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Introduction

It is commonly asserted that the study of population dynamics started at the end
of the 18th-century with a model proposed in 1798 by T.R. Malthus, [52]. In his
work, Malthus supposed that the growth rate of the population was proportional
to the total population size. Malthus was concerned with the evolution of society
and his model reflects that the growth of the population opposes to the unlim-
ited progress of society. This model was very criticized for being not realistic.
However, if we look at the predictions of the model, maybe it will not seem so un-
realistic (see [55], pg.2). In the 19th-century more realistic models were proposed
to deal with the effects of limitations of resources or crowding, for instance, the
work of Verhulst in 1838, [68], is an example of it.

An important advance in population dynamics was the introduction of struc-
tured population models, the first ones being the age structured models. The first
work on a population which takes into account the age of individuals can be traced
back to L. Euler (1760), see [37]. Much later, and along similar lines, F.R. Sharpe
and Lotka in 1911 in [61] (and A.G. McKendrick in 1926, [51]) proposed models
were the age structure was considered. These models motivated the development
of many mathematical tools, in particular, the study of (Volterra) integral equa-
tions. The main result already stated in the work of Sharpe and Lotka was the
(continuous version of the) so called fundamental theorem of demography (see
[71]). Despite this progress, all the models were linear, which did not allow
to include effects of limitations of resources or crowding. It was in 1974 when
M.Gurtin and R.C. MacCamy (see [42]) introduced the first model of nonlinear
age population dynamics. Since then, a variety of structured population models
have been studied where the vital rates considered: fertility, mortality, individ-
ual growth rate, the rate of cell differentiation, etc., depend on internal variables
(of the individuals). These internal variables are often, the age (in models of
demography, [72]), the size (see [44] and [53]), the age of infection (models in
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epidemiology, [27], [22] and [32]), the degree of cell differentiation (see [33])
and also the content of certain proteins (see [13] and [12]). In all these models,
interesting mathematical properties were analyzed, trying to connect the results
with biological behaviors.

The use of the theory of structured population dynamics in order to study cell
populations began in 1959 with the paper [69] where Von Foerster derived the
complete differential equation for the age density function of cells (and later on
that of Bell and Anderson [15]). Since then, many researchers have contributed
to this field (see for instance [53], [7], [2]). Two of them were M. Gyllenberg and
G. F. Webb. They published several works were they divided the cells into two
types: proliferating and quiescent cells. In many cases, in cell populations, not
all the individuals are growing and proliferating, but some of them are in a rest
phase. In particular, it is known that the quiescence is responsible for prolonged
periods of apparent tumor inactivity. Bertuzzi et al. in [16] claim that every re-
alistic model of tumor cell population must consider quiescence. Normally, the
proliferating cells are growing and some of them become quiescent, that is, in a
resting stage and later, they can return to the proliferating phase. The quiescent
cells do not lose their reproductive capacity, only that they do not divide while
they remain quiescent. Moreover, the reasons why some cells become quiescent
and why some quiescent cells come back to the proliferating phase are not exactly
known.

L. H. Hartwell, R. T. Hunt and P. M. Nurse have discovered two groups of pro-
teins, namely cyclin and CDK (cyclin dependent kinases), that control the transi-
tion phases on the cell cycle. In 2001 these three researchers received the Nobel
Prize in Physiology or Medicine for their complete description of the cyclin and
CDK mechanisms, which are central to the regulation of the cell cycle. These pro-
teins act as regulators of the transition between the proliferating and the quiescent
phase. It has been shown (see [47], [63]) that an overexpression of cyclin reduces
this transition rate. In [12] and [13] a nonlinear cell population model for both,
tumoral and healthy tissue is introduced in which cells are structured with respect
to age and with respect to the content of cyclin and CDK.

In this thesis we will consider a model similar to the one presented in [12] and
[13], but here we assume that the parameter functions are age independent, which
gives a model where the structure is only with respect to the cyclin content. The
resulting system is still a first order nonlinear partial differential equations system



with non local terms. To study this system we will use the theory of positive linear
semigroups and the semilinear formulation, which are very powerful tools to deal
with the analysis of this kind of models, both from the point of view of the initial
value problem as well as the existence and stability of steady states. In the last
chapter we also present an alternative model (where some hypotheses change a
little bit and others are introduced) and use the so called cumulative or delayed
formulation of structured population dynamics ([22] and [23]). This last part of
the study was suggested by Prof. Odo Diekmann from Utrecht University.

The model proposed

Bekkal Brikci et al. presented in [12] and [13] a nonlinear model of cell popu-
lation dynamics. In these works, a cell population model for both, tumoral and
healthy tissue is introduced in which cells are structured with respect to age and
with respect to the content of a group of proteins called cyclin and CDK (Cyclin
Dependent Kinases). As Hartwell et al. show in [46], these proteins play a central
role in the regulation of the cell cycle (see also [67]).

They propose the following nonlinear system:

0 0 0
&p(ta a, l’) + %p(t a, :L‘) + %(F(aaxn)(t a, (I))) =

= —|L(a,z) + F(a,z) + di]p(t,a,z) + G(N(t))q(t, a, z),

0
aq(t, a,z) = L(a,z)p(t,a,z) — [G(N(t)) + dg]q(t, a,r)

(1)
where p(t,a,x) and q(¢, a, x) are the densities of proliferating and quiescent
cells, respectively, at time ¢ with respect to age a and content x of cyclin.

To this system it is added the boundary condition (at a = 0)

Imo (10 (g,
p(t,0,7) =2 / / <y y>x[o,y](x)p(t, a, y)dady
0 0

and the definition



N(t) = /Omm/o h [6*(a, )p(t, a, z) + ¥*(a, 2)q(t, a, z)| dadz.

This describes the following biological situation: the cells are structured both
with respect to age and with respect to the content of a certain group of proteins
called cyclin and CDK. The proliferating cells grow and divide, giving birth at the
end of the cell cycle to new cells, or else transit to the quiescent compartment,
whereas quiescent cells do not age nor divide nor change their cyclin content but
either transit back to the proliferating compartment or else stay in the quiescent
compartment. Moreover, both proliferating and quiescent cells may experiment
apoptosis, i.e. programmed cell death. The only nonlinear term is a recruitment
term of quiescent cells going back to the proliferating phase. This term depends
on a measure of the total population and tends to zero when the total number of
cells goes to infinity in the case of healthy tissue but remains bounded away from
zero in the tumoral case. In the first chapter we will explain the main hypotheses
and how to derive the dependence of cyclin content with respect to age.

In the major part of this thesis we work out an age independent version of the
model considered in [12] and [13], that is, the following first order nonlinear par-
tial differential equations system with nonlocal terms structured only with respect
to the cyclin content

%p(x, t) + %(F(z)p(az,t)) = - [L(x) + F(x) + dl}p(x,t)
+G(N(t))g(z,t) +2 [T %y)p(y, t)dy,
0
\ Salet) = L@p(et) — [GIND) + d]aa, )

(2)
where p(z,t) and ¢(x,t) are the density of proliferating and quiescent cells
(respectively) at time ¢ with respect to the cyclin content x.

If we think in a compartment description, we could represent it as described
in figure 1.
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Figure 1: Compartmental description

The functions that appear in the system have the following biological interpre-
tation:

['(x) denotes the evolution speed of cyclin content with respect to time. In
[12] the authors develop an ordinary differential equations model at an intracel-
lular scale for the cyclin synthesis based on the works [3], [11] and [62] which
produces a growth speed I' vanishing at 0 and at the maximum value of cyclin
content x ;.
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The transition rate L(x) from proliferating to quiescent is assumed to be de-
creasing to take into account that, as we mentioned before, a larger amount of
cyclin content inhibits this transition.

Since high levels of cyclin enhance the progression through the cell cycle until
mitosis (see for instance [70], [63]), the cell division rate F'(x) is assumed to be
increasing (as a function of the cyclin content).

A particular feature of the birth term in (2),

T M F
2 / %p(y,t)dy 3)

is that the distribution of the cellular material between daughter cells is assumed to
be unequal. Mathematical models of cell population with unequal cell division can
be found in [49], [S] and [6] where distribution of RNA content between daughter
cells is studied. In [14], a model for the progression through the cell cycle with
unequal distribution of the cyclin content between daughter cells is considered. In
system (2), the non local term (3) gives the inflow of newborn cells. It assumes
that cells with cyclin content y (> z) divide at a rate F'(y) producing two new
cells with cyclin content x and y — = where (as in [12], [13], [17] and [18]) z is
a uniformly distributed (on [0, y|) random variable. In the last Chapter we gener-
alize the probability distribution of the cyclin content of the newborn cells to any
absolutely continuous distribution with bounded density.

The transition rate G from quiescent to proliferating stage is assumed to de-
pend on a weighted total population number /N (to take into account those cells
that are qualified to be recruited again for the proliferating stage, see [12], [13]).

