structured models characterised
by a single property. Since then, studies have been increasingly focused on cell
size property, partly due to advances in measuring instruments that led to cell
size can be easily and precisely measured. Amongst models that investigated
size structured populations by different groups with different approaches (e.g.,
[16, 22, 23, 32-34, 36, 37, 43, 46]) is the model studied by Sinko and Streifer
[62] who first studied the deterministic version. The model at first considers a
simple case of binary fission in which each individual parent, characterised by size
x (which can be measured by one of the aforesaid properties above), gives birth
to two new smaller individuals of equal size over time t. More recent researchers
have investigated size structured models including [1, 6-8, 48, 55, 68, 76], and

many maore.
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Consider n(z,t) to denote the number density of cells of size z at time ¢,
such that the total population number in the interval [z, 2] is calculated by the
integral of the number density with respect to x within such interval. The balance
law follows from (2.4), without age dependence but with an added birth term to
the reproduction process side (the right-hand side (RHS)), resulting in

aatn(:v, £+ ;; (G(x)n(x, t)) — AB(22)n (22, 1) — d(@)n(z, 1), (2.5)

The explanation of the new term on the RHS can be found in [46], [35], or
[7]. Sinko and Streifer (op. cit.) then applied the model to populations of the
planarian worm Dugesia tigrina, and solved the problem numerically for a more
complicated system. In fact, the modelling equation (2.5) can be written in
a more general form known by “the growth fragmentation equation” such that

individuals give birth to o > 1 offspring. That is,

e, )+ o (Glomte)) = [T BE A (e e

— (B(:(:) + u(a:))n(a:,t), 20

where A(z, &) models the number of cells when a parent cell with size £ divides
to form smaller cells with size z. One can recover equation (2.5) by choosing a
suitable A in equation (2.6). The choice A(z, &) = 25(§ — x), which represents a

symmetrical binary division, yields the desired equation (2.5) where
B(z) + p(x) = d(z),

and

/gA(x,f)dx —2.

0

In the framework of the growth fragmentation equation, much progress has

been made on the long time asymptotic behaviour of solutions and the existence
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of steady size distribution (SSD) type solutions for a broad class of functions
B(z) and constant growth rates [47], [48], [55], [26]. In these models, techniques
from General Relative Entropy (GRE) are key tools, as well as the Krein-Rutman
theorem to deal with the eigenvalue problem associated with the existence of SSD
(e.g., [20]). The models have also been extended to a higher order fragmentation
equation based on the FPE [6, 8, 27, 42, 70, 71, 75]. In a broader sense, the
model is a growth fragmentation equation with an added stochastic process, as
discussed in the previous chapter. Generically, the fragmentation equation is
non local (functional) in character, arising from the birth term. The simple cell
growth model produces a first order functional PDE, the general solution of which
is unknown for all but a very special class of initial distributions. There are choices
of interest, however, that result in PDEs. Here, there is a wealth of information

and techniques.

2.3 Special cases

There are two choices of A(&,z) that arise in the literature. One represents

symmetrical cell division and the other, asymmetrical cell division.

Symmetrical cell division

In this case, a cell of size & > x divides into o daughter cells of the same size.
This can be modelled by

Az, §) = 045(2 — ), (2.7)

where § is the Dirac delta function. Hall and Wake [32] presented and studied
this model in 1989 based on earlier work by Sinko and Streifer [61, 62]. The most
realistic case is when o = 2, which was considered earlier by Koch and Schaechter

[43]. For such a choice of A, the growth fragmentation equation (2.6) reduces to
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a first order PDE when the growth rate is deterministic, and to a second order
version when the growth rate is stochastic. In both cases, a non local term arises
from the birth term. The general equation is of the form

ne(, ) — (D(m)n(x,t))

xrx

+ <G(x)n(x,t)>x .

= o’B(az)n(az,t) — (B(x) + ,u(x))n(x,t),

where the subscripts  and ¢ indicate the partial derivatives with respect to the
corresponding arguments. The cell division problem is thus a PDE with a func-
tional term accompanied by conditions of the initial-boundary value type ((1.2),
(1.5) and (1.6)). The analysis of such models poses non trivial and challenging

mathematical problems.

If pu(x) is constant, then the transformation
n(x,t) = e Mna(z,t)

results in an equation for 7 of the form (2.8) with = 0. For this reason, we
will neglect the mortality term, though we recognise that for non constant p such
a transformation is in general not available. Hall and Wake [32, 33], studied a
special class of solutions to (2.8), the so-called SSD solutions for the case D = 0.
Such solutions correspond to the separable solutions to equation (2.8) that satisfy
condition (1.5) and (1.6) with D = 0. Their study was motivated by experimental
data on size structure cell populations in certain plant tissues. The observation
that motivated the study was that the cell size distribution (number density)
evolved to a certain shape that did not depend on the initial distribution ngy. In
other words, for t sufficiently large, the distribution assumed the same shape,
regardless of the initial distribution. At least for constant growth rates, the
SSD solutions matched the experimental data. As long as the coefficients are
independent of time, the SSD solutions are usually found by assuming a solution

of the form
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n(z,t) = N(t)y(z),

which, upon substitution into (2.8) with D = p = 0, yields

Here, )\ is a constant of separation to be determined, and ' denotes the derivative

with respect to the argument. Evidently,
N(t) = CeM,
where C is some constant, and y satisfies

(G(m)y(x))/ + (B(:U) + )\)y(x) = o’ B(ax)y(azx). (2.9)

The solution relies crucially on A\. If A < 0, then the number density decays
exponentially as t — oo; if A > 0, then n increases exponentially as ¢t — oo.
For the cell growth model, the possible values of A are limited by the boundary

conditions,

lim G(z)y(z) =0,
o0 (2.10)
lim G(z)y(z) =0,

T—00

and the requirement that y(x) is a probability density function (PDF), i.e.,

/OOO y(x)de = 1, (2.11)

and y(x) > 0. An expression for A can be obtained by integrating (2.9) from 0 to

oo and using conditions (2.10)-(2.11), namely,
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oo

A= — [G(g;)y(a;)}o +la—1) /0°° B(a)y(x)dz

. (2.12)
=(a=1) [ Bl)y(a)dr,

provided that B(z)y(z) € L'[0,00). Hall and Wake [32] studied this problem
where the functions G(z) and B(z) are positive constants. In this case, equation
(2.9) reduces to the well-known “pantograph equation” (PE). Kato and McLeod
[41] studied the PE extensively subject to an initial condition. They proved
that the problem is well posed with a power series solution for the retarded case
(0 < a < 1), and ill posed for the advanced version (a > 1). The PE is found
in several applications (cf. [40], [69] for more details with references). Hall and
Wake [32] constructed a PDF solution using the Laplace transform and showed
that the solution is unique. Other solution properties have also been studied in
[7]. Later, Hall and Wake studied the same problem in [33] for the case G(z) = gx
and B(z) = bx", where g, b and r are positive numbers. The constant A cannot
be determined directly from (2.12); however, one can multiply (2.9) by z and

integrate to get

y = Jo Gla)y(z)de
Joo wy(x)dz (2.13)

=9

assuming that G(x)y(r) and zy(x) are in L'[0, 00). Hence, equation (2.9) reduces
to
gry'(x) + (b:v’" + 29)y(x) = ba" 22"y (ax). (2.14)

They ([33]) proved that this equation subject to (2.10)-(2.11) forms a well posed
problem, and the solution can be deduced through a transformation which re-
duces (2.14) to the PE. Van Brunt and Vlieg-Hulstman [68] showed that this
problem leads to a family of eigenvalues (a discrete spectrum) and corresponding
eigenfunctions, which can be determined by Mellin transforms. The first eigen-

function turned out to be the PDF established in [32]. They showed there exist
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higher eigenfunctions, but these are not PDFs. The open problem of the span of
these eigenfunctions was reviewed recently by Zaidi [75], but it remains open. The
problem can be interpreted as a Sturm-Liouville problem, and the solution can
be represented as a Dirichlet series. The unimodality of solution was investigated
for the constant coefficient case in [20]. We note that the case, when B(z) = b
and G(x) = gz, is problematic because A can be determined by (2.12) and (2.13),
and these expressions can produce different values for \. In fact, we will show
that this case possesses no PDF solutions. The long time asymptotic behaviour
of solutions to the cell division equation for certain cases was studied prior to the
work of Hall and Wake. For instance, Diekmann et al. [23] studied the long time
asymptotics for the case where cells are limited by a maximum size and can divide
only after a minimum size is reached. The semigroup theory and compactness
arguments were employed to establish the existence of SSD. Finally, we note that
although Hall and Wake produced a separable solution, they did not study the
long time asymptotic behaviour of the general solutions. They did not show that
their solutions were in fact SSDs. Perthame and Ryzhik [55] established this for
the case G(x) = ¢, and we will show in Chapter 3 that for G(x) = gz, the Hall

and Wake solution plays a prominent role, but it is not an SSD solution.

If D # 0, the boundary value problem arising from (2.8), (1.5) and (1.6)

through the separable solution is given by

/

— (D))" + (G@yy@) + (B@) + ) + Ny(x) = Blaz)y(ax), (2.15)

lim [(D(x)y(@) - Ga)y()] =0, (2.16)
Jim [(D@)y(@)) - G@)y(@)] =o. (2.17)

This problem was studied for the constant coefficient case by Wake et al. [73].
They proved an SSD solution exists and that the problem is well posed. Kim [42]

studied a special form of (2.15) for various choices of constant and non constant
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coefficients outside cell growth models. Van Brunt et al. [70] investigated the
constant coefficient case as a singular Sturm-Liouville problem. In the footsteps
of the work in [70], Zaidi [75] incorporated the death term p and showed there
are more eigenfunction solutions corresponding to eigenvalues. Assuming that
y(x) is a PDF and satisfies (2.11), a value for A, in this case, can be deduced in
a similar manner to the first order case with constant coefficients and is given
by (2.12). The solution to this case is inspired by the solution techniques to the
first order case with constant coefficients. It can be found for certain values of
A by construction using a Dirichlet series ([68]), or through the Laplace trans-
form ([27, 68, 75]) which involves further complications that require tools like
the Paley-Wiener theorem to assert the inverse problem. Van Brunt and Wake
[71] investigated the equation (2.15) with D(x) given by a linear function, and
G(z) and B(x) are positive constants. They found that the Mellin transform is
a convenient technique to establish the solution. Of independent interest, Basse
et al. [6] and Begg et al. [8] studied the second order boundary value problem
where D(z), G(x) and pu(x) are positive constants, and B(z) models cell division
that occurs only at a critical size. In this scenario, the value of A\ depends on
the solution. Their analysis proved that the SSD solution is achieved only if the
growth and division parameters satisfy a certain inequality and as long as the

dispersion term D(z) tends to zero as x — 0.

Although much is known about SSD solutions to cell growth equations, there
are few techniques for solving IBVPs that involve a functional argument. Certain
general results for the Cauchy problem, such as uniqueness, are given in [14, 21]
for a broad class of functional PDEs, but solution techniques for the IBVP are
lacking. Recently, Zaidi et al. [76] developed a technique whereby the IBVP can
be solved for general initial data for the case where B(z) and G(z) are constant
functions and D(x), u(x) = 0. General solutions with non constant G(z) and
B(z) are unknown, and this will be the case study in Chapter 3. Also, general

solutions to the critical case when B(x) is constant are unknown, which will
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be investigated in Chapter 4 with deterministic and stochastic growth processes

(with constant dispersion term).

Asymmetrical cell division

In the case of asymmetrical cell division, a parent cell of size £ divides into two

daughter cells of size a and size 5. Here, the function A takes the following form

Az, &) = 5(i —z)+ 5(2 — ).

This gives the following equation from (1.4),

ny(x,t) — <D(x)n(x,t)) + (G(x)n(x,t)) = aB(az)n(az,t)

x

+ BB(x)n(Br, t) — (B(a:) + u(x))n(x, ).

rx

The conservation of size implies that

- =1
a+ﬁ

Since we focus only on the symmetrical division case in this thesis, we refer the

reader to [75] for further details.



Chapter 3

A first order cell division
equation with a linear growth
rate and non constant splitting

rates

In this chapter a study case on a cell size structured model derived from Section
1.4 is presented. Most of the material in this chapter appears in [66]. In particular,
we study equation (2.8) along with the conditions (1.2), (1.5) and (1.6) for the
case G(z) = gz, B(x) = bz" and D(z) = 0, where g, b and r are positive numbers,
and o > 1. This model was studied by Hall and Wake [33] for a special class of
solutions; here, we study the problem for a general class of initial data. We thus

consider the equation
ny(x,t) + g(:zm(a:, t)) + ba"n(z,t) = o P2br"n(ax, t), (3.1)

subject to the conditions

29
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lim zn(z,t) =0,

z—07F (32)
lim xn(z,t) =0,

and
n(z,0) = no(z). (3.3)

We first transform equation (3.1) into a simpler form. Let

edt
n(z,t) = —20(56, t),
x

then
Oi(x,t) + gzl (z,t) + ba"0(x,t) = ba"z"0(ax, ). (3.4)

Further, let

and

U(z,t) =0(z,1).

Then
O(az,t) =(a"z,t),

and equation (3.4) yields

Ui(z,t) + gz, (z,t) + 5z¢(z, t) = 5Bz¢(6z, t), (3.5)

where § = rg, b =rb and 3 = o > 1. Equation (3.5) shows that it is sufficient

to study the case r = 1. We thus focus on the equation
my(z,t) + grmg(x,t) + bam(x,t) = baxm(azx,t). (3.6)

Conditions (3.2)-(3.3) under the transformations become
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t
lim m@,t) _ g
r— xz
(3.7)
t
lim m(z,?) =0,
T—00 x

for any t > 0, and
m(z,0) = mg(x), (3.8)

where

mo(z) = x?ng(z).
For succinctness, we will refer to this problem as “Problem A”.