For the age and cyclin cell population model, the authors prove, under suitable
hypotheses, the boundedness of the solutions in the case of healthy tissue, as well
as the exponential growth of the solutions in the tumoral case. They also give
conditions which imply polynomial growth.
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Structure of the thesis

In this work we start, at Chapter 1, by understanding the production of cyclin de-
pending on the cell age as a synthesis process enhanced by others molecules that
are taken into account as some aggregated variable. Based on this we obtain the
shape of a very important ingredient of the model, the function I' that represents
the evolution speed of cyclin with respect to the time/age. The other functions
that appear in the system are also introduced. Next, the age and cyclin system
(which is studied in [12] and [13]) is derived using the compartmental point of
view. Once we have this system, and since the functional dependence on age is
not so important (for instance, for I', the age dependence is negligible if we as-
sume that some constants are large), we assume that the functions I', L, F', ¢*, 1™
are age independent. With this at hand we derive system (2) which is still a system
of first order nonlinear partial differential equations. One important thing in this
work is that the system considered is simpler that the one presented in [12] but it
retains the biological interest, the properties and the mathematical behavior.

In the first Chapter we also make other assumptions to simplify further the
system and derive an ordinary differential equations system. This part does not
have biological interest because we have to assume that the parameter functions
are cyclin independent, i. e., they are constant. This model is not a particular case
of system (2) because the functions do not depend on cyclin, but it helps us to
understand the mathematical behavior of system (2). In the ordinary differential
equations model we can analyze the complete behavior of the system and show
that for certain parameter values we can obtain an unstable non trivial equilibrium
point. These results help us to earn insight on the main system. In Chapters 3 and
4 we use these results in order to find parameter values that give rise to unstable
non trivial equilibrium solutions. From the known results for the finite dimen-
sional reduced case, we obtain that the steady state remains stable for a large set
of values of the parameters, but it becomes unstable through a Hopf bifurcation
for others, giving rise to periodic oscillations of the populations.

In Chapter 2 we start by explaining model (2). The hypotheses about every
function that appear in the system are made, as well as some biological interpre-
tation. Once we have all the ingredients, first of all we prove global existence,
uniqueness and positiveness of the solutions of the initial value problem. In order
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to do it we rewrite system (2) in an abstract form

() = Au(t) + f(u(t))

and show that the linear operator A is the infinitesimal generator of a positive
Cp semigroup. For this we work out all the details (see Proposition 2). Even
though the proof is based in the characterization of the generator of the translation
semigroup (see [9], A-12.4), it is much more involved due to the fact that the char-
acteristic lines of the first equation in (2) are neither straight lines nor level curves
of the solutions. We also use a C'-linearization result (Lemma 2.2.1) for the char-
acteristic equation around the extreme points of the interval. On the other hand
we use the standard semilinear formulation (see [57]) for the nonlinear (abstract)
equation since f is locally Lipschitz in L', and obtain a unique global positive
solution for any positive initial condition in L' (Theorems 2.2.4 and 2.2.5).

In Chapter 3 we prove the existence and uniqueness of a nontrivial steady state
of system (2) under suitable hypotheses (see Theorem 3.1.5). As it is often done in
similar situations, the problem is related to proving the existence (and uniqueness)
of a positive normalized eigenvector. This eigenvector corresponds to the dom-
inant eigenvalue of a certain positive linear operator parameterized by the value
of the (one dimensional) feedback variable (G. The existence of both dominant
eigenvalue and (unique) positive eigenvector is given by a version of the infinite
dimensional Perron-Frobenius theorem. In the proof we also show that the exis-
tence and uniqueness of a nontrivial steady state also needs that the eigenvalue
vanishes at a certain value G of the parameter and then the steady state is obtained
as a scalar multiple of the eigenvector such that it closes the feedback loop in the
sense that the value of the feedback variable for it equals G. These results are
substantially included in [17].

In [12] and [13] there is numerical evidence of stability of the steady state for
the healthy tissue in all the cases they analyze. In Chapter 4 we include numer-
ical simulations based on the integration along the characteristic lines (see [1]).
With the help of these numerical simulations we find instability of the steady state
for parameter values compatible with the ones which give instability in the finite
dimensional model of Chapter 1. We also include a computation showing the ex-
istence of z-independent solutions for a very particular choice of the parameter
values and functions defining the model. These results are substantially included
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in [18].

In Chapter 5 we use the so-called cumulative or delayed formulation of the
structured population dynamics (see [28], [29] and [30]). In particular we have
considered a different version of the model studied in the previous chapters, where
one assumes that proliferating cells can become quiescent only once opposed to
the other approach where these transitions can occur infinitely many times and
moreover, we also assume that there is a particular value z; of the cyclin content
that separates cells which still cannot divide from the others which are able to
divide. Furthermore, here the state variables are no more densities but the flux of
the cells across the point x;, and the feedback variable. Finally, the model equa-
tion turns out to be a delay equation relating the current values of these variables
with their history (their value in the past). Using this, one can prove existence and
uniqueness of solutions of the initial value problem, and the linear stability prin-
ciple by means of a semi-linear formulation in the framework of dual semigroups,
and so different from the one used in Chapter 2.
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Preliminaries

In this preliminary chapter we introduce some definitions, notations and theo-
rems that we will use later.

Definitions and notations

Definition 0.1. A linear semigroup on a Banach space X is a one-parameter fam-
ily (S(t)):>0 of bounded linear operators on X such that,

S(0) = Id,

forall ¢,s > 0.

Definition 0.2. A one-parameter semigroup (S(¢)):>o is called strongly continu-
ous if

lim [15(2) — S(t0) ] =0
forall f € X and t,ty > 0.

In this work all the semigroups that we will consider will be strongly con-
tinuous one-parameter semigroups of linear operators on a Banach space X. The
semigroup property S(t + s) = S(t)S(s), for all ¢,s > 0 implies that in the
definition it suffices to take ¢y = 0.

On the other hand, for any strongly continuous semigroup S(¢) there exist
M > 1and w € R such that

IS@) < Me™.
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Definition 0.3. By the growth bound of the semigroup (S(t)):>o we understand
the number

w = inf{w € R: thereexists M € R such that ||S(¢)|| < Me™" for ¢t > 0}.

Definition 0.4. To every semigroup (S(¢)):>o there belongs an operator (A, D(A)),
called the generator and defined on the domain

D(A):={fe X : lim %

exists in X'}
h—07+

by
Af = lim % for f € D(A).

h—0t

Definition 0.5. We say that a strongly continuous semigroup (S(t));>o is bounded
if there exists M € R such that for every ¢t > 0 we have ||S(¢)|| < M.

We say that this semigroup is compact if S(¢) is compact for all t > 0 (i.e.,
S(t) sends bounded sets to sets with compact closure).

Definition 0.6. The resolvent set of a linear operator A on a Banach space X is
defined by

p(A) ={XA € C: (A\—A)"" exists with domain X and it is a bounded linear operator.}

i.e., A — Ais a bijection from D(A) to X and (A — A)~! is continuous.

Definition 0.7. By spectrum of an operator A we understand the set o(A) =

C\p(A).
We denote by P,(A) the set of eigenvalues of A, i.e., those A such that ker(\ —

A) #{0}.
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Definition 0.8. We say that an operator K is A-compact if K (\g — A)~! is com-
pact for some Ay € p(A).

Definition 0.9. We define the spectral radius of a bounded linear operator S by
7(S) :=sup{|A| : A belongs to the spectrum of S} = sup ||S™||"/™ < ||9].
The spectral bound of the generator A is defined by
s(A) ;= sup{ReA : X belongsto o(A)}.

The growth bound of the generator A is w(A) := w = w(S(t)).

Definition 0.10. In the case that )\, is an isolated point of the spectrum of A, we
define the algebraic multiplicity of Ay as the dimension of the spectral subspace
corresponding to \g (i.e., the subspace | J ker(\g — A)"), while the geometric
multiplicity is the dimension of the kernel of the operator A\ — A.

In the case that the algebraic multiplicity of )\ is 1 we call A\ an algebraically
simple pole.

Definition 0.11. We say that a positive linear operator K (i. e., such that Kv > 0
whenever v > 0) is irreducible in L!(a, ) if for all f > 0 and for all [a,b] C
(a, B) , there exists n € N such that fab K™f > 0.

We say that a positive semigroup S(t) is irreducible in L'(«, () if for all py >
0 and for all [a, b] C (a, 3) , there exists ¢ > 0 such that ff S(t)po > 0.

A characterization of irreducible semigroup is that the resolvent operator of
the generator is strictly positive i. e., it maps nonnegative (nonzero) functions to
strictly positive functions a. e.

Definition 0.12. Let us consider the following semilinear initial value problem
4 =
su(t) + Au(t) = f(u(t)), t >0, )
u(0) = uo,

where A is the infinitesimal generator of a Cy—semigroup S(t), t > 0, on a Ba-
nach space X, f : X — X satisfies a Lipschitz condition in u, and ug € X.
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We define a Mild solution of (4) as a continuous function v which is a solution
of the following integral equation

u(t) = S(t)ug + /0 S(t—s)f(u(s))ds.

Theorems on positive semigroups

Theorem 0.13. Suppose that A is the generator of a positive linear semigroup
and K is a positive bounded linear operator.

If Ais K-compact and if s(A + K) > s(A) then s(A + K) is a pole of finite
algebraic multiplicity of the resolvent operator of A+ K and hence an eigenvalue.

Proof.: See [9], pages 317-319.

Theorem 0.14. Suppose that B is the generator of an irreducible positive semi-
group on a Banach lattice X. If s(B) is a pole of the resolvent, then it has alge-
braic (and geometric) multiplicity 1.

The corresponding residue has the form P =< - ¢ > u, where ¢ € X' isa
positive eigenvector of B', u € X is a positive eigenvector of B and < u, ¢ >= 1.

Proof.: See [9], pages 310.

Theorem 0.15. Suppose that S is an irreducible semigroup on the Banach lattice
X and let B be its generator. Assume that s(B) = 0 and that there exists a positive
linear form ¢ € D(B') (where B’ denotes the adjoint of B) with B’y < 0.

If P,(B) NiR is non-empty, then the following assertions are true:

(a) O is the only eigenvalue of B admitting a positive eigenvector.

(b) If Bh = iah (h # 0, € R), then |h| is a quasi-interior point (a strictly
positive function a. e. when X is L*).

Proof.: See [9], page 312.
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Theorem 0.16. Let A be the generator of a positive semigroup and K a positive
bounded linear operator. Then the following alternative holds:

(i) The spectral radius of K(\ — A)~! is less than 1, for all X > s(A). Then
s(A+ K) = s(A).

(ii) There exists X > s(A) such that the spectral radius of K(A — A)~! is
larger than or equal to 1. Then s(A + K) > s(A).

Proof.: See Theorem 3.3 in [66], where it is stated in a more general setting,
more precisely for the so-called resolvent positive ¢ operators.

Proposition 0.17. Let C be the generator of a positive semigroup (in particular a
positive bounded linear operator). Then

s(C) >sup{A e R: Cf > \f forsome 0< fe D(C)}.

Proof.: Let A > s(C)and 0 < f € D(C) such that C'f > Af. Then (A —
C)f < 0, and hence, since the resolvent operator (A — C')~! of the generator of a
positive semigroup is positive (see [9]) we have f = (A —C)"'(A = C)f <0, a
contradiction.

See Corollary B-II, 1.14 in [9] where the same proposition is stated in spaces
of continuous functions.

Theorem 0.18. Let A be the generator of a strongly continuous semigroup (S(t))>o
and let K be a bounded linear operator. Then A + K with domain D(A + K) =

D(A) is the generator of a strongly continuous semigroup (S(t)):>o.
Moreover, (S(t)) is the solution of the following integral equation

t

S(t)f:S(t)f+/0 S(t—s)KS(s)fds for t>0,feX.

Proof.: See [9], page 44 and its references.

Theorem 0.19. (Rellich-Kondrachov Theorem for bounded domains)
Let Q) be a bounded C' domain. Then the injection W'(Q) C L'(Q) is a
compact operator.



20

Proof.: See [19], page 169.

Theorem 0.20. Let By and By be two linear operators with strictly positive re-
solvent and such that

(A= Bi1) > (A = Bs) for A > max (S(B1),S(Bs))
and that S(B;) is a pole of the resolvent of B;, i = 1, 2.
Then s(By) > s(Bs).

Proof.: See [10].

Dual semigroups

Definition 0.21. Given a linear semigroup S(¢) on a Banach space X, we define
the dual semigroup S*(¢) by taking the adjoint operator S*(¢) for any ¢, i. e.,

<u,S*(t)p >=< S(t)u,¢ > for ue X,p € X*.

Definition 0.22. The subspace X © of the dual space X* with respect to a strongly
continuous semigroup S(t) is defined as the (closed) maximal invariant subspace
on which S*(t) is strongly continuous, i. e.,

XO={oe X" : lim 5706 — ol = 0},

Definition 0.23. We call S(t) to the restriction of S*(¢) to X©.
So, we have that X®® is the subspace of the dual X®* where the (bi)dual
semigroup S®*(t) is strongly continuous.

Definition 0.24. We define the embedding j : X — X®* by
<jr,p>=<zx,0>

forrz € X and ¢ € X©.
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Remark 1. The range of j lies in X®©.
Indeed, given any x € X we must show that
lim || S®*(t)jz — jz|| =0
Jim [[S¥(t)jar — jal| = 0,

i.e., that we have lim; o+ < S9*(t)jx — jz,»® >= 0 uniformly for ¢© € X©
with norm equal 1. But,

|< S (t)jz — jz, 0% >| = |< jz, SO(t)9® — ¢° >|

= |< x,S9(t)p® — ¢® >‘ = ‘< S(t)r — z, ¢® >‘ < ||S(t)xr — x| — 0

t—ot 7’

where the inequality follows from ||¢®|| = 1.

Definition 0.25. We say that a Banach space X is sun-reflexive with respect to a
semigroup S(t) if the embedding j is such that j(X) = X“°.

Definition 0.26. Let us consider the following semilinear initial value problem

Lu(t) + Au(t) = f(ult), t>0, -

u(0) = o,

where A is the infinitesimal generator of a Cy—semigroup S(t), t > 0, on a Ba-
nach space X, f : X — X©* satisfies a Lipschitz condition in u, and vy € X.

We define as Mild solution of (5) a continuous function v which is a solution
of the following integral equation

u(t) = Sthug + j ( /0 t SO (t — ) f(u(s))ds) .

Remark 2. In order that this variation of constants equation makes a sense we
need that the integral takes values in the range of j. What is always true is that
it takes values in X®® provided that ¢ — f(u(t)) is norm continuous (see [24],
Theorem 3.2). So, this suffices in the case that X is sun reflexive. Otherwise, it is
still possible to prove directly that the integral takes values in j(.X) in some very
important cases, significantly for our purposes in the case of delay equations (see
[29] [30] and Chapter 5).
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Chapter 1

The age and cyclin cell population
model. An oversimplified version

In the first part of this chapter we present the model studied in [12] and [13] which
is a structured cell population model. The structure is based on internal variables
(age and the content of a certain protein called Cyclin as we explained before).
Here we also introduce the functions that appear on the system and we do some
basic assumptions on them. This assumptions will allow us to simplify the model.
Assuming that the main functions do not depend on age, it leads us to a first order
nonlinear partial differential equations system without boundary condition. More
than that, if we simplify further the model assuming that some functions do not
depend on the cyclin content, we can show that it is possible to find an unstable
nontrivial equilibrium. This will be studied in section 1.2.

To present the model studied in [12] and [13], let us start by considering the
variation of the amount of the cyclin with respect to the age.

1.1 The complete model

Let = be the amount of the complex cyclin inside a cell and w an aggregated vari-
able representing the amount of the various molecules involved in the synthesis of
cyclin. We consider x and w as regulating variables in a simple nonlinear system
of ordinary differential equations (ODEs) with respect to the cell age a. The syn-
thesis of x occurs at a rate ¢; and its degradation at a rate co; we assume that the
synthesis of w is induced by growth factors at a constant rate cs, its degradation

23
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occurring at a rate ¢4. The ODE model can thus be written as follows:

dx x (0) 0

_— = — = >

da Cll—}—xw Co, T Zo s (11)
dw

— =c3—cqw, w(0)=wy > 0.

da

The only nonlinearity of this model is located in the term c; representing

a positive autoregulation coefficient with saturation for x under the linear influ-
ence of the lumped variable w. Substituting the solution of the second equation of
(1.1), we can reduce (1.1) to an equation in x:

dx T C3 C3
— 24 emcaa - ) - 0) = xo. 1.2
Ta C11+$(C4+6 (wo 64)) cr,  z(0) =1 (1.2)
A natural quantity arises in the qualitative analysis of (1.2), the z-nullcline:
C1/( C3 C3
X(a)=— —+e -—) | -1
(CL) Co (04 te (wo C4>)

C3 L
We assume that wy < — and cyc3 > cocq Which is a way to express that the
Cq
lumped variable w is increasing from its initial to its asymptotic value. There-

fore, a fundamental property of equation (1.2) is that the cyclin concentration z is
limited by:

Ci1C3
xy=——-—1>0. (1.3)
CoCy
We keep this simple model for our next purpose which is to describe a popu-

lation of cells, in a proliferative or quiescent state.
Before introducing the system, we have to define some functions.

The function I' represents the evolution speed of cyclin with respect to time

C+
which is given by equation (1.2), with w; = wy — = <0:
Cy

dx x [c3 Cra
%:F(a,x):cll+z c—4—|—e Y1 | — e, (1.4)
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Let p(t, a, x) and q(t, a, =) be the densities of proliferating and quiescent cells,
respectively, at time ¢ with respect to age a and content x of cyclin.

We also consider a "total weighted population”, i.e., an effective population
density, N defined by:

N(t) = /OIM/O h [6*(a, )p(t, a, z) + ¢¥*(a, 2)q(t, a, z)] dadz.

Here the weights ¢*(a, z) and ©*(a, x) represent environmental factors such
as growth and anti-growth factors acting on the populations of proliferating and
quiescent cells, respectively.