The choice of the growth rate here corresponds to the “exponential growth”
case, and the long time asymptotic behaviour of solutions differs markedly from
the constant growth case. In particular, it can be shown (cf. [55], [56]) for a
general class of functions B(x) and constant G(z) (linear increase in cell size)
that there is a unique eigenvalue A and a corresponding positive eigenfunction y

such that for any initial distribution ny,
len(z,t) — y(z)|| = 0,

as t — oco. Here, || - || is a weighted L' norm that depends on B(z). In contrast,
it has been shown for the exponential growth case that there is no dominant
eigenvector [23] and that long time asymptotic solutions may include time depen-
dent oscillations [12]. In fact, there are choices for B(z) (e.g., constant division
rate) that lead to critical cases where there is no eigenvalue leading to a positive

eigenfunction [25].

In the next section we show that if Problem A has a solution, then it is unique
and non negative for non negative initial data. In Section 3.2, we derive a general
solution to Problem A using the Mellin transform. This transform has been
applied previously to related problems (e.g., [71]) and proved useful in separating

the effect of the functional argument. The choices of G(x) and B(z) also motivate
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the use of this transform. The solution contains an arbitrary function wqy that is
determined by the initial data mg. In Section 3.3, we obtain an explicit relation
defining wy in terms of my for x > 0, and show that the behaviour of wy as z — 0
is oscillatory. We confirm that the solution constructed in Section 3.2 satisfies the
boundary conditions in Section 3.5 and show that this solution converges in the
L' norm to a certain “limiting” solution that contains time dependent oscillatory
terms. We provide some examples of initial data in Section 3.6 to illustrate the

solution behaviour.

3.1 Some qualitative results

In this section we show that if Problem A has a solution it is unique and that
any such solution must be non negative if the initial function mg is non negative.

Let Q = {(z,t) : 0 < 2,0 < t} and let N denote the set of functions h: Q@ — R
such that:

1. h, and h; are continuous on €;

2. there is a positive number ¢ such that for any fixed "> 0

h(z,T) ~ O(

)
as x — 00; and
3. for any € > 0 and T > 0 there is a corresponding 0 > 0 and X such that

|zh(x,t)] <,

whenever 0 <t —T < and z > X.

Theorem 3.1.1 (Uniqueness). Suppose that m € N is a solution to Problem A.

Then m is unique among functions in N .
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Proof. We first transform equation (3.6). Let

edt
m(x,t) = —m(z,t),
T
then m satisfies
me(z,t) + grmg(x, t) + bem(z, t) = bxm(ax,t). (3.9)

Suppose that there are two solutions m; and ms in N, then there are two corre-
sponding solutions m; and msy to equation (3.9). Let u = my — ma. The function

u satisfies (3.9) along with the conditions

w(0,1) =0, (3.10)

u(z,0) = 0. (3.11)

Suppose that m; and my are distinct. Then there is a point (Zo, ) at which
u(Zo, to) # 0. Without loss of generality, we can assume that u(Zg,%y) > 0. Since
my and my are in NV, we know that u, u, and w, are continuous on 2 and that,
for any fixed t > 0, u(x,t) — 0 as x — oo. Since u(0,ty) = 0, we conclude that
u(z, tp) must have a global maximum, say, Ly > 0 at some x > 0, and the decay
condition on u(z,t) precludes u(x,tqg) from achieving this value for arbitrarily
large values of x. Let xy denote the largest value of x at which u(x,ty) achieves its
global maximum. Thus, u(zg,ty) = Lo, u.(xo,t) = 0, and u(xg, tg) > u(axg, ty);
hence, equation (3.9) implies

Ut<l'0, to) < 0. (312)
The above inequality indicates that u(zg,t) > u(xg,ty) for some t < t.

Consider now the compact set Qp = {(x,t) : 0 < z < axy,0 <t < t;}. The
function u must achieve a global maximum in €2y, and it is clear from equations

(3.10) and (3.11) that this maximum will not occur on the x or ¢ axes. Inequality
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(3.12) precludes the maximum being achieved on the line ¢t = ¢;. The maximum

u(x, t)

FIGURE 3.1: The maximum values of u at some t < t.

either occurs on the line segment {(axg,t) : 0 <t < to} or in the interior of .
If it occurs on the line segment, then there is a point (axg,t;), with 0 < ¢, < tg

at which u achieves a value greater than Ly (see Figure 3.1).

Suppose that the global maximum is achieved at some point (Z1,%;) in the
interior of 2y and not on the line segment. We can always take Z; to be the
largest value of x at which u(z, ;) achieves this maximum and (Z1,¢;) is in the
interior of Q. Thus, u(Z1,t1) > Lo, and u,(21,t1) = w(21,t1) = 0. Equation
(3.9) thus implies that u(Z1,t1) = u(aZ,t1) and we know from the definition of
Z; that af > axy. In any event, there exists a point (z1,t,) with 1 > azy and
t1 < to at which u(z1,t;) > Lo. Let z1 be the largest value of x at which the
function wu(z,t;) achieves its global maximum L; > Ly. Then we can repeat the
construction above to deduce the existence of a point (Zs, ) with Z3 > ax; and
ty < t; where u achieves a value greater than L. By repeating these arguments, it
is clear that we can construct sequences {z;}, {t;} such that x; - coand t; - T
as j — 00, as depicted in Figure 3.2. Here, 0 < T < ¢y, and u(x;,t;) > Lo > 0.

Now, m; and ms are in N and this means that v must satisfy the uniform decay
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FIGURE 3.2: Solution uniformity for 0 <t — T < 4.

condition 3. If this condition is applied to the limit T" of {¢;} then u cannot meet

this condition.
O]

Theorem 3.1.2. (Non Negative Solution) Suppose that m € N is a solution
to Problem A. If mg > 0, then m(z,t) > 0 for all (x,t) € Q.

Proof. Suppose that there is a point (Z, ty) at which m(z,t,) < 0. Then m(z,ty) <
0, where m is as defined in the proof of Theorem 3.1.1. Clearly, the boundary
and initial conditions preclude m taking negative values on the z and t axes.
We can proceed much like we did for the proof of uniqueness to first note that
the function m(z,ty) must have a global minimum [y < 0, and then let z, be
the largest value at which m(z,t,) achieves this minimum. It thus follows that
my(xo,to) > 0. We can follow the construction in the proof of Theorem 3.1.1
and deduce the existence of infinite sequences {z,}, {t;} such that z; — oo as
j — oo and {t;} converges to some limit 7', where 0 < T < t,. For each j > 1,
m(xj,t;) < lo <0 and hence m(x,T) cannot satisfy the uniform decay condition

3.
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3.2 A Mellin transform solution

In this section we derive a solution to equation (3.6) that satisfies condition (3.7).
The solution contains an arbitrary function that will be used in Section 3.3 to

ensure the solution satisfies the initial condition (3.8).

The Mellin transform of m with respect to x is given by
M(s,t) = / ¥ 'm(x, t)dx.
0

Assuming that m € N we know that xm(z,t) — 0 as x — oo for all t > 0, so

that equation (3.6) yields the partial differential difference equation

My(s,t) — gsM(s, £) + b<1 _ ;)M(s +1,8) = 0. (3.13)
Let
M (s,t) = P(s)W (s,t),
where

Pis) =1 (1 _ a81+k). (3.14)

k=0

The choice of P is strategic because

P(s) = (1 _ 18>P(s 1)

(07

In fact, the partition function P arises in a number of applications with panto-

graph type equations (cf. [71]). Equation (3.13) implies

Wi(s,t) — gsWi(s,t) + bW (s +1,t) = 0. (3.15)

Rather than solve equation (3.15), we solve the corresponding PDE in the original

(x,t) space. This equation is not functional in character. Let w(x,t) denote the



Chapter 3. A first order cell division equation with a linear growth rate and non
constant splitting rates 37

inverse Mellin transform of W (s, t), then equation (3.15) corresponds to the PDE
wi(x,t) + grw,(x,t) + brw(z,t) = 0, (3.16)

which is equation (3.6) without the functional term.

We now pose the Cauchy problem of solving (3.16) subject to an initial con-

dition of the form

w(z,0) = wy(x).

The characteristic projections are

t=¢,

x = ne’;

hence, equation (3.16) has solutions of the form
w(z, t) = wo(ze 9)e 1), (3.17)

where v = b/g.

The infinite product defining P can be converted into an infinite series using

the Euler identity ([5], p. 17)

0o 00 M Sk
MO+ =1+ +— (3.18)
k=0 k=1 H(l_qy)

1

J

which is valid for |¢|] < 1 and z € C. The Euler identity with ¢ = 1/a and
z = —1/a* indicates that

o0 1 k
=1+ 3 a(5)
k=1

where
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—1)kak
o D
m]ll(ozm -1)
(1) (3.19)
Tk
jgl(l —¢)

The inverse of P(s) is

p(z) =6z —1)+ i crd(afr — 1), (3.20)
k=1

where § denotes the Dirac delta function.

The inverse transform of M (s,t) = P(s)W (s,t) is given by the Mellin convo-

lution
m(z,t) = / w(Z P2 ge (3.21)
o & ¢
from which we get a solution of the form
m(z,t) = wo(xe—gt)e—wz(l—efgt) + Z Ckwo(akxe—gt)e—”yakx(l—e*gt)' (3.22)

k=1

3.3 The function w

The function wy is determined by the initial condition my. Before we determine

wy, a few conditions are placed on the function mg. These conditions ensure that

my, regarded as a function on €, is in the set N introduced in Section 3.1 and

that mg also satisfies (3.7) for consistency. We make the following assumptions:
1. mo(z) > 0 for all > 0 and my is not identically zero on [0, c0);

2. m{(x) is continuous for all = > 0;

3. there exists a positive number ¢ such that
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a. mo(x) ~ O(1/2'+%) as © — oc;
b. mg(z) ~ O(z***) as x — 0F; and

c. mh(z) ~ O(1/2**%) as © — oo.

We use the Mellin transform to deduce a relationship for wy. Conditions 3.a and
3.b ensure that the Mellin transform of mg is holomorphic in a strip that includes

{seC:—-1<R(s) <1}
Equation (3.21) implies

p(§)

mo(z) = /0 - wo(z)gdf, (3.23)

and taking the Mellin transform of both sides of (3.23), noting that the integral

is a Mellin convolution, yields

where Wy and M, are the Mellin transforms of wy and mg, respectively, and P is
given by (3.14). The function 1/P is a generalisation of a well-known partition
function. Morgan [51] has studied this function and its special properties. We

can use another partition identity ([5], p. 17) to show that

1 o 1
where
Ro(Oz) = 1,

and, for all £ > 1,

Ri(0) = ] (1 - ;)_1.

Jj=1

Equation (3.24) thus gives
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Wis) = M(s) 32 Rl i

for R(s) > 0, and, since the above series is uniformly convergent in {s € C :
R(s) > o} for any o > 0, the transform can be inverted term by term to get the

inverse transform

wo(z) = kio: Ri(a)mo(aFm). (3.26)

Let

R@) =11 (1~ 1>_1.

k=1 ak
The value of R(a) can be expressed in terms of elliptic integrals, theta functions,
the Dedekind eta function, or Euler’s pentagonal number series (cf. [51], [32] and
[71]). Now, the sequence { Rx(a)} is monotonic increasing and bounded above by
R(cr). The decay condition 3.a on my ensures that the series in equation (3.26) is
uniformly convergent in [z, 00) for any zy > 0; however, the behaviour of wy(x)

as * — 07 is not clear. (Note that the series Y32, Ry () diverges.)

The behaviour of wg(z) near zero can be gleaned directly from the Mellin
transform using a well-known asymptotic relation (cf. [29], Theorem 4). Specif-
ically, suppose F' is the Mellin transform of a function f and that the strip of
holomorphy for F' is a < R(s) < ¢ and that F' is meromorphic for a < R(s) < c.
The leading order terms for f as x — 0" are determined by the singularities on
the line R(s) = a. In particular, suppose that F' has the poles ay, ..., a; on this
line. Then,

flz) = kz]:;Res (F(s)xs, ak> + O(:c"A),

as * — 07, where A is some number less than a that depends on the position of
the singularities of F' with real part less than a. The formula can be refined to
include more singularities (producing lower order terms), and it can be extended
to the case where there are an infinite number of singularities on the line R(s) = a

provided the infinite series is convergent.
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Now, My(s) is holomorphic for —1 < R(s) < 1, and P(s) is an entire function

with first order zeros at s = —¢ + i7;, where £ = 0,1,2, ... and, for any integer
J.Tj = 1(2)3 . The function Wy(s) is thus holomorphic in a strip that includes

R(s) = 1 and has simple poles along the imaginary axis at i7;. These poles will

determine the behaviour of wg near 0.