Exits from the quiescent compartment are due either to apoptosis (physiolog-
ical cell death) at a rate d» or to transition to the proliferative phase according to
a "recruitment” or "getting in the cycle" function G, which is assumed to be a
smooth strictly decreasing function of the total weighted population N while, in
the case of healthy tissue, tends to O when N goes to infinity. We also assume
that cells may leave the proliferative compartment due either to apoptosis, with
rate dy, or to cell division with rate F'(a,x) or finally entering the quiescent one
according to a "demobilization" or "leak” function L(a, z). The functions L and
G represent the core mechanism of exchange from proliferation to quiescent and
vice-versa, respectively. Quiescent cells are assumed to be halted in their individ-
ual physiological evolution, in the sense that once a cell becomes quiescent, its
age and cyclin content are fixed at their last values as belonging to a proliferative
cell. In this way, quiescent cells do not age and do not change their cyclin content.

In [12], [13], the following nonlinear system is proposed to model the biolog-
ical situation just described:

0 0 0
ap(tv a, :C) + %p(ta a, l’) + a_x(r(a7 .Z')p(t, a, ZIZ')) =

= — [L(a, x)+ F(a,z) + dl]p(t, a,x) + G(N(t))q(t,a,z),
0

aq(t, a,z) = L(a, 2)p(t,a,z) — [G(N(t)) + do]q(t, a, z)
(1.5)

with the boundary condition (at a = 0)
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Tm [0 Fa,y
p(1,0,2) = 2 /0 /0 (y ) o @)plt, 0, y)dady

and the definition

N(t) = /Oxm/o h [6*(a, z)p(t, a, z) + ¢¥*(a, 2)q(t, a, z)| dadz.

The boundary condition corresponds to the birth rate of cells with a cyclin
content = and assumes that a dividing cell with cyclin content y(> x) and any age
a divides at a rate F'(a, y) producing two cells (of age 0) with cyclin content x and
y — x following a uniform probability distribution on the interval [0, y].

Now let us assume that the functions I', L, I, ¢*, 1)* do not depend on a, i. e.

[(a,z) =T(x), L(a,z) = L(z), F(a,x) = F(x),
¢*(a’$) = ¢*(x)7 @Z)*(a,x) = 77Z)*($)

In [12] and [13] a somehow particular form of functions L, F' and G is as-
sumed. In the forthcoming we assume, apart from the above mentioned hypothe-

ses on (5, that L and F' are bounded, positive continuous functions of = and that
F(z) is also bounded.

X
Let us introduce

P(t,z) = /0+00 p(t,a,x)da,  Q(t,z) = /0+<><> q(t,a,z)da.

Assuming that I'(a, z) = I'(z) corresponds to assuming ¢z and ¢4 very large
in order to still have £ > wy and e”““w; be negligible. Then (1.4) reduces to

F() € C3 cic3 T
T)=-c — | —cx=c| — —z | =
11—1—3: Cy 2 2 cocsl+x

C1C3 1 X
= Cox ( — 1) — )
CaCy l1+z 14«2
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z(xy — )

['(x) =co T2

(1.6)

Integrating system (1.5) with respect to a we have

gP(t x) + p(t,a x)’ :;roo 33( Ii(z)P(t,z)) =
[ () + F +d1}P( z) + G(N(@))Q(t, z),
%Q(t, z) = L(z — [G(N(1)) + do] Q(t, 2),

where, moreover,

lim p(t,a,z) =0

a—-+00

and

TM 400 F
p(t,0,2) =2 / / MX[O,y] (2)p(t, a,y)dady =
0 0

)
T M F
2 [ Iy

Then

0 0
&P@’ x)+ %(F(@")P(t,x)) =

= —[L(x) + F(x) + di] P(t,x) + G(N(1)Q(t, z) + 2 [ Lp(t, y)dy,

0

aQ(tax) - L(x)P<t7$) - [G(N(t)) + dQ}Q(tv l‘)
(1.7)
System (1.7) is still a first order nonlinear partial differential equations system.
In contrast to (1.5) there is no boundary condition (this is related with the fact that
['(0) = 0) and now the inflow term corresponding to newborn cells appears into
the (first) equation as a non local (integral) term. In the next chapter we will dis-
cuss about the hypotheses on the functions that appear on system (1.7) and their
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biological interpretation.

On the other hand, in the next section we will analyze a simpler case just to
increase intuition. This reduced model cannot be considered a particular case of
the structured model because we have to assume that the functions involved are
independent of the cyclin content.

1.2 An ordinary differential equations system

Here we will study a simplified case that does not have biological interest. Even
though, this mathematical model can help us to understand the behavior of the
model (1.7). We will assume that the parameter functions in the model are con-
stant (also cyclin-content independent), which reduces it to a system of two ordi-
nary differential equations. With these assumptions we can analyze the complete
asymptotic behavior of the system and show that it is possible to find conditions to
have an unstable non trivial equilibrium point. The instability appears through a
Hopf bifurcation which leads to the existence of stable self-sustained oscillations
of the populations. Unfortunately, this reduced model cannot be considered a par-
ticular case of the structured model because we have to assume that the functions
involved are independent of the cyclin content.

To consider this simpler case, let us assume that the functions L, F, ¢*, " do
not depend on z, i. e. they are constant. We also assume that

dy < F<dy+ L. (1.8)

Integrating system (1.7) with respect to x and with the notation

Pt) = /0 Y b a)ds, O = /O o )de

we have

—P(t) + T(x)P(t,x)[._ )" = —=(L+ F +dy)P(t)+

+G(N(1)Q(t) +2F [ [ Fldydy,
Q(t) = LP(t) — [G(N(1)) + o] Q(2).
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Now using that I'(0) = I'(zy,) = 0, we have

TN TN TM Y
2F/ / P, y>dydx = 2F/ / P, y)dxdy =
0 z Yy 0 0 Yy

TM
= 2F/ P(t,y)dy = 2FP(t)
0

from where we derive the following system of ordinary differential equations:

{?G&) = —(L = F+d)P(t) + GIN(#)Q(t), (1.9)

Qt) = LP(t) - [G(N(t)) + d2] Q(1).
Next we will analyze this ordinary differential equations system to see that
under some hypotheses it is possible to find an unstable non trivial equilibrium

and hence oscillations via a Hopf bifurcation.
Let us set

(0 <)a=L—F+d, and N(t) = ¢*P(t) +¢*Q(t), with ¢*,¢)* € R*. (1.10)

For system (1.9), the equilibrium points satisfy:

_ — — N)Q
0=—aP+ G(N)Q thatimplies P = Gl )Q,
«
_ _ —  (db+G(N)Q
0=LP— (G(N)+dy)Q thatimplies P = ( L< ))Q
Then, the first possibility is (0, 0) or, if ) # 0 then
G(N) dy+G(N d
() _ B (V) or equivalently G(N) = adz
o) L L—-«

Therefore (0, 0) is always an equilibrium solution and, since we are assuming
that G 1is strictly decreasing and tends to O when NV tends to infinity, there exists a

non trivial equilibrium (P, Q) if and only if G(0) > o2 (> () (where 22 > 0
because F' > d;), because then there exists a unique solution N of the equation
ads

G(N) = 2= Now using (1.10), this equilibrium is given by

(P,@):< Nd, N(L —a) )

(L — a)* + dod*’ (L — a)p* + dao*



30 CHAPTER 1. THE AGE AND CYCLIN CELL POPULATION MODEL

Notice that the condition on existence of nontrivial equilibrium can be written
as

G(0)(a — L) + ads < 0.
Now we will study the stability of the equilibrium points.

The Jacobian matrix of the system is:

5. (~atoCINQ QUG (N) + G(N)
J(P,Q) = < L—Q¢*G'(N) —Qu*G'(N) — (dz+G(N))) '

Then, for the point(0, 0) we have

o G(0)
J(0,0) = (L —(ds +G(0>>>

17(0,0) = M| =X+ (a+dy + G(0))A + (ads + (o — L)G(0)).
So,

—(atdp+ GO) £/ (a+ds + G(0))” — 4(ads + (a - L)G(0))
. .

We have two cases: If G(0)(« — L) 4+ ady > 0, then (0, 0) is the unique equi-
librium point and it is asymptotically stable because when the strict inequality
holds, either A\; o € R with A\;, Ay <Oor A =a=%ib, a <0.

A:

In the other case, if G(0)(L — «) + ady < 0, then there is another equilibrium
point (P, @), and moreover A\;» € R, A; < 0, Ay > 0 which implies that (0, 0)
is a saddle point.

For the equilibrium point (P, () we have

o [aseG0 QUEE) + O
100 = (T80 o - s con)
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and

|J(P,Q) — M| =X —tr(J(P,Q))\ + det(J(P,Q)),

where

tr(J(P,Q)) = —a+ ¢"G'(N)Q — QU*G'(N) — (ds + G(N)) =

= —a—dy — G(N) + (¢" —¢")G'(N)Q
and
det(J(P,Q)) = (o — ¢"G'(N)Q) (Qu*G'(N) + dy + G(V)) —

~(L = Q¢"G'(N)) (Qu*G'(N) + G(N)) =

— [ QG (N)+ady+aG(N) =" Q*G (N) =4 dy QG (N)—¢" QG (N) G ()] -
— LY QG (N) — LG(N) + ¢ QG (V)" + ¢* QG (N)G(N) =

d
:ad2+(a—L)La 2

+ QG (N)[ap* — ¢*dy — Lp*] =

= QG'(N)[(a — L)Y" — ¢*ds].

— o
So,

|J(P,Q)~M| = N+ [at+do+G(N)+(1* —¢") G (N)Q) MQG(N) [(a—L)p*—¢*ds)].

Then we have that

A ~

A= [— <a +dy+ G(N) + (* — qb*)G’(N)Q):I:

A~ ~

(0 G0 + (07 = 690 ()Q) ~ 406/ (o — Ly ~ va| )2
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To simplify notation, let us define

~

A= a+dy+ GN) + (¥ — 6")G(N)O
and

B :=4QG'(N)[(a — LYyy" — ¢*ds].

Then we can write

 —A+V/A-B
_ > .

A

By (1.8), we have that

(a — D" — ¢*dy = (dy — F)* — ¢*dy < 0,
and by hypothesis,

G(N) >0,
G'(N) <0
and then, we can see that

a+dy+ G(N) >0,

and

B =4QG' (N)[(a — L)¢* — ¢*dy] > 0.

We have to consider 2 cases:

() 0 < ¢* < ¢* and Y* + ¢* > 0.
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Then A > 0, B > 0 which gives us an asymptotically stable equilibrium point,
because either A\; o < 0 or Re); 2 < 0.

(1) 0 < ¢* < Y™,
Since B > 0, the point (P, Q) is unstable if

A=a+dy+GN)+ (@ —¢"GF(N)Q <0

or equivalently,

G) < _a+dy+G(N)
(¢* — ¢*)Q
Assuming that G(z) = T Ve have that
xn
nz"!
G'(x)= -7
() (1+2an)?

and then the following inequality must hold

N :G,(N)<_a+d2+G(N):_ a+dy + 792 _
1+ Nn)2 *— )G N(L —
(1+N7) (¥ —¢7)Q (b — ¢ (L—a)

(L — a)¢* + d2¢*

(a(L o)+ do(L—a)+ adz) ((L T d2¢*>
B N(g* —¢)(L — a)?

)

which is equivalent to

n >

(14 2 (L = a) + doL) (L = @)y + dyor)
RE @ = ¢ L —ap

and as G(N) = = 2 we have that the inequality can be written

also as
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34
oA (ol o)+ bL) (-0 + )
n>—;: 14+ N"
o G (0 =o)L —ap
1+AmL—a< —aﬁﬂh>(L ?W+d¢ﬂ
Nn ady (v — ¢*)(L —
14 5 (alb—a)+ L) ((L-a w*+d2¢*>
Nn ady (Y — ¢*)(L — a)
i.e., n must satisfy the following condition
Lt 8 (oL —a) +dL) (L - a)g +dag) .
n>— : .
N ady(Y* — ¢*)(L — a)
In particular, if ¢* = 0, this condition reduces to
1+ N7 L-a L (112
> — —1. .
" N™ do «Q

To show an example, let us assume
(1.13)

di=2 dy=1, ¢" =

Then o = 1 and
2 4

G(N) = === -
(N) L-—a 2 14+N»
To have instability, the condition (1.11) must hold

1+1(1(3—1)+3)((3-1)3+%)_2*5*2_1
by T

1(3-3)(3—1) 5

>
"

i.e., with n = 14 we have instability.
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0.4

0.35
Q
0.3
0.25
0.1 0.15 0.2
P

Figure 1.1: Illustration for the problem with assumptions (1.13).

To show that it is possible to have instability with smaller n, let e be small and
let us take

1
d, =0, dgzg, 9" =0, ¥*"=c, cconstant, F'=¢, L = be.

Then oo = 4€ and

A~ O{d2 1 1 A A € 1
GN) L—a 2 14 Nn @ €

To have instability, the condition (1.12) must hold:

> — — 8e + —) = 16€ + —.
n I + e+—) e+

1+1/5e—4e¢ bHe _y 5 5
1 ( )_( 4 2
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1.e., for € sufficiently small, we have instability with n = 3.

In the next chapter we will explain the model and the main hypotheses on
the functions, as well the biological meaning of each one. We also prove, under
suitable hypothesis, the existence, uniqueness and the positivity of the solution for
the problem (1.7).



Chapter 2

A cyclin-structured cell population
model

2.1 Introduction

In this chapter we present the age independent version of the model considered in
[12] and [13]. This model was studied in [17] and in section 1.1 we have given
a basic introduction of it. At this point we will explain with more detail this
model. We will also change a little bit the notation of system (1.7) to present the
following first order nonlinear partial differential equations system with nonlocal
terms structured only with respect to the cyclin content

%p(a:,t) + %(F(x)p(x, t)) = — [L(x) + F(z) + dl}p(x,t)
+G(N(t)q(z,t) +2 [ %y)p(y, t)dy,
0
| Do) = Llplat) ~ [GNW) +da(r. 1)

(2.1)
where p(x,t) and ¢(z,t) are the densities of proliferating and quiescent cells
(respectively) at time ¢ with respect to the cyclin content x.

['(x) denotes the evolution speed of cyclin content with respect to time. In
[12] the authors develop an ordinary differential equations model at an intracel-
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lular scale for the cyclin synthesis based on the works [3], [11] and [62] which
produces a growth speed I' vanishing at 0 and at the maximum value of cyclin
content ) (see also Chapter 1).

The transition rate L(z) from proliferating to quiescent is assumed to be de-
creasing to take into account that, as we mentioned in the introduction, a larger
amount of cyclin content inhibits this transition.

On the other hand, since high levels of cyclin enhance the progression through
the cell cycle until mitosis (see for instance [63], [70]), the cell division rate F'(x)
is assumed to be increasing.

A particular feature of the birth term in (2.1) is that the distribution of the
cellular material between daughter cells is assumed to be unequal. Mathematical
models of cell population with unequal cell division can be found in [5], [6] and
[49], where distribution of RNA content between daughter cells is studied. Also in
[14] a model for the progression through the cell cycle with unequal distribution
of the cyclin content between daughter cells is considered. In (2.1), the non local
term gives the inflow of newborn cells. It assumes that cells with cyclin content
y (> x) divide at a rate F'(y) producing two new cells with cyclin content = and
y — x where (as in [12], [13], [17] and [18]) « is a uniformly distributed (on [0, y))
random variable.

The transition rate G from quiescent to proliferating stage is assumed to de-
pend on a weighted total population N (to take into account those cells that are
qualified to be recruited again for the proliferating stage, see [12], [13]).

We denote the total weighted population by

N(t) = N(p(a. £), (. 1) := / " b@)p(e,0) + (@)(a t)]do

where ¢(z) and ¢ (x) are positive bounded functions. Cells can leave the quies-
cent stage because of apoptosis, that is assumed to occur at a rate do, or because
of transition back to the proliferating stage that is assumed to occur according to
a “recruitment” function G which is assumed to be a smooth strictly decreasing
function of the total weighted population, satisfying G(0) > 0 and that tends to 0
when NV goes to infinity (case of healthy tissue, see [12]). We also assume that G
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satisfies a uniformly Lipschitz condition.

In this chapter we proved, under some assumptions, the existence and unique-
ness of a steady state for model (2.1) when the rate of quiescent cells going back
to the proliferating stage decreases to zero as the total weighted population grows
to infinity (this corresponds to the case of healthy tissue, see [12], [13]).

We assume that L. and F' are bounded, positive and continuous functions
and that @ has a finite positive limit when = goes to 0 (implying in particu-
lar F(0) = 0). I'(z), as we said before, represents the evolution speed of cyclin
content with respect to time. We assume that I' € C?[0, x5, T'(0) = T'(x,) = 0,
['(x) > 0 for all z € (0,z)/) and the lateral derivatives satisfy I'(0) > 0,
I"(xpr) < 0. In particular, there exists X > 0 such that —K < ["(z) < K

forall z € (0,zy).

Finally, for simplicity in the notation, let us denote L = sup, L(z), F =
sup, F'(z), I' = sup, I'(x), let G be any number larger than G(0) and M :=
max{dy + G, L+ F +d;}.

2.2 Existence, uniqueness and positiveness

Let us show the existence and uniqueness of solutions of model (2.1) with initial
conditions (pg, qo) € (L'(0,zy))? =: X.

In order to see this, we start by adding and subtracting Gq(x,t) to the second
equation of (2.1) and rewriting the resulting system in an abstract form as

d
ft) = Au(t) + F(ult) 22)

where u(t)(z) = ( {;Eig )
Au(t)(z) == —a%(F(x)P(% 1) = [L(z) + F(z) + di]p(e,t) | (23

L(z)p(z,t) — [G + da]q(,1),

and
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_ ( GIN@)alw, 1) +2 [ Elp(y, t)dy
sy = (N G )

We will show that the operator A is the infinitesimal generator of a positive
Cp semigroup on X. To see this we rewrite A as the sum of two operators, A4
and A, where

and

A, ( p(x) ) _ ( [M — (L(z) + F(z) + di)]p(z) ) |

q() L(z)p(x) + [M — (G + d2)] q(x)

The operator A, is positive and bounded (by the definition of M), and using
Theorem 1.3 and Theorem 1.10 from [36], in order to see that A is the infinites-
imal generator of a positive (|, semigroup, it is enough to see that A; is the in-
finitesimal generator of a positive C, semigroup. Moreover, as M is a constant, to
see that A; is the infinitesimal generator of a positive Cy semigroup it suffices to
show that the operator

0 Al
A ( p(z) ) — [ —5C@p@) | - ( Apla) ) 24)
0
defined on a suitable domain generates a positive strongly continuous semi-
group. Furthermore, the domain of A will coincide with the domain of A, which
is given in Proposition 2.