The Mellin inverse formula gives
1 Y+100
wolw) = — / Wo(s)z—*ds, (3.27)
vy

in which v > 0 is taken inside the strip of holomorphy. The integrand in (3.27)
can be evaluated using the calculus of residues applied to a limiting sequence
of closed contours A; oriented anticlockwise and defined by the lines R(s) = 7,
S(s) = ny, R(s) = —o9, S(s) = —n;, where 7; < n; < 7541 and 0 < g < 1 (see
Figure 3.3). Note that the “next” poles of Wy in the left half plane are on the
line R(s) = —1. Let A denote the “limiting rectangle” that consists of the lines ¢
and ¢ defined by R(s) =7, R(s) = —oy, respectively. Let ¢;, h;, éj, f;j be as in
Figure 3.3. Now,

J

L /Aj Wo(s)x™*ds = Z‘RGS(WMS)I_S’Z'TJ)’

2mi

and
M,
Res <W0(3)37_s>i7j> = Res( P()(S)x_s,iq)
R(«) o
- In o MO(ZTj)x ’
R@), N
- EJ\/[o(lTj)(CoS(Tj log x) — isin(7; log gg))
Now,

[o=f+f+L+]



Chapter 3. A first order cell division equation with a linear growth rate and non
constant splitting rates 42

3(s)
I
i X ph

i -0 +in. X y+in
! 0 J

R(s)

1

I
1 I
| I
I I
| I
I 1
} 1
| |
I I
I 1
I I
I I
I 1
I I
I I
I I
I I

I T i : T 1
-3 -2 J,l 0 ; 2 3

| I
| I
| I
| I
| I
| I
| |
| |
| |
I |
I |
I |
I |
} |
| 1
I I
[} I
| I

o>

AT

Fi1GURE 3.3: The fundamental strip of holomorphy.

and the Riemann Lebesgue lemma implies that the i; and izj integrals vanish as

J — 005 thus, we have

lim Wo(s)x_sds:/AWO(s)x_sds

j—00 JA;

= /ZW()(S)JJ_ ds—l—/éWo(s)x_ ds,

so that
1 Y+1i00 0 1 —0o0—1iT;
- A_m Wo(s)z™%ds = _ZOORes (Wo(s)xs,z'Tj) %Tjh_rgo Joim Wo(s)x™*ds.
(3.28)
Asxz — 0T,
wo Z My (i (COS 7;log x) — isin(7; log x)) + O(z), (3.29)

log «@

where the term O(z7°) arises from the contour integral in (3.28) along the line
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R(s) = —op. We have made the strong assumption that my is twice continuously
differentiable. Under this assumption, we can appeal to the Riemann Lebesgue
lemma to assert that

| Mo (i7;)| ~ o|7;] ),

as j — Zoo and this will ensure the convergence of the series Y% |My(i7;)|.
Clearly, this condition can be relaxed but we will not pursue this. The Riemann

Lebesgue lemma can also be used to refine the O(:B”") term in (3.29). Now,

O‘()-‘rZOO —oo+ico | | (_0— +277)
—(—oo+in) 0 0
—0g +1 d ‘ < z” / ——’\|d
’ /O’o 100 0 77) g 00—100 P(—O'O + ZT])

< pox®

where

—00—100

—op+ico
/ ‘MO(—UO + in)‘dn.
—O0p ’

Equation (3.29) can thus be written

wo(x) = ho(x) + 27%°19(x), (3.30)
where
ho( 1oga Z My (iT; (cos 7; log x) — isin(7; log x)),
and
ro()| < po.

The asymptotic behaviour of wy as x — 0% can be further refined by using a
contour that also encloses the poles along the line R(s) = —1. We know that M
is holomorphic along the line R(s) = —1 so that there is a 0y, 1 < 0y < 2 such
that Wy is holomorphic along the line R(s) = —oy. If we incorporate the poles on

R(s) = —1, following the above approach, then wy can be expressed in the form

wo(x) = ho(x) + xhy(x) + 271 (), (3.31)
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where
 Rlo) .
hi(z) = Z My(—1+i; (COS(Tj log x) — isin(7; log :13)), (3.32)

(1—a)loga =

and there is a constant

1 —00+iT;
a |P<—ao—1>|/om [ Mo (=00 =1+ i),
such that
@) <o (3.33)

This form will be used later to show that m meets the boundary condition (3.7).

The next lemma summarises some of the important properties of wy that will

be needed in Section 3.5.
Lemma 3.3.1. Let wy be defined by equation (3.26). Under the conditions 1-3
on my:

1. wy is bounded on (0,00);

2. wy(x) € C*(0,00); and

3. wi(x) is bounded on [xq,00) for any xo > 0.
Proof. The Mellin transform can also be used to examine the decay rate of wy(z)
as © — oo. Briefly, 1/P is holomorphic in the right half plane and M, is holo-
morphic in the strip —1 < R(s) < 1. This means that the strip of holomorphy

for the Mellin transform Wy must include a strip of the form 0 < R(s) < ¢, for

some ¢ > 1, and this implies

wo(x) ~ O(x™°), (3.34)

as x — oo. Condition 3.c yields a similar result for wy.
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The decay conditions on mg as * — oo show that in any interval of the form

Iy = [$0a00)7
A

0 <mp(z) < e

for all x > X, and any constants A and X. Choose x¢ > 0 and let N € Z* such
that

aVr > aVzy > X,
hence,

log(X) — log(zo)
log(a) '

The function mg is continuous, and conditions 3.a and 3.b show that it must be

bounded. Let U be an upper bound for mg(a™z). Then, since Rj(a) < R(«)

N >

and oV tlz > X for all z € I,

ZRk( a)mg(a¥z) ZRk a)mo(aFz) + Z Ry(a)mg(az)
k=0

k=N+1

AR(a) & 1

< (N +1)R(a)U + 1+z> > =
Ty p=N41 &

and consequently the series in (3.26) is uniformly convergent, and the continuity
of my implies that wy is also continuous in that interval. Relation (3.34) implies
that wy must be bounded on that interval. Relation (3.29) shows that wy is

bounded on the interval (0, 00).

To show that wy € C*(0,00), we note that my € C'*(0,00) and Condition 3.c

k

ensures that the series 372, Ry.(a)a*m{(a®z) is uniformly convergent in Iy. The

boundedness of wy in [z, 00) can be established in the same manner as done for

wy. Evidently,

—ootit; My(s — 1)

— ‘x5
—00—1iTj P(S — 1) . 5

= My(s —1 1
MA{wy(z); s} =>_ Res<p0<is_1)>a:_s, Z'Tj> + 5 le_i_r)noo

in which M{w{(x);s} represents the Mellin transform of the derivative with

respect to the argument, 1/P(s — 1) has zero of order 1 at Re(s) =0, M(s — 1)
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is non trivial, and

Mo(s—1) _, .\ _ Rla) : —ir In(z
Res(P(S_l)a: ,ZTj) “0-a) My(it; — 1)e @),

Asz — 0",

f(a) i My (it; — 1)(cos(7jlog x) — isin(7jlogx)) + O(x°).

o) = T 0) Tog(a) 2=

Analogously, we can write
wy(x) = hi(z) + 271 (),

where hy(z) and r(z) are given by (3.32) and (3.33), respectively. The Riemann

Lebesgue lemma fulfils boundedness for My(it; — 1) as j — *oo.

3.4 Dominant eigenvalues and eigenfunctions

The eigenvalues and eigenfunctions associated with Problem A can be derived by

studying the class of non trivial solutions of the form
m(z,t) = A(t)y(z).

Substituting this solution form into equation (3.6) yields

Ay(t) 1 ,
A(f) = y(:r:)( —zy' () — yry(x) + vozxy(ozx)> =\,

where A is a separation constant. The above expression implies,

A(t) = ke, (3.35)
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where k is a constant, and y satisfies the equation
zy () + (v + Ny(z) = yaxy(ax), (3.36)

where ’ denotes the derivative with respect to the argument. There is precisely one
real eigenvalue g o such that m € N is non negative in §2 and satisfies condition
(3.7). Since m € N, we know that y is integrable on [0, c0); moreover, condition

(3.7) indicates that
lim y(x) =0, (3.37)
z—0t X

so that y(0) = 0 and y(z)/z is also integrable on [0, 00). Since m(z,¢) > 0 is non

trivial, we know that

| v@)dz 0

and

/Oooyf)dx#o.

These observations allow us to glean a value for Ao . Specifically, if we divide both
sides of equation (3.36) by x and integrate from 0 to oo, we find that Ay = 0;
hence, equation (3.36) yields the PE

y'(x) +vy(z) = yay(ax). (3.38)

A detailed analysis of this equation can be found in [41] (cf. also [40]). The PDF
solution to this equation is derived by Hall and Wake in [32], where they showed

that there is a unique PDF solution y. In fact, they studied the exponential
growth case [34] and used their solution to the PE to construct what they called
an SSD solution to Problem A. Briefly, the solutions to equation (3.38) are of the
form

y(x) = CD(x,7), (3.39)

where C' is a positive constant, the ¢ are given by equation (3.19), and
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D(z,y)=e 7"+ ) cpe 1,
k=1

The constant C' is generally chosen to normalise the corresponding separable

solution to the original equation (3.1) to be a PDF at ¢ = 0. For the original

PDE, however, the normalisation comes from the initial data.
Note that the value of D(0, ) can be determined from the Euler identity (3.18)

with z = —1. This gives

D(0,7) = 1+ch

:HI—a =0.

(3.40)

Since D is a solution to equation (3.38), it follows that all the derivatives of D
with respect to x also vanish at x = 0. This can also be deduced directly from

the Euler identity because

1+ o =J[1-aF) =0,
k=1 k=0

for any positive integer j. The next lemma gives a summary of some important
properties of the Dirichlet series. The proof of these properties can be found in

(32].
Lemma 3.4.1. For any positive constant (3, the Dirichlet series

D(z,B) =e 7" + che Ptz

1s a solution to

Dy (x, 8) + BD(x, ) = BaD(azx, §).

The function D has the following properties:

1. D has derivatives of all orders with respect to x.
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2. D and all its derivatives with respect to x vanish at x =0 and as * — 0.

3. D(z,) >0 for all x > 0.

Returning to equation (3.36), a complex eigenvalue A ;) and corresponding

eigenfunction y; can be calculated as follows. Let

yi(x) = u;(x)y(z), (3.41)

such that y;(z) is any function satisfying (3.36) with the properties ug(x) = 1

and u;(z) = uj(ax). For all j > 0, we have

:cu; (2)y(x) + zuj(x)y' (z) + (o + Ao j)uj(z)y(z) = yazu;(az)y(az). (3.42)

Omne can now apply (3.41) into (3.42) and solve to find an eigenfunction solution

of the form

yj(a) = a7 eoy(x),

in which A ;) = i7;. (In fact, all the zeros of P are eigenvalues.) The dominant
real eigenvalue is 0, but (A ;) = 0 for all integers j, so there is no dominant
eigenvalue, and this is the source of oscillatory terms in the long time asymp-
totic behaviour of solutions to Problem A. Actually, the absence of a dominant

eigenvalue associated with exponential growth was first noted by O. Diekmann

22].

3.5 The solution and long time dynamics

We first establish that equation (3.22) provides the solution to Problem A.

Theorem 3.5.1. Let mg satisfy Conditions 1-3 of Section 3.3. Then the function
m defined by (3.22), where wy is given by equation (3.26), is the solution to
Problem A.
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Proof. The uniqueness and positivity of the solution was established in Section
3.1. Lemma 3.3.1 shows that the series in (3.22) is uniformly convergent in
the quadrant {(z,t) € [xg,00) x (0,00)} for any xy > 0 and differentiable. By
construction, the series satisfies the PDE (3.6) and initial condition (3.8). It

remains, however, to show that the boundary conditions (3.7) are satisfied for

t > 0.
Let
Bo(r.0) = hofze ), (1) > [Mfiry| = To
and
By (2,1) = I (we ), (a_Rl()O‘l)Oga i My(~1+i7)| = T4,

and note that, for £ =0, 1,
Oy (x,t) = Op(ax, t).
Equation (3.30) implies that
m(z,t) = ®o(z,t)D(x, B(t)) + 27°e 7" Ry(x, 1), (3.43)
where 3(t) =v(1 —e "), 0 < g9 < 1, and
Ry(z,t) = ro(x)eP®® 4 i ckocaokro(ozkx)e_ﬁ(t)“km.
k=1

Now,

‘R(x,t)’ < po (1 + i ’ck’aaok)
k=1

and since the above series converges there is thus a number g such that ’R(:L‘, t)‘ <

ko. Hence, for any t > 0,

T II_UO '
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We know from Lemma 3.4.1 that D(z, 5(t)) — 0 as © — oo and since oy < 1,

the above inequality indicates that

t
lim m(z, 1)
T—00 €

=0,

for any ¢t > 0.
Equation (3.31) shows that, for ¢t > 0,

xe 9t

m(x,t) = ®o(x,t)D(x, B(t)) + O]

Oy (z,t)Dy(z, B(t)) + 27 e 7' Ry (2, 1),
(3.44)

for any 1 < 07 < 2, and

o
Ry(z,t) = ri(z)e PO+ 3 ey (aFx)e P
k=1

A bound for the term |R;| can be obtained in a manner similar to that for |Ry|,

so that there is a number s, such that |Ry(z,t)| < x;. Hence,

m(x,t) TO Tl o1—1
‘ ’ < -°D(z, 5(1) + M’Dm(x,ﬁ(t))‘ Fan e (3.45)

T

Lemma 3.4.1 shows that D, (z, 5) — 0as x — 07; consequently, D(x, 3(t))/z — 0
(L’Hopital’s rule) and |D,(z,5(t))] — 0 as * — 0". Since o; > 1, 27! also
vanishes in this limit and thus for any ¢ > 0

lim m(z,?)
z—0t X

=0.

We now consider the behaviour of m for large time. The main result is the

following theorem.