We will use the Method of Characteristics to prove that A is the infinitesimal
generator of a positive C semigroup. So, at this point we need to consider the

solution of
(e

Let ¢(t, x) be the unique solution of the initial value problem for the charac-
teristic equation (2.5).

It is well known that, setting & = ¢(t, x), then the derivative of the solution
satisfies
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0 0¢ ) o
8_95(0) = L
which implies that
a t
% _ i @em)is. (2.6)
ox

We will see that the operator A is the infinitesimal generator of the positive
semigroup 7'(t) explicitly given by

(T(t) ( bo )) (x) = ( pO(éb(—t,x))e—f(f I (¢(s—t,z))ds )
o qo() o
_. ((Tum@@>)
. qo() '
Proposition 1. (2.7) defines a strongly continuous semigroup.

Proof. We first show that (2.7) defines a semigroup. Obviously, 7'(0) = Id. Now,
let us show that 7'(¢) : L' — L' and also T'(t) : (L')?> — (L')? have the semi-
group property.

For all py € L', z € (0, x),), denoting by

pe(@) = pol(p(—t,x))e Jo I'(#lo—ta))do

we have

(T () (T (o) ) (@) = (T" ()02 ) (&) = pul (s, ) ) Jo " (Gleseani
= po(P(—t, d(—s,x)))e” Jo T (¢(o—t,d(=s,2)))do ,— [ T’ (d(o—s,z))do

= po(qﬁ(—s —t, IL‘)) fO I (¢p(o—t—s,x)) da _ [s+t I ($(r—t—s,2))dr

= pol6(—(s +1), @) BT TN — (T 14y ) (),



42 CHAPTER 2. A CYCLIN-STRUCTURED CELL POPULATION MODEL

where we have used that ¢ is solution of (2.5) and the change of variables
7 = o +t. Using that 7" (¢) has the semigroup property it is immediate to see that
T'(t) has the same property.

Indeed, for all py, qo € L', x € (0, ), we have

(o ()= (o (70 )
- < Tl(s; Do ) () = (T(s+t) ( " )) ().

To see that the semigroup defined by (2.7) is strongly continuous we have to
see that for any initial condition py(z) € L*(0, z ),

lin | (7" (£)p0) () — pola) |12 = 0.

We have that, for € > 0, there exists p; € C§° (with the absolute value of the
derivative bounded by C') such that || po — p1 [|< §.
Then let us estimate || T (t)po — T (t)py || and || T*(t)py — p1 ||

Let us first show that || 7 (¢) || = 1. In fact,

o LT (¢(s—t,x))ds
I Tl(t)po I = / ’po(gﬁ(—t,x))e—fof (d(s—t,z))d | d
0

d(—t,znm) TMm
— [ @ 1de = [ i) e,
& 0

(_t70)

which holds for all py € L'(0, z,,), which implies that || 7"(¢) || = 1. Here we
dg

o= Jo T'(#(s=t:2))ds) Tt comes directly
T

made £ = ¢(—t, z) (and then, by (2.6),
from here that

€
1T @po = T O)pr I THE) Nl po = prlI< 5

Let t; be such that te®*CTz,; < & for all ¢ < t; (where recall that K is such
that —K < I"(z) < K forall z € (0,z)/)), and ¢, such that || p; ||| eXt —1|< &,
for all t < ty. Then, for all ¢ < ¢ where ¢t = min{¢;,¢,} we have that the last
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inequalities hold and

” T1<t)P1 — D1 H = .
= [T ] py(@(—t, @))e Jo T'@ls—tads _ p (3) | dar
< fow | (m(qﬁ(—t,x)) — pi(x))e” Jo I'(@ls=t)ds | gy 2.8)

F 2] py () (e Jo T @ls=tads _ 1) | dy
SN[ [ o(=tx) —w | e+ [ | pi() || e =1 ] da

<teMCTay+ || p1 || X =1 |< s+ =%

Then for ¢t < ¢t we have

I (T (t)po)(x) = po(=) ||
< T o = T O)pr || + | THO)pr = pr |+ [ po — pr <€,

which concludes the proof.
[

The next step is to show that the linear operator A given in (2.3) with a suit-
able domain generates the semigroup given by (2.7). Let us see some previous
results that will help in this proof.

A direct and rigorous characterization of the domain is technically difficult
due to the fact that I' vanishes at both extreme points of the interval [0, z,,]. On
the other hand, this fact is also responsible for the absence of boundary condi-
tions restricting the domain (see Lemma 2.2.1 below). In particular, to deal with
the limit appearing in the definition of infinitesimal generator we will use the fol-
lowing version of the C''-linearization around an equilibrium of a scalar ordinary
differential equation (see for instance [39] where the analytic case is considered).

Lemma 2.2.1. Let I'(z) be a Lipschitzian function such that I'(0) = 0,17(0) =

»I(s) —as . L
a # 0, and [ ——5——ds < oo, and let ¢(t,z) be the solution of the initial
s

value problem (2.5).
Then
\ I'(s) —as
— [ s
H(x) :=ze © T(s)s
is a C*! function with H'(0) = 1,
['(z)H'(x) = aH(x)

and such that H(¢(t, z)) = e H(z) in a neighborhood of 0.
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Proof. First of all, notice that the last hypothesis is equivalent to the integrability

['(s) —as
L at 0 which implies that the function H is well defined in a neighbor-

['(s)s
hood of 0.
For x # 0,
: '(s) —as ; ['(s) —as
— [P s — [P ————ds _
Hay—e * TOP g " TG (HD 00
[(x)z
['(s) —as
foz F( ds ax
— . s)s
[(z)
ie, '(z)H'(z) = aH (z).
For = 0 we have that
. ['(s) —as
—lim__, [ ds
i 2@ T 1 = H'(0)
r—0 X
Moreover, H is C'! because
\ I'(s) —as
— [ ——=F~—ds
. , L 0 F(S)S ax . . iy .
limy H'(w) = lim.e T(x)  "oo0T(x)

To see that H(p(t,z)) = e H(z) we set ¢(t,x) := H ' (e*H(z)) and show
that ¢ satisfies (2.5). Indeed,

96 1

ot~ mE e mm)e W
= Llglt, z)) ae H(z) = x
- aH(H—l(eatH(x))) H( ) F(¢(t7 ))7

and ¢(0,z) = H™'(H(x)) = x, which ends the proof. O

Remark 3. If I'(z) € C? and T'(0) = 0,I"(0) = a # 0, then Lemma 2.2.1 holds,
since by Taylor’s Theorem, we can write

D(a) = T'(0)e +T"(6) 5



2.2. EXISTENCE, UNIQUENESS AND POSITIVENESS 45

for some &, € (—x,x) and

. (@) —ax  T"() T17(0)
lim ——— = lim = .
x—0 xz r—0 2 2

Remark 4. There exist C'! functions such that H(z) cannot be defined. For in-
stance, let us consider

T(z) = :1:+1 Fil x#0,z € (—1,1),
0, z=0
For = # 0, we have that
Inlz|—1
F,<I'> ‘ ‘ —.
(In | )
Then I belongs to C'* since
I'(x
I"(O)zlimﬁ:1+lim =1
=0 a—01n| z |

and

2o T U W

In|z|—1
lim [ (x) = lim (1 n %) ~1.

On the other hand, we cannot define H (z) since

/1/2F(s)—asd _/1/2 1 s —
0 s? °T 0 sln\s]s_ >

Remark 5. There exist functions which are not of class C? (e.g., I'(z) = = +
|z|3/?) and even functions that do not belong to class C"*, such that Lemma 2.2.1
still holds. For instance, consider

1

2 (o
Da) = { =+a?sin() = #0,
0, xz=0.
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For z # 0, we have that
IM(z) =1+ 2zsin(1/z) — cos(1/z),
Iz
@) _

So I does not belong to C'! class since

whereas [7(0) = lim,_.o

lir% (1 + 2zsin(1/z) — cos(l/x))
does not exist.

Nevertheless, here we can apply the Lemma because I' satisfies a Lipschitz

condition and

I'(s) —as z

/ ()—st :/ sin(1/s)ds < oc.
0 S 0

Lemma 2.2.2. Let ¢(¢, z) be defined as the solution of the initial value problem
o(—t,x) —x
[(x)t
defined for (z,t) € (0,2a) % (0,%p] can be extended to a continuous function

(also denoted) F on [0, 2] x [0, o] such that F(z,0) = —
Moreover, denoting by Ly and Ly -1 the Lipschitz constants of H and H !
respectively, we have that

(2.5). Then for all ¢, > 0, the continuous function F(z,t) :=

efF’(O)t -1

o(—t,x) —x
I'(0)t

< LyLy—
N

Proof. Tt suffices to show the existence of the limit at points of the form (0, ¢), (x M, t)
and (z,0), and that it equals —1 in the last case. Let us recall that y(x) > 0
(0, ) and so a :=T"(0) > 0.

o(—t,x) —x

[(x)t
Lemma 2.2.1, we have in a neighborhood of z = 0,

Rewriting the function by means of the function H given by

¢(—t,x)—x  H Ye™H(x)) - H'(H(x)) ,
[(x)t B H(zx)at H'(z)
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where e H (z) < §,, < H(z).

Using this it is not difficult to see that

FO.0) = lim F el
( ) ) - (z,r)lin(o,t) (ZL’,T) - at

In the same way, if I (x,,) = b, an appropriate version of Lemma 2.2.1 gives

B e—bt -1
F t) =
(va ) bt
On the other hand, using that
0 t,x)—ux
E¢(T7 ZE) = %1_{171_ % = F(Qb(T, x))v
we can also see that F'(z,0) = —1.

¢(_t> :E) -

We also need a bound for the function
[(x)t

x
. Using the function H

given by Lemma 2.2.1 we have that

H™ (e "' H (x)) — H™'(H(x))
I(0)H ()t

o(—t,x) —x
[(x)t

e VOrH (2) — H(x)
[(0)H (x)t

< LyLy

]

The next result connects the linear operator A with the semigroup 7" and plays
a very important role in order to establish the existence and uniqueness result.

The proof is a little technical and it is somehow similar to the corresponding
one in the case of the translation semigroup (see [9], A-I, 2.4), being the main
difficulty the presence of the characteristic system, which can be dealt with thanks
to Lemma 2.2.2.

Proposition 2. The infinitesimal generator of the semigroup given explicitly by
(2.7) is the linear operator A defined by (2.4) with domain
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D = {u(x) = (po(2), qo(w)) € (L'(0,2a))* : (Tpo)'(w) € L'(0,zar)}. (2.9)

Proof. We divide the proof into two parts. In the first one we prove that, for the
functions u belonging to the set D, the limit involved in the definition of the gen-
erator exists and equals Aw. In the second one, we prove that a function v in the
domain of the generator A g belongs to the set D. As a consequence, Agv = Av.

Part 1:

Let us take (po(z), go(x)) € D. We want to show that

T(¢ —
lim (Dpo(2) ~ po(2) — Al'py(z)|| =0.
t—0+ t I
That is, let us consider
TN Tl t _ _
[T )
0

:/OacM %<p0(¢(_t’x))e—]gl“'@(S—t,x))ds_po(I)> +(Fpo)/(x) dx
TN xr)e fot Fl(d)(Sit’x))ds N L2
S/O ol t) () i Le=t.2)| -
o [P = O 4 (ryy ) de =i 1+

where we will see that both terms go to O when ¢ goes to 0. Here we will use
Lebesgue dominated convergence theorem (LDCT) several times.

Step 1:
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Let us show that the first term of the expression above, [, tends to 0 as ¢ goes
to 0. Let us observe that making the change of variables £ = ¢(—t, x) (see (2.6))
and using the semigroup property of ¢, we have that

& (a)e BT/t — P((t, )
| ittt o iz
$(—txnr) T(B(t,€)) — T(€)elo I (#ls—t:p(t6))ds
= d
/qs(t,o) Po(C)] L(o(t,€))t :

[ L(9(t,€)) — D(E)ela "GO

Now, in order to apply the LDCT we show that the integrand converges point-
wise to 0 when ¢ goes to 0. In fact, for a fixed = € (0, x,), applying the I’Hopital
rule we have

o D(09) — [(¢)elo I (@(s:€)ds
=0 Lo &)

Do O)0(6(t,€)) - D(€)elo T'OEDET (g(t, £))
-0 T(o(t, €))L (0(t, )t + T(8(¢,€))

_ I (6(t, )\ [ T(o(t, &) — T(&)elo (@) i
s e =

[(o(t,€)) tLE+1

whenever & € (0, xy).
On the other hand, since p, belongs to L', to apply the LDCT we only have to

show that )
T(¢(t,€)) — T(€)elo I'(@(s))ds
L(o(t, &)t

is bounded by a constant on [0, 2] x [0, ¢o] for some ¢y > 0.

Using the mean value theorem, the bound K for the absolute value of the
derivative of I" and Lemma 2.2.2, we have that

F(¢(ta£)) — F(f)@jo @(s,))ds
L(e(t, &)t
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L(6(1,€)) = T(g(1, §))elo M0l

L(o(t, &)t
T(¢(t, €))elo T'@E)ds _ P(g)els T (6(5€)ds
i o)

elo U(3()) ds — 1
t

< n ‘(JJ T (6(s,£)) ds‘

L(e(t,€)) —T'(€)
[(o(t, &)t

(b(t? 5) - é
[(o(t,6))t

< )6/'075 F/(¢(7—€,§))dsrl(¢(s’ f))‘ + eKt[(

1 — e_F/(O)tO

< KeP" 4 KeXt | F(o(t t<KKt°<1 LL*—>
< e+ Ke ‘ (gb( 7€)a )l = € + Ll —F/(O)to ’
1 — -0

since ——————— 1s increasing.
(0t 8
This implies that

" P(w)e fo @67t — D(g(—t, 2))
li —t dr = 0.
Step 2:

To finish the Part 1 of the proof we have to show that, when ¢ goes to 0,

T M

L(o(—t, 2))po(¢(—t, =) — T'(x)po()
['(x)t

lim + ('po)'(x)| dzx = 0.

t—0t 0

This step is more technical. We will decompose this integral in two terms and
show that each one goes to 0 when ¢ goes to 0. Indeed,
/wM F(¢(_t7 x))p0(¢<_t7 I‘)) B F(I‘)po(l’)
0

T(x)t da

+ (I'po)' ()
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/JCM
0

1 é(—t,x) ) .
o) s @)

dx

o 1 ’ / /
<[ ) = ) w)ldsde

( t,I)
T M
/
0

—t,r)—x
|, ot
Let us first see that 75, goes to O when ¢ goes to 0.

|(Tpo) (z)|dz =: Iy + Iso.

[(x)t

_t7 - .
% — —1 point-

wise when ¢ goes to 0, the integrant of /55 goes to 0 pointwise when ¢ goes to 0.
Moreover, also by Lemma 2.2.2,

As (I'pg(x))" € L' and moreover by Lemma 2.2.2,

1+ B ) (o)
o100 _
< (14 Lt [ ) i

for t < ty. Therefore the claim follows from the LDCT.

Finally, we shall show that /5, also tends to O when ¢ goes to 0. Here we will

make a linear change of variables (s = x + I'(z)tz) and we will also use that,
(b(_ta LU) -z

since T is continuous, it attains its minimum value. We denote by
x

(P
mott) = g (S

Then we have
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TM 1 T , ,
e /o m/(b(t,x) [(Tpo)'(5) = (Tpo) ()| dsdx
_ /xM/ ’(FPO)/(Z‘ + F(ZL’)tZ) — (FPO)/<$>|dZd1’

[(x)t
</ . | 1) @+ T@te) = (T @)

Given € > 0 there exists a function g of class C'! such that

/ (2) — g(2)|dz < <. (2.10)
) 6
Since » € (A0~ lf(i))t 0], by Lemma 2.2.2,

ATl _

INCI

we have that there exists a small enough ¢, such that

T (2)tz] < KLyLp—

AT Ol _

T(0)]

1+T(z)tz>1— KLyLg— > 1/2.

So,

/Omf |(Tpo) (x + T'(x)tz) — g(x + T(x)tz)|dx

< [ R ) - atslds

<2 / 1(Tpo)(s) — (s)lds < 5 @.11)
0

where we have made the change of variables s = x + I'(x)tz and used the fact
that it does not change the integration limits.

On the other hand, as ¢ is a function of class C'', we can write that
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AMWMx+me»—m@wxsmmm[fﬁmwwux

ot = ™ o < &
< Ilg Oot—/ T(z)|dz < =, 2.12)
o, 3

which holds for any ¢ < t;, for some ¢; smaller than .

Finally, using (2.10), (2.11), (2.12) we can write that
0 T
Ly < / / (Tpo) (z + T(2)t2) — (Tpo)(x)|dad=
me(t) JO

s/’ /”ﬂ@mwx+r<>>—mx+nwnmmw

m¢(t
/ / g(z + D(x)tz)|dzdz
me(t

L¢(t / — (I'po)'(2)|ddz < €[my(t)]

which by Lemma 2.2.2 implies that I5; goes to 0 when ¢ goes to 0, and ends
this part of the proof.

Part 2:

To conclude the proof we only have to see that all the functions in the domain
of the generator belong to the set D.

Let us assume that (po(z), go(z)) belongs to the domain of the generator, i.e.,
that there exists

(Tgm)m(ﬁg)wm(ﬁg)_ 013

Denoting the first component of A; by Ag' and the second by Ag?, it is
obvious that A.? = 0.