Theorem 3.5.2. Under the conditions of Theorem 3.5.1,
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/0°° [m(x, t) — B (2, 1) D(z, 7)|dz — 0 (3.46)
as t — oo.
Proof. Using equation (3.43), we have
m(x, t) = Bo(z,)D(w,y) = Do(x,)(D(w, B(t) = D(w, 7)) + a7 Ry(x,1);

consequently,

Im(,t)— Do (x, 1) D(x,7)| < Yo|D(w, B(t)) — D(w,7)|+270e~ "

Ro(x,1)]. (3.47)

Now S(t) = *y(l - e_9t> < 7; therefore,

<€—ﬂ(t)3? _ e—’Y$> + i Ch (6—/3(t)aka: - 6—"{&’“:5)
k=1

< (6—5(15)33 i 6—733) + Z |Ck:| <6—B(t)akz _ 6_7ak$>,

|D(x, 8(t)) — D(,7)| =

so that integrating we get

| [Pt 5(t)) - Dl )|z < T°<€_gt " i |Ck|i_gtt)>

TQG gt

B(1) <1+Z |Ck|>

We know that 3(t) — 1 as t — oo, so that for (say) ¢t > (log2)/g, f(t) > 1/2.

The series in the last inequality converges so that, for t > (log2)/g,
| [, 0)][ D 80) = D(a,3)|de < Toe™. (3.48)
0

where

k=1
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We also have, for t > (log2)/g,

Rute )] < a0 3 o

< poe (1 + Z |ck\oc”°k).
k=1

ro(afze g)‘e

The series in the last inequality converges and z7°e~7%/2 € L0, 00); hence, there

is a number pg such that

/ooo o )|dz < fo. (3.49)
Equations (3.47)-(3.49) imply that
[ e = @0l ) DG, s ~ Ofemm), (3.50)
as t — o0.
O

3.6 Discussion

In this chapter we developed a method for solving an IBVP that involves a PDE
with a functional term. The problem was originally presented as a model for cell
division by Hall and Wake [33], who studied the separable solution. Although the
results were tailored to Problem A, it is clear from the transformations leading
to equation (3.6) that the method can be used on the differential equation (3.1)
provided r > 0. The results can be refined for a broader class of initial data;
however, it is not clear that the approach used in Section 3.2 can be adapted
to division rates that are not monomials. A key step in deriving the solution
form (3.22) is the identification of a “partition function”, P, that yields a Mellin

transform equation corresponding to a PDE without a functional term (equation
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(3.16)). A number of pantograph type ODEs have this structure. For example,
the basic model with constant growth and division rates leads to the same par-
tition function P (cf. [71]), but the general solution for the PDE reflects this

structure only in the long time asymptotic behaviour of solutions ([76]).

Theorem 3.5.2 shows that the solution m converges (exponentially) in the L!
norm to the function ®,D as t — oco. What is remarkable is that ®, depends
on t and the initial condition mg(z). For constant growth rates, the limiting
solution is purely a function of z and depends weakly on the initial data through
a normalisation constant (cf. [55] and [56]). Another feature of @, is that it is

periodic in the time variable, i.e.,

Do(z,t) = Po(,t + g~ log ),

and this gives the limiting solution its oscillatory character. The amplitude of
the oscillations depends on the initial data through the Mellin transform and the
value of D. It was shown in [12] that exponential growth gives rise to oscillating
solutions for a class of coagulation-fragmentation equations that includes the
present cell division equation. The extra structure of this cell division model,
however, allows one to not only solve the general problem explicitly, but also

determine the limiting solution in detail.

A solution m(z) can be plotted directly from equations (3.22) and (3.26) for
a given initial condition mg(xz). We provide three examples that illustrate the
influence of the initial data and the oscillatory character of the limiting solution.
In all these examples we use « = 2, v = 1 and g = 1. For the first example, let
2/

mo(z) = zle~ @4 Figure 3.4 depicts a graph of the solution, which clearly

shows the oscillatory nature of the solution. If we change the initial data to

~#*/2_then the character of the solution changes noticeably for larger

mo(z) = r?e
time (Figure 3.5). The oscillations are still there, but the effect of the term ®y is

less striking. As an “extreme” case, let mgo(z) = H(x — 1) — H(z — 2), where H
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m(x,t)

FIGURE 3.4: Illustration of the solution (3.22) with initial distribution mo(z) =
22e~ @2 G(z) =z, B(z) =z and o = 2.

denotes the Heaviside function. In this case

2% —1
Mo(S) = s

S

so that the zeros of My coincide with those of P(s), leaving the simple pole at
s = 0. Although mgy does not satisfy the differentiability conditions, we have
that M (i7;) = 0 for all j = 1,42, . . . so there is no question about the series
defining ®, converging. As predicted by the analysis, the solution does not have

any oscillations (Figure 3.6).

In terms of the original number density n, with » = 1, equation (3.46) trans-
lates to

/OO x2’6_gtn(x,t) — @O(x,t)D(x,v)‘dx — 0, (3.51)
0

so that convergence to the limiting solution is in a weighted L! norm. For general
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FIGURE 3.5: Illustration of the solution (3.22) with initial distribution mg(z) =
22
z?e” 7, G(r) =z, B(x) =z and a = 2.

r > 0, the solution to (3.1) can be recovered by calculating m as before, and then
substituting z(x) = 2" /r for x, a" for @ and gr for g in m. This gives a solution

of the form
e9'm(z(x),t)

) = =

Making the same substitutions in the limiting function ®¢D we get
/ xr+1‘6_9tn(x, t) — Po(z(x),t)D(z(x), 7)’d$ — 0. (3.52)
0

The parameter r thus determines the weighting of the norm. Note that it does

not change the period of ®.

The transformations used to construct the solution rely crucially on r > 0.
If » < 0, then the construction breaks down. Of special interest is the “critical

case” when r = 0. The large time asymptotic behaviour for this case has been
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17
0.8
0.6 i
m(x,t) ]
0.4
0.2_ 0
1
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0
2 3x
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t 6 p 3
8
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FIGURE 3.6: Illustration of the solution (3.22) with initial distribution mg(z) =
H(x—-1)—H(z—-2),G(z) =z, B(x) =2 and o = 2.

studied by Doumic and Escobedo [25], who showed that the long time dynamics

of solutions for this case are very different.

The first signs of trouble occur when one looks for a solution of the form

n(z,t) = A(t)y(z), where y is a PDF. Substituting this solution form into equation
(3.1) with » = 0 leads to the equation

g(zy(@)) + (b+ Ny(z) = ba’y(az), (3.53)

where X is a constant of separation. The problem is that there are two ways to
find A. Integrating both sides of equation (3.53) from 0 to oo gives A = b(a — 1).
On the other hand, assuming y has a first moment, then multiplying both sides
of equation (3.53) by z and integrating from 0 to co yields A = g. Thus for any
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solution y that decays fast enough to have a first moment, we must have

g=>bla—1), (3.54)

which, in general, is not true.

Doumic and Escobedo (op. cit.) show, more generally, that there are no
solutions of the form A(t)y(zf(t)), where A and f are continuously differentiable
functions on [0,00). They also derive an explicit solution form in terms of an
inverse Mellin transform. We will show in Chapter 4 that there is no PDF solution
to (3.53) along with the associated boundary conditions and, in fact, a general
time dependent solution to this problem, as well as the stochastic growth version
with constant dispersion term, can be gleaned directly if the initial condition ng

is smooth and bounded.

Finally, it is of central interest whether adding a dispersion term to this chap-
ter’s case would affect the oscillatory character we have seen. However, using the
same techniques to obtain an analytical solution does not work with the dispersive
equation, which remains to be explored. We study the influence of the dispersion

term in the following chapter for the critical case when r = 0.



Chapter 4

Degenerate cases

In this chapter, we consider a class of equations that is qualitatively different. The
general form arises from the fragmentation equation (1.4) with A given by (2.7)
at the critical case when the splitting rate B(z) is constant (i.e., B(z) = b2°), and
the growth rate is given by G(z) = gz, with a constant dispersion term D(z) = D
resulting from an added stochastic growth process. The model describes cell
division that reproduces a > 1 daughter cells of symmetrical size, where the
variables g and b are positive constants, as throughout this thesis, and D > 0.
We thus study equation (2.8) with these parameters and p(x) = 0. The equation
is

n(z,t) — Dngg(x,t) + g(xn(:z:, t)) + bn(z,t) = o*bn(az,t), (4.1)

x

and the initial-boundary data are

n(x,0) = no(z), (4.2)
lim [ — Dng(z,t) + gan(z, t)} =0,
lim [ — Dng(x,t) + gan(z, t)} =0.

99
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As noted earlier, there are no general solution techniques for equations of (4.1)
type, owing to the functional term n(ax,t), even in the simpler first order case
(no dispersion). Analytical solutions to this problem, with and without disper-
sion, are unknown. Research contributions to the above equation, as noted in
Chapter 2, have been mostly limited to the more general formula “the determin-
istic growth fragmentation equation” (2.6) with a probabilistic approach. More
recently, solutions to this case were tailored to equation (2.6) in a weak sense
through the Mellin transform and its inverse (cf. [25]). A review by Doumic and
van Brunt [24] studied solutions to the first order problem and their long time

asymptotic behaviour using the explicit solution devised in [66].

4.1 Deterministic growth model

In the absence of dispersion, the equation (4.1) reduces to

ny(x,t) + g(xn(a:, t)) + bn(z,t) = o*bn(azx, t), (4.4)

T

subject to the initial condition (4.2) and boundary data of the form

lim zn(z,t) =0,
z—07t (45)

lim xn(z,t) = 0.

In this section, we show that this problem has no PDF eigenfunction solution. In
fact, we construct a general solution by using a sequence of functions defined by

a sequence of PDEs that can be solved by elementary means.

It has been observed that there is no long time attracting solution to this
problem for L' functions (see [24] for the highlights, or [25] for a detailed account).

In other words, the eigenvalue problem posed by
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g(zy(@)) + (0 + Ny(2) = aby(ax), (4.6)

through the trial solution
n(z,t) = N(t)y(z),

for some eigenvalue A with a corresponding eigenfunction y(z), does not satisfy
the relation

e Mn(z,t) = y(z), (4.7)

as t — oo (in the L' norm). We show next that if y(z) € L'[0,00), there is no

PDF type solution to equation (4.6) that satisfies the boundary conditions.

As discussed in Chapter 2, the value of X is limited by the conditions placed
on y(x). Although there are two ways to get A, the equation A = g assumes that
zy(x) € LY0,00). It may be that y(z) is a PDF with no first moment. We thus
consider y(x) € L'[0, 00) that satisfies the associated boundary conditions (4.5),

which translate to

lim zy(z) =0,
x—07F (48)
Jim zy(z) = 0.

We also have
/O y(z) = 1. (4.9)

The value A can simply be found by integrating (4.6) with respect to z from 0 to
oo, which yields
A=bla—1), (4.10)

and equation (4.6) reduces to

g(xy(:v))l + aby(z) = o*by(ax). (4.11)

Notice that C'/x is a solution to (4.11) for any constant C, though it does not
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satisfy (4.9) unless C' = 0, and for this case (4.9) is not satisfied.

Suppose y(z) satisfies conditions (4.8) and (4.9) and is a solution to equation

(4.11). Let

o(r) = gry(z).

Conditions (4.8) imply that

lim ¢(z) =0,
z=07 (4.12)
Jin, p(w) = 0.

Since y is a PDF solution, we know that ¢ is non negative and nontrivial.
Conditions (4.12) indicate that ¢ must have a positive global maximum in (0, co),
and that there must be a largest value of x at which this maximum is achieved,
since p(x) — 0 as © — co. Let z,, denote this largest value. Since y is a solution

to (4.11), we have

() _  plax)

o (x) + ab”?
T X

At x,, we have ¢'(x,,) = 0, and the above equation yields
QO(ZEm> - @(Oéxm)a

so that the maximum must be achieved at z,, > ax,,, which contradicts the

definition of x,,.

In fact, a general solution to the PDE (4.4) can be found directly if the initial

condition ng is smooth and bounded. Let
n(z,t) = e~z t).

Then, equation (4.4) reduces to
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my(x,t) + grmg(x,t) = o*bm(az, t). (4.13)
Now, we construct a solution m(z,t) to equation (4.13) by a sequence of functions

m(x,t) = Zwk(x,t),
k=0
where the wy are defined by a sequence
U}()(x, t) = mO(xe_gt)a
and for all £ > 1,

0 0
awk(x, t) + gx%wk(x, t) = oabwy_, (ax, t), (4.14)

with
wg(z,0) = 0.

The choice of the argument for wy is motivated by the characteristic projections

to (4.14) given by
T = negﬁ’
t=¢.

In terms of the characteristic projections,
wi(w,t) = wi(ne®, €) = w(n, ),

wi (o, t) = wi(aned®, &) = w(n, £).

We will drop the tilde for simplification unless there is scope for confusion. Equa-

tion (4.14) is thus

0
%wk(n?g) = Oﬂb@k—l“%f)? (415)
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the solution of which is

3
wi(n, &) = aQb/O Wy_1(n, 7)dT.
We find that

b g
wi(n,§) = ( k!§> mo(a’“n)-

The general solution, therefore, can be written as
(4.16)

Note that the uniqueness and non negativity results of Section 3.1 can be adapted

for this case.

The long time asymptotic behaviour of n is not obvious from the solution

(4.16). We can, however, provide an example for a given initial condition ny

FIGURE 4.1: Ilustration for the long time asymptotic behaviour of the solution
(@=2)2

(4.16) with G(z) = 0.2z, B(x) = 0.2 and initial distribution ng(z) = ze™ 2
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FIGURE 4.2: Spatial snapshots (close to the origin) from Figure 4.1.
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FI1GURE 4.3: Temporal snapshots from Figure 4.1.

to examine the influence of the initial data and the oscillatory behaviour of the

. . o —(z=2)%
limiting solution. We consider the initial distribution ng(z) = ze = with

g =02 b=02and a = 2. We observe that the limiting solution exhibits
periodic oscillations but different in character from the model in Chapter 3 (see
Figure 4.1). Here, the number of cells is concentrated closer and closer to the
origin with an increasing amplitude as time evolves. One can take sectional
snapshots along the x axis close to zero to see that as time increases, the limiting

solution shape grows toward the origin (cf. Figure 4.2). If we take snapshots
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along the t axis, we can observe that the time attracting solution tends to a
shape close to a Dirac delta type solution (see Figure 4.3). Actually, it can be

shown that a generalised solution of the form
n(z,t) = et V()

satisfies equation (4.4). It is worth noting that this generalised solution also

satisfies (4.1) when the dispersion term depends on z.

Doumic and van Brunt (op. cit.) also noted the oscillatory character to this
problem using the Mellin transform and studied its connection with the explicit
solution (4.16). In the next section, we explore the stochastic growth version of
the above problem with a constant dispersion term. The central question here
is whether the addition of a dispersion term damps the oscillatory solution and

perhaps even leads to a PDE that admits a separable PDF solution.

4.2 Incorporating stochastic growth process

In this section, the model incorporates stochastic growth process that gives rise
to a dispersion term (as discussed in Section 1.4). In the previous section, the
hyperbolic character of equation facilitated the problem solving, but the method

cannot be adapted for this case.

Although this section is primarily concerned with linear growth rate and con-
stant dispersion and division rate, we first review the solution techniques and
results for the case of constant parameters, since they can be extended, in some

sense, to the linear growth rate case.
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4.2.1 Constant parameters

The simplest choices for the modelling parameters of the growth equation (4.1)
can be constants. Analytical solutions to the IBVP have not been known until
recently, when Zaidi [75] developed techniques to solve such a problem for general
initial data. In brief, the problem is transformed and simplified into a formula
in the form of cumulative function and then recast into an integral form in the
Laplace space, where the kernel is an a priori Green’s function. The Laplace
transform method has been found to be a useful tool for growth equations in many
cases, as discussed in Chapter 2, including this example. However, the inverse
problem remains a challenge, although it was overcome using a Paley-Wiener
theorem to ascertain solution existence in a suitable Hardy space. Efendiev et al.
[27] lately proved that such a problem can be avoided and showed the solution

exists in the time domain in a more elegant fashion.

Equation (4.1) for positive constants D, g and b is simplified by a transforma-
tion of the form

n(z,t) = e "n(x,t),

A

and further simplified by setting n(z,t) = n(Z,t) with & = 2 and D = g%.
Dropping the tildes and circumflexes, these transformations lead to
— Dngg(z,t) +ny(z,t) + ng(z,t) = ba’n(azx, t), (4.17)
subject to the initial condition (4.2) and the boundary conditions
lim { — Dny(z,t) + n(z, t)] =0, (4.18)
z—0t
lim. {— Dng(z,t) + n(x,t)} = 0. (4.19)

Following Zaidi (op. cit.), let
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m(z,t) = / T (e, e, (4.20)
Then equation (4.17) becomes
— Dmy,(z,t) + my(x, t) + my(z,t) = bam(ax,t). (4.21)

Following up the transformation and applying the conditions (4.18) and (4.19),

the boundary condition at zero for equation (4.21) converts to
m(0,t) = ke*,

where it is assumed that m — 0 as x — oo for any t > 0, and k£ = ;. The initial

condition for m is

m(e,0) = [~ no(€)dg

where my is non negative because ng is a PDF. The solution technique is to apply

the Laplace transform with respect to time,

Lz, 1)} (s) = /O et t)dt

= ZL(x,s),

(4.22)

to equation (4.21), and then find an appropriate Green’s function. The imple-

mentation of the Laplace transform (4.22) in (4.21) yields

— DL (x,8) + ZLp(x,s) + sL(x,s) = baZ(ax,t) + mo(x), (4.23)

with boundary conditions of the form

k

Z(0,5) = s—ab’

(4.24)
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lim Z(x,s) =0. (4.25)

T—r00

The Green’s function is found by converting the problem into an IBVP with

homogenous boundary conditions. Let

L(x,s) = SF—(Zzb —V(z,s), (4.26)
such that
lim F(x) =0, (4.27)
and
F(0) = k. (4.28)

This transforms equation (4.23) into

— DV (2, 8) + Vi(, 5)+sV (2, s) — baV (azx, s) + mo(z) — F(x)
1

= ——{=DF"(x) + F'(z) + sF(z) + abF (ax)},

(4.29)

" indicates to the derivative with respect to the argument. Zaidi noted

where
that the RHS of equation (4.29) can be reformulated into the well-known second

order PE by choosing an F'(x) that satisfies
— DF"(x) + F'(z) + sF(z) = abF(ax). (4.30)

This equation was proved by Wake et al. [73] to have a unique solution of the

Dirichlet series form:

F(z)=>" e~ (4.31)
=0

with a first derivative that can be scaled to a PDF, since F'(x) < 0 for all = > 0.

The coeflicients are '
i (=1) (ad) aq

tn = kl;ll (Dr2a?k + rak — ab)’
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where ap > 0 is a number to be determined from (4.28), and the variable r is the

positive root of the indicial equation

Dr? +r—ar=0.

This reformulation leads to

— DV (x,s) + Vi(z, s) + sV (x,s) = abV (ax, s) + vo(z), (4.32)

with
vo(@) = F(x) —mo(x), (4.33)
V(z,0) = lim V(z,s) = 0. (4.34)

The problem consisting of equations (4.32), (4.33) and (4.34) can be recast as an

integral equation of the following form

V(z,s) =ab /OOO G(z, & s)V(ag, s)dé + f(x,s), (4.35)
where
flas) = [ Gl spu©)de,

and G(z,&, s) is the Green’s function associated with the boundary value problem,
which satisfies

— DG" + G+ 5G = b(z — €). (4.36)

The Green function is

em¢ —miT mox
G(x,&,8) = Gi(2,€,8) = Dy (7™ —€™2%), 0 <@ <,
1S GQ(:E?&) S) = %(e*mzﬁ _ e*mlf)’ 5 < T < OO’

where m; and my are given by
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1++v1+4sD

my = D )
2 (4.37)

1—+1-4sD

mo — 2D .

The equation (4.35) can be put in the form of a singular Fredholm equation of

the second kind:
V(z,s) = b/ooo G(x, i, s)V(a&, s)dé + f(x,s).
The solution thus is the Neumann series
V(z,s)=f+Kf+K*f+---

where

Kf=ab [~ Gla&s)f(ag 5)de,

and for 7 > 1
Kt f = K(K7 f).

It can be shown that a unique solution exists. Zaidi (op. cit.) used a contraction
mapping in the Banach space (L;’O[O, o0), ||+ ||oo) of functions V' : [0,00) x C — C,
such that for s € C, V is bounded in [0,00) if R(s) > ab. The inverse of the
above series directly is formidable; however, Zaidi (op. cit.) showed that an
inverse exists in the Hardy space H%(Q) with the aid of a Paley-Weiner theorem.

Further, it can be shown that
im(z,t)| ~ o(e™),

for some ¢ > ab. The reader is directed to [75] for details.

It is not straightforward to glean the long time asymptotic behaviour from
the Neumann series. Efendiev et al. (op. cit.) realised that the Neumann

series can be bypassed and the solution constructed in the time domain directly
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through the fundamental solution to the Cauchy problem associated with the
inverse of the equations (4.32) and (4.33), and that this fundamental solution
can be found using the inverse transform of the Green’s function in the Laplace
space. They noticed that the product of the Green’s function in the Neumann
series is a Laplace convolution which is a lot easier to invert. That is, to consider
the inverse of (4.26)

m(x,t) = e F(z) — v(x,t), (4.38)

where F'(x) is given by (4.31) and v(x,t) is the inverse transform of V(x,s), by
which the IBVP (4.32)-(4.34) is inverted back to the time domain; viz.,

— Dvgp(z,t) + vz, t) + vp(z, t) = abv(ax, t), (4.39)

(0,1) =0, (4.40)

Vt>0,and

v(z,0) = F(z) —mo (4.41)
= wo().

The solution to the Cauchy problem,

—Dug,(x,t) + u(x, t) + ug(z,t) = 0,
t (4.42)

u(z,0) = up(x),

can be found using the inverse transform for the Green’s function G(z, €, s). This

leads to
u(z,t) = /0 T, €, Duo (€)de, (4.43)

where _
U(x, & t) = 62_\/%(1 - e‘éf> (4.44)
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is the fundamental solution to (4.42). In fact, this solution is a relic from the

original Green’s function.

Now, the first term in the Neumann series is

Volw.s) = [ Gla, € syun(e)ds

and this corresponds to

vl t) = [ W& s)un(§)ds.
The next term in the Neumann series is

(1,8) = ab/ (2,81, / G(ay, &, 5)wo(&a)dEadE
(4.45)
—ab [” { | Glag & 06 <x,§1,s>d§1}wo<fz>d§2.

The product of the Green’s functions indicates a Laplace convolution. The

Vi(z, s) term thus has an inverse transform

) o0 t
W@”:“AQM@AkAW%&“”WW@&ﬂW%@2
It can be verified directly that
_Dax:r:vl (.’17, t) =+ 8,5?]1 (.Z', t) + 017}1 (x> t) = @bvo(a-’ﬂa t)?

in which the term U(z,&,0), arising from the time derivative, acts as a Dirac

delta function. The next term in the Neumann series is

Valw,s) = (a0)* [~ Gla.6o,s) [ [ Glage, 1,566, &, s)daun(€)dady
(ab) / // G(, &0, 8)G (o, &1, )G (a1, €2, 8)dEod1wo(§2)dS2,
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and this suggests a representation as a sequence of convolutions. Let

(‘T 507 ) (LE 607 )v
(2, &0, &1, 1) / Wo(z, &0, t — 7)Wo(ao, &1, T)dT
qu(l’,&),gl,fg,t :/0 \110 x,{o,t—T)\Ill(afo,§1752,7)d7

\Ijn(x7€07§17 ~--7§m t) = /Ot \IIO(xaé.Oat - T)\Iln—l(a§07£17 ~~7€n7 T>d7—

then the formal solution can be written as

x,t) = ivk(x,t), (4.46)
k=0

where
vp(w,t) = /OOO o /OOO Ui (x, &0, oy ey t)wo () dEy .. dEy.
k-times

The authors put the above formulation in a more conducive form for analysis.

Now,
wlat) =ab [T un(@) [ [ W6t - g, . ndrdgds,
—ab [ [T 6t [T unle)v(ag, &, m)dede dr
=ab /Ot /OOO U(z, &, t — 7)vg(a&y, T)dErdT,
where

%m&ﬂzégm@wm&&ﬂ%z

Similarly, for k£ > 0,

Vg1 (z, t) ab/ / (x,&,t — T)vp(aly, T)dE dr, (4.47)

and so the equation
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— D0y Vg1 (2, t) + Opvgr1 (2, t) + Opvpya(z, t) = abu(ax, t),

is satisfied. Now the above reformulation makes the payoff — the series (4.47) can
be shown easily to converge uniformly in any set of the form Qr = {(z,t) : z >

0,0 <t <T}; moreover,

[e.e]

: —abt -
151(1) ; ‘m(x,t)e F(:c)‘d:c =0,

where F'(x) is defined by (4.31).

4.2.2 Linear growth rate

In Section 4.1, we managed to find a general solution to the deterministic growth
case. Also, we showed that there is no PDF solution to the associated boundary
value problem. In this section, we show that this property persists, 7.e., there is
no PDF solution to the associated boundary value problem if the coefficients g
and b satisfy a certain inequality. We will exploit the techniques and results in
Section 4.2.1 to show that there is a general solution to this case. For uniqueness
and positivity of solution, one can adapt the uniqueness proof in Chapter 3, and

so the positivity proof would be achieved in principle.

4.2.2.1 The separable solution

We have seen that the separable solution plays a pivotal réle in the study of long
time asymptotic behaviour of solutions. We now look at the separable solution

for the second order case. Let
n(z,t) = N(t)y(z).

Substituting this solution into equation (4.1) with the conditions (4.3) yields
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— Dy"(x) + (gay(@)) + (b+ Ny(x) = a’by(az), (4.48)
Tim [ = Dy () + gay(2)| =0, (4.49)

and
lim [ = Dy () + gay(z)| =0, (4.50)

where A is a separation constant to be determined. Solutions to this kind of prob-
lem have been found for the case of constant coefficients (a Dirichlet series type
solution [73], eigenfunction expansion type solutions stem from the reformulation
of the problem as a singular Sturm-Liouville one [70]), and a case with variable
dispersion term and constant coefficients (a modified Bessel function type solu-
tion [71]). More solutions to non symmetrical cell division problems and other
non cell growth models are also observed, as was discussed in Chapter 2. We

show that if the coefficients g and b of the above problem satisfy the inequality
g > abln(a), (4.51)

then there is no PDF solution in this case.

Suppose that y(z) € L'[0,00) is a PDF, so that

/OOO y(x)dx =1, (4.52)

and y(z) > 0 for z > 0. Then the constant A is found by integrating (4.48) from

zero to infinity with respect to z, and this yields
A=bla—1),
so that (4.48) becomes

— Dy (x) + g/ (x) + (9 + ab)y(z) = *by(ax). (4.53)
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The zero flux condition (4.49) indicates that

y'(O) =0,
and
Dy"(0) = [g — ab(a — 1)]K,
where
K=l o).

We can deduce that K > 0 by first recasting (4.53) as

where

Since 0 < [ y(£)d¢ < 1 and y is a PDF, we have

Tim y(a) = [ e F o)
K > 0.

We can verify that
lim zy(z) = 0.

T—00

Indeed, by using L’Hopital’s rule, we have

Jiyg ay(@) = Jim =

(4.54)

(4.55)

(4.56)
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2
O
= xh—{{.lo B 79212 (g N %) — 07

where ¢(x) — 0 as © — oco. Similarly, it is straightforward to show that

. / -
Jim v (@) =0.
Suppose that
g>abla—1). (4.57)

Then equation (4.55) implies that y”(0) > 0, so that there is an interval (0, A)
in which y/(z) > 0. Since y has to decay to zero eventually as x — oo, a global
maximum must be achieved in (0, 00); moreover, since y(x) — 0 as © — oo, there
must be a largest value x,, at which y achieves this maximum. At such a point,

we have y(z,,) > 0, ¥ (z,,) =0, ¥ (z,,) <0 and

Y(xm) > ylaz,y,).
Thus,
_Dy//(xm) + (9 + ab)y(zm,) = O‘Qby(axm)>

so that

(g + ab)y(x,y,) < a?by(ax,y,) < Pby(x,,),

and consequently

g < abla—1),

which contradicts inequality (4.57). We can sharpen this result. Suppose that

g <abla—1).

Then y”(0) < 0, ¢/(x) < 0 and y/(z) € C°[0,A) for = in the interval (0, A).
Equation (4.53) can be recast to
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~Dy'() + gry(a) = ab [ y(€)de.

Choose an z which satisfies y'(z) < 0 for all 0 < z <
€€ (0,A), we find

QI

. Since y(§) < ‘;‘—é’ for

ab (abln(a)\?
:gb<blg )1

ab (ozb ln(a)>k 1
< JR—
g g

It

g > abln(a),

then y(z) =0 in (z, ax) for z € (0, A). Since y(0) = K > 0 and y(z) € C°[0, A),
it is a contradiction, and there is no solution for g > abln(a) other than the

trivial one.

Finally, suppose that
g=abla—1).

Then y”(0) = ¢/(0) = 0 with y(0) = K > 0. Either y has a global maximum in



Chapter 4. Degenerate cases 80

(0,00) or y is monotonically decreasing in [0, 00). The argument used to exclude
g > ab(a — 1) can be used to eliminate the former case; the argument used to
refine the bound g < ab(aw — 1) can be applied to the latter case. In any event,
we have the condition

g <abln(a) < abla —1), (4.58)
for any PDF solution.

It may be that there is a PDF solution to this problem for g small, but in-
equality (4.58) shows that for general g, b, a there will not be such a solution.
We note that if g = 0, it is a special case of the second order PE which is known

to admit Dirichlet series solutions of the form

>0 k
y(x) — chefaa :)3’
k=0

where a = %b, and

-1 k k
= (T

1(o"-1)
2n
H a™ —1
n=1
for k € Z*. Moreover, the parameters g, b and « are independent parameters

from biology and, unlike the constant coefficient case, the inequality (4.58) places

restrictions on these parameters.

4.2.2.2 The general solution

Motivated by the solution techniques and results in Section 4.2.1, we construct a
solution to the problem consisting of the equations (4.1)-(4.3) by converting the
problem into integral equations through a sequence of functions {v(x,t)}, defined

by a sequence of PDEs, at which the integral kernel is an a priori function.

Let

n(z,t) = e a(x,t),
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then equation (4.1) becomes

ny(x,t) — Dng,.(x,t) + g(xn(m, t)> = o’bn(ax,t), (4.59)

T

where the hat is dropped for simplification unless there is a danger of confusion.

Now, let

n(x,t) = g: vg(x,t)

be a solution to equation (4.59) that satisfies the conditions (4.2)-(4.3). Then,

we define the following sequence for all k£ > 0,

[@ + L|vps1 (2, 1) = aPbug(az, t), (4.60)
where
uk(z,0) = 0,
lim+ Opvp(z,t) =0,
e0 (4.61)
lim | — DOyvi(x,t) + grvg(z,1)| =0,
and

L=—D0,, + gx0, +g.

For k = 0, the system satisfies the homogenous linear FPE

[at + 4 vo(, 1) = 0, (4.62)
with
vo(z,0) = no(z), (4.63)
mllrél+ Oxvo(x,t) =0, (4.64)
lim | — DO,vo(z,t) + grve(z,t)| = 0. (4.65)

T—00
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The solution to this problem can be expressed in the form

vo(a,t) = [l & no(€)d (4.66)
in which ¢ (z, &, t) is the fundamental solution that obeys the following:
I. [at —|—£]¢(m,§,t) =0, Vax,t >0;

II. g%w(x,ﬁ,t) =d(x—¢), for0<ax<oo;and

II1. for any large enough fixed ¢t > 0,

lim | = Do (a,€,0) + gri(a,€0)| =0, <<,
Jim | = DO, & 8) + gup(a&8)| =0, €<v< oo

One can show using the Fourier transform (see [57], Chapter 5) that for all £ > 0

there is a solution

Kt gt gt
(.6 ) = ¢(%) (e _ R (4.67)

B g
k() = \ 2D(e2gt ~1)

Notice that we made an odd extension of G(z, £, t) from §(z—&) with respect to the

which satisfies I, where

space variable x in order to satisfy the boundary condition at z — 07. Also, notice
that ¥ (z, &, t) is a Gaussian distribution, i.e., ¥(x, &, t) € CO"([O, o0) X (0, oo)) It

is easy to confirm that condition II is satisfied and so is condition (4.63). Namely,

> K(t) % _k2(s)(o—cert)? dzeest
/ @/J(x,é“,t)df:—/ e~ K D= (1—6 ate )dg
0 ﬁ 0

< K<t>/°° e~ K2 (W)(z—Eem)? ge

SN :

e_gt o

- ﬁ —K(t)z

)
e “du
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<1

Y

wherein we set

u=K(t)(e” —x),

and use the identity

1 o0 2
ﬁ/_we_u dU:].

For the condition III, we first express the spatial derivative:

Pl s = K}? [ — 2K3(t) (1 — Eett)e KD

. @ { _ 2K2(t)<l‘ + gegt)esz(t)(eréegt)z

N

3
_ 2K (t)éegt [€K2(t)(xgest)2 +€K2(t)(x+£egt)2]

vl
_2K°(1)

T
3
_ 2K (t) gegt [€—K2(t)(m—§egt)2 + €—K2(t)(m+§egt)2] _ 9K (t)l"(ﬁ(]?, 57 t).

NG

. [ewaxmsew _ o K2(0)(egest)?

Asxz — 0T,
2K3(t> 2 )2 2 t\2
; — gt | ,— K= (t)(—€e?") —K=(t)(ge?)
:):IL%I‘*' a:rw<x7 57 t) - \/E 56 {6 te ]
3
= 0 oo (4.65)
m
=0,

for any fixed ¢ and sufficiently large t. As x — 0o, we can see for any fixed &
that

T—00
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and

3
lim 0,9 (x,&,t) = 2K (t)fegt lim |e K7 ®@-ger)? 4 o= KB @+

T—00 ﬁ T—00

=0,

since ¥(x,&,t) decays exponentially. It is obvious that vy(x) satisfies condition
(4.64), and it is straightforward to verify the same for condition (4.65). We take
the first part in (4.65);

lim Dyvo(z,t) = lim [ 9y, €, )no(€)dé
T—>r00 T—r00 O
_ 2K [ [e—m(t)(x—gegt)? + e—K2<t><x+gegt>Q]fno(f)dé
ﬁ =00 Jq
—2K2(t) lim [ aib(e. &, D)o (€)dE.

T—00 0

The second part of (4.65) yields

lim zvg(z,t) = lim Ooxw(x,g,t)no(g)dg

T—r00 T—00 0

_ K(t) - oox{e_Kz(t)(x_gegt)z B e_K2(t)(a:+£e9t)2 n0(€>d§

ﬁz%ooo

Since vy is differentiable, (4.65) is fulfilled by (4.68), (4.69) and (4.70). The next

sequence of solution is

t proo
U1 (l’, t) = Oé2b/ / 1/1(5(], §7t - T)UO(Q§7 T)dng
0 Jo
One can verify that this solution also satisfies

[at + E} vi(z,t) = &*bvg(am, t),

lim O,vy(z,t) =0,

z—0t

lim [ — DO,vi(x,t) + grv (x, t)]

T—r00

0.
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And we can continue in this pattern to generally write

Vgr1(x,t) = aQb/Ot /Ooo U(x, &t — T)vp(al, T)dEdT.

Therefore, the general solution can be written formally as

n(zx,t) = i vg(x,t). (4.71)

k=0

This solution satisfies the initial condition (4.2) by construction and can be veri-

fied to satisfy the PDE (4.1) for all £ > 0. Evidently,

o0

ny(x,t) = /Ooo (2, &, )ng(§)dE + a%/ot /OOO Yy, &t — Z (&, T)dédT

QQbZ v (o, t),

k=0

1 (2, 1) :/0m¢x(x,§,t)n0(§)d§+a2b/0t /OOO Do, £, — gvk of, 7)dedr,

Ny (T,1) = /OOO Vo, &, t)n0(€)dE
+a?b /0 /0 " ua(, €, — 7) ];)vk(aé, r)dedr.

Substituting these derivatives into (4.1), we have

/0 [& +£}¢(IL’ §, t)”o(&)df—i-ofb/ / [& + L|p(x, &t — ka of, 7)dédT

+ a®b Z vp(am,t) = o®Baz)n(az, t).
k=0

By condition I, the solution satisfies (4.1). The properties of the solution depend

on that of ng. If ng is smooth and bounded, then the solution converges uniformly.

Lemma 4.2.1. Let ng > 0 be a PDF that is bounded on [0,00). Then for any
T > 0, the series defined by (4.71) converges uniformly in Qr = {(z,t) : © >
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0,0<t<T}.

Proof. Since ng is bounded, ||ng|| = sup |no(z)| < co. The first term in the series
x>0
(at £ = 0) shows,
ol )] =| [ € ()i

S QHHO||7

where

0= [ i€t

For k = 1, we find that

o0 < 0| [ [Tt &t = ryuotag, 1ydedr
< afglinall || [ oot =)
< a®bq||nol| /Ot qdr

< a2bq2t||n0||.

dedr

Clearly, the same argument on ¥ (x, &, t) applies to the temporal shift ¥ (&, &, t —
7), and any bound for vi(z,t) is also a bound for vg(ax,t). So that, at k = 2 we

have

t 0
ea(e ) <0 [ [ ot e - )
0 JO
t
ga%wm%H/Tm
0

2\21.2 3t2
< (04 ) b q §||n0|].

vi(a&, T)|dédT

For general k we have
0 \ K
al[noll (qa?bt)"
k! ’

|or ()] <

hence,
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In(z, )] < ki ok, 1)|

o) tk
< Q||n0||zckg

k=0 :
= qlInolle®*

< QHnOHQCTa

where C' = ga?b. We thus conclude that the series converges uniformly in Q.

4.3 Conclusions

In this chapter we constructed general solutions to the cell growth equation with
linear growth rate (corresponding to exponential growth) and a constant division
rate with and without dispersion. We showed that, in general, there are no
PDF type separable solutions in the L'[0, c0) norm for this kind of problem, i.e.,
linear growth and constant division rates. The uniqueness and positivity proofs
of solutions for both cases are not shown in this chapter, but one can adapt the

techniques from the case in Chapter 3.

In the first order degenerate case, the hyperbolic character of the equation led
to the choice of wy and simplified the solving for a general solution. We provided
an illustration with a Gaussian initial distribution for the long time asymptotic
behaviour for this case, as studying this behaviour from the solution (4.16) is not
obvious. This showed the oscillatory character of solution in the time domain
as predicted for exponential growth, but different in character from the case in
Chapter 3. The illustration led to the observation that a Dirac delta type solution

is also a generalised solution to (4.4).



Chapter 4. Degenerate cases 88

For the second order degenerate case, the solution method in Section 4.2.1 led
to the solution formulation, which depends on identifying a fundamental solu-
tion to the local problem (4.62)-(4.65). We showed that the solution converges
uniformly in the domain of definition. It remains elusive to study the long time
solution dynamics in the stochastic growth equation. We showed that if the pa-
rameters g, b and « satisfy the inequality (4.57), there are no PDF separable

solutions. It is not clear that a PDF separable solution exists for the case (4.58).

Finally, it has been noted for related models with a density dependent dis-
persion term (cf. [27]) that there is a notable effect on the dynamics, but it is
unclear in the exponential growth case with constant or variable dispersion term.
In the next chapter, we use numerical methods to study possible behaviours and

the influence of the dispersion term as a constant.



Chapter 5

Numerical simulation

5.1 Introduction

In this chapter, we apply numerical methods to find approximate solutions to the
continuous second order degenerate case introduced in the preceding chapter and
study related qualitative properties. In general, this chapter by no means aims to
do an extensive numerical analysis but to provide a simple numerical method to
further study equation (4.1) and use some established results in order to validate

the numerical method. The discretised model involves a truncated function A.

In this chapter we consider the equation

ni(e,t) = Dngu(a,t) + (G(o)n(e, )+ Bla)n(x,t) = *Blaz)n(ax,t), (5.1)
subject to the initial condition

n(x,0) = no(zx), (5.2)

89
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and, for all ¢ > 0, the boundary data

Tim [— Dna(z,t) + G(z)n(x, t)] _ o,
(5.3)
lim [ — Dny(a,t) + G(a)n(z, t)] 0,

where D > 0. Here, a > 1 and ng(z) is assumed to be a PDF. As an IBVP of one
space dimension involving time, the finite difference approximation method can be
used (among several methods). This method has been utilised to solve parabolic
equations such as the heat equation (see, e.g., [2], [19], [39]), hyperbolic equations
such as the advection equation (cf. [60], [77]) and the wave equation (]28]). Here,
we implement the forward-time centred-space (FTCS) method with uniform step
sizes. The derivatives are approximated with a first order derivative temporally
and a second order derivative spatially. The method provides a formula n(z,t +
At) which depends on the values of n(z,t) at time ¢ based on information from
the initial and boundary data. We seek numerical solutions to particular cases of
equation (5.1) for both the parabolic case and the hyperbolic case (D = 0). The
numerical application of the hyperbolic case in this chapter serves mainly as a
validation exercise, as there are examples at which we know the limiting solutions’
properties. It is convenient to develop the aforesaid method to the parabolic case
first, and then adapt it to the special case when D = 0 (the first order hyperbolic
PDE).

5.2 The finite difference method

In principle, the finite difference method replaces the defined domain of inde-
pendent variables with a finite mesh (grid) of nodes/points and uses difference
formulas to approximate the continuous derivatives at each node on the mesh
using Taylor’s theorem. This leads to a system of algebraic equations. For any

approximation method, there are errors, stability and convergence analysis that



Chapter 5. Numerical simulation 91

warrant further study; however, our goal is to simply design and implement a
method in order to produce graphs that suggest possible solution behaviour. We
do, however, consider these problems, but not in depth, and the reader is directed

to various references for more detailed analysis.

Let n be the approximated value of the exact solution n(z,t) of equation (5.1)
at (x,t) = (z,t;). Suppose that we discretise the x space 0 < x < 2,4, into N
equidistant finite nodes and similarly discretise the time space into M suitable

uniform steps. Let

and

tj = (j — 1At

wheret=1,2,..., N and j =1,2,..., M, as shown in Figure 5.1. The step sizes

FIGURE 5.1: The discretised space.

Az and At are crucial parameters for stability and convergence of the numerical
scheme. Assuming stability generally is a formidable problem, particularly, for
non linear systems. For this problem, however, von Neumann analysis (cf. [39])

is sufficient to give guidance on the size of these steps. In brief, it states that for a
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chosen Az, the step size At must be small enough to satisfy a certain amplification
factor that stems from decomposing the errors using Fourier analysis. In short,
we need to choose N and M such that At < (Az)? for the parabolic equation in
order to gain stability, with

x
A — max
T
and
t
At — max
M )

at which z,,,, and t,,,, indicate the maximum values for x and ¢, respectively.
This can be relaxed to At < Ax for the hyperbolic equation. The Courant-
Friedrichs-Lewy (CFL) condition (cf. [60]) can be used to analyse the stability

for hyperbolic equations as well.

The FTCS scheme approximates the continuous derivatives in the x-t space

using Taylor series expansion about the points ¢; and z;. This gives

ne(ws,t5) = — Ny (w4, 75)
G g A : (5.4)
At
for some 7; € (t;,t;41), and
n(x + Az, t) —n(z — Ax,t Az?
n.—nl ’
~ Y+l 1—1
2Ar
n(z + Az, t) — 2n(z,t) + n(x — Az,t) Az?
Ny (xa t) = - n:c:c:c;t((m 13 )
(Az)? 12 ! (5.6)

J J J
Mg — 2m G

(Az)? ’

for ¢ € (x;_1,7i11), provided n is sufficiently smooth. The functional term
n(ax,t) is evaluated at any point (x;,¢;) on the finite mesh by a linear in-

terpolation of n(xps),t) and n(zhu)+1,t) such that for any unique index h(i),
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The) < axy < Tpeg)4+1. Hence,

nlaw,t5) = n(one ) + (@i, ) = nlone )
=Nyt Si <ngz(i)+1 - ”i(i)) (5.7)

=(1- Si)ni(z’) + Sini(i)H?

where
5 — ( QT — Th(s) )
Tpy+1 — QT4
_ (041'@' - xh(z’))
N Az '
We set
n(ow;, t;) =0, (5.8)

for any ax; > Tz

5.2.1 The parabolic case

The finite difference approximation of equation (5.1) using (5.4)-(5.6) yields

. AL , o
+1 ! J J J J
nit = <1 — At(B(a:i) +G (mz)>>n, + (Ax)QD{niH — 2m; + nz’—l]
At . .
— o3 CGla) [y —nl ] +e?AtBlaz)n(ax; ;) (59)

_ J J J J
= &n; vy ey + P

“w’rm

where indicates the derivative with respect to the argument, and

G=1- 2(5)219 N (B(m + G’(xi)), (5.10)

v = D — G(z;), (5.11)
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At At
= e T aag o) >12)
and
Pij = Ato? B(ax;) [(1 — si)ni(i) + Smi(i)ﬂ}. (5.13)

Note that we do not differentiate G(z) numerically, but we use an expression for

the derivative (G'(x)). The von Neumann stability analysis indicates that

DAt

The truncation error for this case is

At Axt Ax?
Ei; = 7”&(%, ;) — Dﬁnzzzm(g) t;) + G(Ci)T”xa:a:(Ciu t;).

The boundary conditions (5.3) are discretised using central difference along the
boundaries, in this situation, at ¢ = 2 and ¢ = N + 2 (indicated by squares in

Figure 5.2) corresponding to x = 0 and .., respectively; hence,

2Ax

ni = nj — 7G($2)n§7 (5.14)
; ; 2Ax ,
n§v+3 = ”3v+1 + TG(INH)MVH- (5.15)
In this scenario,
x; = (i — 2)Auz.

The finite difference for the initial condition (5.2) is given by

ny = no(;), (5.16)

which prescribes n}, for all 2 < i < N + 1, by a given function ng. One recurring
problem in numerical computing is the emergence of the ghost/artificial points
x1 and x5 (indicated by solid circles in Figure 5.2) in the boundary conditions.

Here, the left boundary condition at x5 is satisfied by (5.16). In order to ensure
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FIGURE 5.2: The finite difference scheme involving ghost (artificial) points.

no flux across the right boundary, we let x,,,, = Tn11, and by the assumption

(5.8) we thus have
”§v+2 = ng\/+3 =0.

If the values of n at the time step j are known, the formula (5.9) will give all

the values at time step j+ 1, and then it can be iterated as many times as needed
to march forward in time. Thereby, we can conduct the following iterative linear

system of algebraic equations. The first time step is

The next time step gives
2 _ o1 1 1 1
n; = &n; + Villigq + €N;_q + Py,

where ;, v; and ¢; are calculated from (5.10), (5.11) and (5.12), respectively, and
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Pil — AtQZB(@$i> [(1 — Si)no(l’h(i)) + smo(xh(i)ﬂ)]

We have
ny = Eny + veng +eny + Py
2Ax 1
= (52 — €9 D G(ZEQ))H()(ZEQ) + (VQ —+ 62)77,0(!173) + PQ,

n§ = égné + Vgni + egné + Pgl
= &3no(z3) + vsno(xa) + e3no(as) + P?,l>
ni = 54”}; + V4n51) + 6477% + P41

= 54”0(1104) + 1/4n0(x5) + 64710(353) + P417

2 _ 1 1 1 1
Nng = ENp1fin gy + UNNy g T enpaniy + Py
1
= {ng1n0(TNg1) + Uns1no(Tnge) + ensino(n) + Py
We can now use n? to evaluate the following time step n?, i.e.,

3 _ .2 02 2 2
n; = &g+ ving - ang_y + B

We can continue in this manner up to the ¢; = ¢); step. Accordingly, the problem

can be reduced to the linear equation

D e w0 0 0 o o] [wd] [P+ eni]
nit e & v 0 0 ... 0 n} Pj
0 0
=10 0 +
i D el el T, 0 nh_, Pl
nit! 0 0 ... 0 exv &v  wvn nl, Pl
ng\;rL 00 0 0 evta §N+1_ _ngvﬂ_ I P]{,H
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5.2.2 The hyperbolic case

If D = 0, the IBVP involves a first order hyperbolic equation with boundary
data of a Dirichlet type. This means we have no ghost nodes, and the numerical

equation reduces to

. , At ; ;
+1 _ , s _ = , —
nitt = <1 — At(B(x:) + G (ml)>>n§ 5 MG(xz)[niﬂ nl_,|
+ ?AtB(ax;)n(ax;, t;) (5.17)

_ J 0,7 0,7 J
=&n; +ving +enig + B

where the initial condition is as given by (5.16) with 2 < i < N — 1, and the
boundary data are

G(x1)n) =0, (5.18)
Glzy)n’y =0, (5.19)

with & and P/ as given by (5.10) and (5.13), and ©? and €? indicate the value
of (5.11) and (5.12), respectively, with D = 0. Besides von Neumann stability
analysis, the Courant-Friedrichs-Lewy (CFL) condition can be used in this case
to provide stability criteria. The CFL condition indicates that if
G(z)At
Az

<1,

then numerical stability can be acquired. The truncation error is

At Az?
Eij = 7”:2(%’,7]') + G(Q)T”xm:(futj)-

The numerical solution, hence, is evaluated within the grid points 2 <i < N —1

for all 7 > 1, and the matrix form for this system reduces to
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W e w0 0 L 0 n || P
nit & & 1) 0 e 0 nj PJ
=10 +
n]]\;r_12 oo e T - 0 ng\,_Q PJ{,_Q
_njj\?r—ll_ 0o ... 0 o1 vt V]%fl_ _ng\/—l_ _P]{f—l_

We employ the MATLAB software environment to implement both systems.

For a better evaluation, we define the approximated solution ng by a vector

ny

3

J
NN_o

i
_anl_

for all 7 > 1. In this way, the software program works out the numerical evaluation
through this vector looping over time steps. In general, we consider the initial
condition ng(x) to be given by a Gaussian type distribution at particular choices
of interest for the parameters D, G(z), and B(z) where o = 2 and the step size

Ax, and At are chosen consistently to ensure stability.
5.3 Validating the method

In this section, we use four examples to validate the accuracy of the FTCS scheme
for the discretised parabolic and hyperbolic equations stated above. The examples
are chosen because the long time asymptotic behaviour of solutions is known. In
the following section, we apply the FTCS scheme to the degenerate second order

problem discussed in Section 4.2.2.
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Example 1

In the first example we consider the case of zero dispersion, and constant growth
and division rates. For this example, an analytical solution has been obtained by
Zaidi et al. [76], where it was also shown that solutions converged to the SSD
solution derived by Hall and Wake in [32]. Perthame and Ryzhik [55] also proved
that solutions tend towards this SSD.

Let G(z) = 1and B(z) = 1, z € [0,30] and ¢ € [0, 20] with step size Az = 0.02,
At = 0.0001.  Using the initial distribution ng(z) = e %5@=10°  Figure 5.3

=)
X05
c
0
0 5 10 15 20 25 30 20 25 30
X
2
2
c 1
0
0 5 10 15 20 25 30 20 25 30
X X
30 4
Ej: 20 ........................... 9,
4 E2
oy
0 0
0 5 10 15 20 25 30 0 5 10 15 20 25 30
X X

FIGURE 5.3: Example 1. Numerical solutions with D = 0, G(z) = 1, B(x) = 1,
o = 2 and initial distribution ng(z) = e~0-5(z=10)*,

depicts the numerical solution for fixed values of time. As expected, the graph
of the solution approaches a steady shape as ¢ increases. The graph of n(z, 10)
in Figure 5.3 is virtually the same as that for the SSD solution given by Hall
and Wake. The analysis of Zaidi et al. (op. cit.) and Perthame and Ryzhik
indicate that solutions converge exponentially fast to the SSD. Figure 5.4 shows

the solution for fixed values of x. Here, it can be seen that for a fixed z, n(x,t)
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x=1 = = x=2 x=3

-
oWy, OO U U SR RS S S S PR P St S RS R R A A s (U RS s Sqp

FIGURE 5.4: Example 1. Numerical evaluation of e *n(x,t) with D = 0,

A=bla-1), G(z) =1, B(z) = 1, a = 2 and initial distribution ng(x) =
e—0.5(z—10)*

becomes nearly a constant after ¢ = 5, i.e., this figure suggests that the solution

is “nearly the same” as the SSD solution for ¢ > 5.

Example 2

For the next example we consider the equation studied in Chapter 3. For this
example the growth and division rates are given by linear and monomial functions,
respectively. In this case, we know the general solution explicitly (cf. equation
(3.22)) and can compare the numerical result directly with the graph produced
by the analytical solution. We also know the long time asymptotic behaviour of
solutions, and in particular we expect time dependent periodic oscillations with

In(2)/g period.

Let G(x) = z, B(z) = x and no(z) = e=“Z" over the space x € [0,30] and
t € [0,15] with step size Az = 0.01 and At = 0.000005. Figure 5.5 shows the

similarities between the numerical solution and the analytical solution. Figure
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(a) Numerical solution with step size Az = 0.01, At = 0.000005.
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FIGURE 5.5: Example 2.
G(x) =z, B(x) = , a = 2 and initial distribution ng(z
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(b) Analytical solution.

Numerical solution vs

analytical solution with
)= e—0.5(z—4)%
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‘ x=1 x=2 x=3

FIGURE 5.6: Example 2. Plots of e *n(z,t) for the numerical solution (top)
vs the analytic solution (bottom) with A = ¢, G(z) = z, B(z) = 2, « = 2 and
initial distribution no(z) = e 0-3@—4)?*,

5.6 shows the periodic oscillatory behaviour in the time domain that we proved

analytically in Chapter 3.

Example 3

We now consider the degenerate first order case from Chapter 4. For this example
we also have an explicit solution (equation (4.16)) that can be used for compar-
ison. As an exponential growth example, we know that solutions oscillate time

wise.
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(b) Analytical solution

Ficure 5.7: Example 3. The numerical solution vs the analytical solution
with G(z) = z, B(z) = 1, a = 2 and initial distribution ng(z) = ze 0527,

Let G(z) = z, B(z) =

t € [0,5] with step size Ax

1 and ng(x) = ze

—0.5(z—2)2

0.01 and At =

over the space = € [0,20],

0.000005. We observed in this

case that there are notable numerical errors for large values of = as t increases,
and for that reason the discretised space is minimised spatially and time wise
to get an acceptable view of the numerical solution. Not surprisingly, one can
observe from comparing the numerical solution (Figure 5.7.a) with the analytical
one (Figure 5.7.b) that the approximation is less accurate as n approaches ¢t = 5.

The approximation, however, still captures some of the main solution properties.
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For example, as time increases, the non zero values of n tend towards the ¢ axis.

We can also capture the long time asymptotic behaviour of solution as shown in

3,

0 | \ | \ I | ! ! | |
0 0.5 1 1.5 2 2.5 3 3.5 4 4.5 5
t
(a) Numerical evaluation with At = 0.000005 and Az = 0.01.
[—x=1 —- x=2 —x=3]
3
2.5

(b) Analytical evaluation.

FIGURE 5.8: Example 3. Plots for e~()n(z,t) of the numerical solution vs
the analytical solution with A\ = b(a — 1), G(z) = z, B(x) = 1, a = 2 and
initial distribution no(z) = ze 0-3(==2)*,

Figure 5.8.a. The numerical evaluation shows no sign of a long time attracting

PDF solution in agreement with the analytical solution in Figure 5.8.b.
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Example 4

We now consider the second order case. For this example, Efendiev et al. [27]
obtained an analytical solution and showed that solutions converge to the SSD

solution derived by Wake et al. [73] with an exponential rate of convergence.

Let D =1, G(x) = 1 and B(x) = 1 over z € [0,30] and ¢ € [0,25] with
step size Az = 0.02, At = 0.0001 and an initial distribution ng(z) = e~ 0557,
The analysis in [27] indicates that the long time solution dynamics for this case is
affected by the dispersion term. Indeed, we observe the influence of the dispersion
term on the solution behaviour for this case in comparison with Example 1 (the
dispersion free case). We see that the solutions approach an SSD after n(z,3)
(Figure 5.3) in the first order case, while in the second order case, this occurs
faster, just after n(x,1) (Figure 5.9). We also see that the long time asymptotic
behaviour of solution for fixed x tends to a steady state in the second order case

faster than that of Example 1 (cf. Figure 5.4 with Figure 5.10 ).
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FIGURE 5.9: Example 4. Numerical solution with D =1, G(z) = 1, B(x) = 1,
o = 2 and initial distribution ng(z) = 055",
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FIGURE 5.10: Example 4. Numerical evaluation for eMn(z,t) with A = b(a —

1), D =1, G(z) =1, B(x) = 1, @« = 2 and initial distribution ng(z) =
e—0.5(z—5)%

5.4 The second order degenerate case (SODC)

In this section, we consider the second order degenerate case (SODC) from Chap-
ter 4 with constants D and B(zx), and linear G(z). Here, the initial condition

+=5)° "and the space is discretised over z € [0,150] and

is given by ng(z) = e
t € [0,35] with step size Az = 0.05 and At = 0.00001. Note that there will
be occasions where the solution space may be truncated spatially or temporally
when relatively sufficient information is captured for the solution behaviour. For
this case, we do not have detailed analytical results for the long time solution

dynamics, but we can use some of the analytical results to study solution prop-

erties.

We know from Section 4.2.2.1 that there is no separable PDF solution to
equation (4.48) that meets the boundary conditions (4.49) and (4.50) if

g > abln(a), (5.20)

is satisfied. Let g = 0.3, b = 0.2 and o = 2. Then the inequality (5.20) is satisfied.

We look at the effect of the dispersion on the solution.

Let D = 0.08. The numerical approximation is depicted in Figure 5.11. The
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FIGURE 5.11: The SODC. Numerical solution with D = 0.08, G(x) = 0.3z,
B(z) = 0.2, & = 2 and initial distribution ng(z) = e~ (#=5",

approximation suggests that there is no (at least rapid) convergence towards an
SSD, which agrees with the argument in Section 4.2.2.1. We observe in this case
that the long time asymptotic behaviour of solution (Figure 5.12) decays towards

zero (no steady state) for fixed values of x. Moreover, we observe the influence of

03
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—
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02 H
- I\
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- 4 p .
Xost AP N T
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0 1 : I l I J
0 5 10 15 20 ® B )

FIGURE 5.12: The SODC. Numerical evaluation for e=*n(z, ) with A\ = b(a—
1), D =0.08, G(z) = 0.3z, B(x) = 0.2, @ = 2 and initial distribution ng(z) =
—(2—5)?

e :
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D in that the local maxima compressed towards zero seen in Figure 5.7 Example 3

(for the first order case) notably stretch out spatially in this case as time evolves.

Now let D
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= 0.5. The numerical evaluation is shown in Figure 5.13.

50

100

150

V\
\
.

50

100

150

50

X

100

150

FIGURE 5.13: The SODC. Numerical solution with D = 0.5, G(x) = 0.3z,

B(z) = 0.2, o = 2 and initial distribution ng(z) = e~ (@5,

In

this case, the approximation suggests that there is a PDF separable solution,

in disagreement with the analysis in Section 4.2.2.1. This is seen, in particular,

at about n(z,8), at which point the oscillatory character of solution begins to

smooth out, and the solution thereafter tends to a nearly steady shape. However,

Figure 5.14 suggests that the long time attracting solution does not gravitate

towards an SSD. We observe in this case that the dispersion term notably damps

the oscillations, spatially (Figure 5.13) and time wise (Figure 5.14), seen in the

previous case with D small.

Now, we consider, for example, the coefficients g = 0.2 and b = 0.3 with a = 2

such that the inequality

g < abln(a)

(5

21)



Chapter 5. Numerical simulation 109

FIGURE 5.14: The SODC. Numerical evaluation for e n(z,t) with A = b(a—

1), D = 0.5, G(z) = 0.3z, B(z) = 0.2, @ = 2 and initial distribution ng(z) =
—(z-5)?
e .

is satisfied.

Let D = 0.08. In this scenario, the numerical solution depicted by Figure
5.15, on one hand, suggests that there are no classical PDF solutions. In fact,

the approximation appears to converge to a shape close to a Dirac delta type
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F1GURE 5.15: The SODC. Numerical solution with D = 0.08, G(z) = 0.2z,
B(z) = 0.3, a = 2 and initial distribution ng(z) = e~ (@5,

solution as time evolves. On the other hand, the long time asymptotic behaviour
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FIGURE 5.16: The SODC. Numerical evaluation for e *n(z,t) with A\ = b(a—

1), D =0.08, G(z) = 0.2z, B(x) = 0.3, & = 2 and initial distribution ng(z) =
—(z=5)*
e :

of solution (Figure 5.16) appears to approach a steady state near ¢t = 30 for fixed

values of z.

Let D = 0.5. In contrast, the numerical solution depicted in Figure 5.17

suggests that there is a solution rapidly approaching an SSD. In addition, the
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FIGURE 5.17: The SODC. Numerical solution with D = 0.5, G(z) = 0.2z,
B(z) = 0.3, & = 2 and initial distribution ng(z) = e~ (@5”.



Chapter 5. Numerical simulation 111

numerical evaluation for the long time solution dynamics for fixed values of x
(Figure 5.18) indicates that solutions tend to a steady state (before ¢ = 26) more

rapidly and with much fewer oscillations than the previous case with D small.

x=1 ====—=x=2 x=3 ‘
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! | I I |
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t

FIGURE 5.18: The SODC. Numerical evaluation for e n(z,t) with A = b(a—

1), D = 0.5, G(z) = 0.2z, B(z) = 0.3, @ = 2 and initial distribution ng(z) =
—(z=5)*
e :

5.5 Discussion

We used the forward-time (of a first order derivative) centred-space (of a second
order derivative) finite difference approximation method to find numerical solu-
tions for special cases of equation (4.1). We utilised results from former studies

to validate the method.

Here, we looked at a limited sample of the first order and second order equa-
tions. Although results for most of these cases were known analytically, the final
degenerate case is still open. Our numerical experiments are in agreement with
the analysis when inequality (5.20) is satisfied and the dispersion term is small.

For D large, it is less clear and a PDF type solution may be available, though not
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of the separable type. Regardless whether we have D large or small, the numeri-
cal solution with (5.20) is satisfied, suggests that there is no long time attracting
solution. If inequality (5.21) is satisfied, the numerical approximation suggests
that there is a tendency towards an SSD for D, and that there are long time
attracting solutions. One common and remarkable feature is that the dispersion
term appears to affect the oscillatory character of solutions and in some cases

damps them completely.

We can also observe this damping behaviour when we add a dispersion term to
the equation in Chapter 3. Let D = 0.01, G(x) =z, B = x and ny(z) = e’@
over the space x € [0,15] and ¢ € [0, 15] with Az = 0.01 and At = 0.000005. The
numerical solution in Figure 5.19 suggests a rapid convergence to PDF solutions

after n(x,3). The analytical study of the long time asymptotic behaviour for this

i
Vk

case is still open.
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FIGURE 5.19: Numerical solution with D = 0.01, G(z) = =, B(x) =,
Az = 0.01, At = 0.000005, = 2 and initial distribution no(x) =
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The numerical method can be exploited to look at further cases, for instance,
the deterministic growth model studied by van Brunt et al. [67], in which the
growth rate is constant but the division rate models cells which divide only
after they reach a minimum size where there is no upper bound on the size.
In their model, the growth and division rates are modelled by G(z) = ¢g and
B(z) = bH(z — c¢), respectively, where H is the Heaviside function, ¢ stands for
the minimum size at which a cell will divide, and g and b (as before) are positive
constants. They show in this case that a class of PDF separable solutions y(x)
of Dirichlet type (D(a:, A)) satisfies the problem within a limited spectrum given

by b < A < ab under rapid a decay condition as x — co. Here,

0, z € [0,c/a),
y(x) =\ kbaPe A0 [7 eAND(ag, NdE, @ € [c/a,c), (5.22)
kED(x, \), z € (c,00),

in which X is regarded as an eigenvalue, k is some constant used to normalise y(x)

and

0o _1\k(A21\Ek
D([E, )\) — e—)\x + Z k( kl) (Oé b) e—Aakx'
=t A e (@™ = 1)

General solutions to the IBVP in this case remain to be explored.

Let G(z) =1, B(z) = 1, ¢ = 4, « = 2 and no() = e %8 for - € [0,16] and
t € [0, 18]. The numerical solution is given in Figure 5.20. The sequence of graphs
indicates that the numerical solution is converging almost to a steady shape after
about t = 12, which has similar characteristics to the separable solution derived
in [67]. In particular, the solution is not smooth at the points ¢/« and ¢, as
soon as the solution transients approach t = 6. At these points, Figure 5.20
indicates that a non trivial, non PDF general solution may exist within [¢/«, ¢)
and in the interval (¢, 00) a general PDF solution may be available. The long
time asymptotic behaviour relies on knowing the eigenvalue(s). (The uniqueness

of an eigenvalue has yet to be established.)
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Other cases to look at, for instance, if the population is restricted and/or
what happens if the variance is proportional to the size, modelling uncertainty in
growth rate. Finally, one can improve the numerical accuracy using higher order
finite difference approximations, or employ more advanced numerical methods. It
remains to use these numerical results as guidance to develop analytical methods

for studying those problems in the future.



Chapter 6

Conclusions

In this thesis we developed solution techniques to a class of cell division problems
with growth and splitting rates given by G(x) = gx and B(x) = bx", respec-
tively, where g and b are positive constants, and » > 0. We used these methods
to study certain properties of solutions, most notably their long time asymp-
totic behaviour. The problems are of an initial-boundary value type involving
either a first order non local PDE (deterministic growth) or a second order PDE

(stochastic growth).

In Chapter 3, we constructed a general solution to the IBVP with zero disper-
sion and exponential growth when r > 0, using the Mellin transform, and showed
that this solution is unique and positive. We used the explicit solution to study
the long time asymptotic behaviour in detail, and show the oscillatory character,
associated to this type of problem (cf. [12]). We showed that the source of the
oscillatory terms in the long time asymptotic behaviour comes from the absence
of a dominant eigenvalue to Problem A. We proved that the long time attract-
ing solution to Problem A converges to a product of the separable solution in
[33] and a function that is periodic in time and depends on the initial condition.

We showed that this solution converges exponentially in a weighted L' norm as
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t — o0o. We provided some illustrations to examine the influence of the initial

data.

In Chapter 4, we derived solutions for the critical case when r = 0 with and
without a dispersion term. The separable solution to the PDE plays a central
role for SSDs. In the case of linear growth, solutions approach the separable
solution as ¢t — oo. For exponential growth, solutions oscillate in time around
the separable solution. For the degenerate cases, we have shown that no (classical)
separable PDF solution exists. This is in contrast with exponential growth when
r > 0. In this case, a PDF separable solution always exists. The absence of a PDF
separable solution for the first order degenerate case, along with the analytical

solution, indicates that solutions do not approach a (classical) SSD.

We have also shown for the second order case that there are no PDF separable
solutions when

g > abln(a).

This result, along with the numerical evidence of the previous chapter, suggests

that solutions do not approach an SSD when the above inequality is satisfied. If

g < abln(a),

then the numerical evidence is less clear. Here, it may be that for a suitable range

of D, there are attracting solutions. This is a potential direction for future work.

For exponential growth, when D > 0 and r > 0, the numerical evidence sug-
gests that the dispersion damps the oscillations so it may be that, with dispersion
added, the long time asymptotic behaviour of solutions loses its oscillatory char-

acter. This is also a direction for future work.
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