Using the Taylor expansion for ¢, ¢(—t,a) = a — I'(a)t + (C)F(C) , where
c € (¢p(—t,a),a), we can write,

lim
t—0t t
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1 e 1 [e
Z dr = — d
t/qs(m Pole)de t/a Cgre) e pole)da

—I'(a)t+

= <F(a) B F’(C)F<C) t)( 1 ) /a po(w)dw‘
2 F((L)t - FI(C)F(C)tZ G*F(G)IH*WH

2
So, assuming that a is a Lebesgue point of py (see [60]), we have
R N
lim — po(z)dr =T'(a)po(a). (2.14)
t—0+ ¢ #(—t,a)

On the other hand, for a,b € (0, x,/), we have

/ " (T (t)po) (=) — po()
. t

dx

1/t toy 1 rb
= / po(@(—t,x))e” b TNy — - / po()dx

1 [o(=tb) 1 b 1 [a 1 b
—i | wi@ds =g [ @i =1 [ miade— 1 [ (e
tJo(-ta) tJa tJo(~t,a) tJo(—1)
i.e.,
1 fe b (T(¢ _ 1 b
_/ po(x)dx:/ (T (Opo)() po(x)d$+—/ po(x)dx, (2.15)
t Jo(-ta) a t tJo(—t)

where, in the last but one equality we made the change of variable ¢ =
¢(—t, x) and use (2.6).

We fix a Lebesgue point b of py. Using (2.15) and (2.14),

1 a

lim — d
R
i [T OR)@) =) 1/b po()da
t—0* J, t t—0+ ¢ b(—t,b) 0

b
:/ Actpo(x)dz + T(b)py(b).

a
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Then, for all Lebesgue points = € (0, x,,), we can write, using (2.14) again ,

1 x

b
['(z)po(x) = th%l+ n ’ )po(s)ds =T(b)po(b) + / Agtpo(s)ds,
- —t,x T

which holds a.e. since the set of non-Lebesgue points has zero measure (see
[60]).

With this we have that the function I'p, is absolutely continuous, which im-
plies that (I'py)’ € L' by the Fundamental Theorem of Calculus (for instance, see
[60], Theorem 7.20), i.e., we have that (pg, qo) € D. O

Corollary 1. The linear operator A defined by (2.3) with domain given by (2.9) is
the infinitesimal generator of a Cj semigroup on the Banach space X = (L'(0,z,))%.

Proof. It follows from the beginning of section 2.2 and Proposition (2.9). Ol

Now we will prove the local existence and uniqueness result. Even though
negative solutions do not have biological meaning, in order to apply a general
result in semilinear evolution equations, we extend the definition of the function
G to the whole real line, assuming that the extension satisfies the same condi-
tions, i.e., it is smooth, bounded above by G and its derivative is bounded by G'.
So the theorem below is stated in the whole space X and we leave the proof of
positiveness of solutions with positive initial conditions until Theorem 2.2.5.

Theorem 2.2.3. For all initial conditions uy = (pg, o) € X = L' x L', there ex-
ists a unique mild solution u(¢) of (2.2) (see definition 0.12) defined on a maximal
interval of existence [0, Ts). Moreover, if T); < oo, then

lim ||u(t)| = oo.

t—>T1W

Proof. We use Theorem 1.4 from ([57], Chapter 6, page 185).
In order to apply the Theorem we need to prove two things:

(7) A is the infinitesimal generator of a Cy semigroup on X.
This holds from the Corollary above.

(17) f satisfies a local Lipschitz condition on the Banach space X.
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We have that G is globally Lipschitzian with constant G’. As we want to show
that f is locally Lipschitzian, we assume that

éMmme<Q

With this considerations, let ( zlgg ) and ( ];2((2 ) € X = (LY0,zp))%
1 2
Denoting by

N; = / () U(x)gi(w)] de

for i = 1,2, and assuming that ¢(z) < ¢*, ¥(x) < 1*, we have

Il (56) - (5]

H((G@mm@ﬂGU%MA@)+2ﬁMPSD@ﬂwpﬂwMy)‘
(G = G(N)]ai(z) = [G = G(N2)]ga()

First of all, let us point out that

N1 — No| =

[Ww@mmm—m@»+wm@@wwmmwx

<¢/’ (01(2) — po( |w+¢/' (@) — go(a))d

()=o) )+ )i ) - (o))
<@ o () - ()

AWwamm—Gwmmmm

< ¢

which implies
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g/m GV (a1 yd:c+/ [ 7))

<a/ (@ >|d:c+c:/0 (V) — N2)aa(@)|

On the other hand,

/ |2/ ?(Jy y))dyldz
<2/ / |—y — pa(y))|dyda

=2 / / —I y)|dzdy = /0 F (W)p1(y) — p2(y)|dy
< 2F/ p1(y y)|dy < 2FH< qlgg > - (528 )H (2.17)
And finally,

/ |Gq(z) — Gq
0
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Therefore, using (2.16), (2.17) and (2.18),
b1 _ P2
Hf<ql>(x> f(%)(x)

(G ar(x) — G(Na)ga(a)) +2 / %%1 (y) — pa(y))dy

dx

/Omf HG — G(Nl)}Q1(SU) — [G’ — G(NQ)}QQ(SU)‘ dx

< / e a (@) - G(NYga(x)|da

. / Te %ww — pa(y))dyldz + / G (@) — sl lda

[(26)) - ()

8

<

2 (é + G (¢* + w*)Q) +2F + G

8

which ends the proof.

Let us now prove the global existence of the solutions.

Theorem 2.2.4. For all initial conditions ug = (po,q0) € (L*(0,z))? there
exists a unique mild solution u(t) of (2.2) defined on [0, c0).

Proof. By Theorem 2.2.3, let u(t) be the solution of (2.2) defined on [0, T}).
First of all, let us point out that if f : X — X satisfies

[f (W) < Ciljull + Cs, (2.19)

then, as u is the solution of the integral equation

u(t) = S(t)uo + / S(t — 5) £ (u(s))ds,
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for ¢t € [0, tyr), where S is a Cyp-semigroup such that ||S(¢)|| < Ce™, we have
that

t
lu@®)]l < Ce [luoll + C@“’t/ e (Chllu(s)|| + Co)ds
0

wt

1 t
e + OOy 0Oyt / e~ lu(s) | ds.
0

Since w can be assumed to be positive, this implies

—wt COQ ! —ws
@] < (Clluoll + =) +CCy | e Ju(s) |ds.
0
Applying the Gronwall inequality (for instance see [43]), we have that

Cy
e u@®)| < O(Jluoll + =),

1.e.,

C,
lu(t)]| < C<||u0|| + ) (CCr+w)

and this inequality holds for all ¢ € [0, Ty].

Applying Theorem 2.2.3, we have that T); = oo provided that f satisfies
(2.19).

In fact, for u(x 10, 20))2,
T ' )42 [ #p(y)dy
|G — G(N)]q(x)

< / GV + 2 / v / ?mndym

/0 (@ - G(V))g(a) | dx

<G / g(a)|de + 2F / p(y)ldy + G / 4(2)|dz.
0 0 0
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i.e.,
I @)l < 2(G + F)llul
which finishes the proof. ]

Once we have existence and uniqueness, another natural question is about
the positiveness of the solution. It is natural if we want that our problem makes
biological sense.

Theorem 2.2.5. For all positive initial conditions ug = (pg,q0) € L' x L', the
solution of (2.2) will be positive on (0, +00).

Proof. We recall the fixed point argument that provides the mild solution. A so-
lution of (2.2) satisfies the following integral equation

u(t) = S(t)uo + /Ot S(t —s)f(u(s))ds, (2.20)

where S is the positive semigroup generated by the operator A.
As we saw before, S is positive and since u is positive and because f maps
positive functions on positive functions, we have that

uy(t) = S(t)uo —i—/o S(t—s)f(uo)ds

will be positive too. By induction we can construct a positive sequence (uy),
given by

Upt1(t) = S(t)un, + /0 S(t—s)f(un(s))ds.

Since the cone of positive functions on L' is closed, we have that the limit of the
sequence, u(t), is positive. O



Chapter 3

Equilibria of the cyclin-structured
model

It this chapter we will show the existence of steady states of system (2.1). The hy-
potheses on the functions are the same that appear on the section 2.1. As we saw
before, this is a simplified version of the model introduced in [12], [13] where we
assume that the parameter functions are age-independent, which leads to a system
where the structure is only with respect to cyclin content, that is still a first order
nonlinear partial differential equations system with non local terms.

The abstract structure of the model allows the reduction of the problem of
finding nontrivial equilibria to the problem of existence of a positive eigenvector
corresponding to the dominant eigenvalue of a certain linear operator which is
the infinitesimal generator of an irreducible positive semigroup. This linear op-
erator is obtained from considering the vital and transition rates given by fixing
the values of an interaction variable, which summarizes the competition effect of
the population on each individual. In the literature dealing with dominant eigen-
values, positive eigenvectors and asynchronous exponential growth of structured
populations, the theory of linear semigroups (the first paper [71] applying this
theory to population dynamics considers the age-structured case) and the theory
of positive operators (see [53] and [45] where size structured cell populations are
considered) have been used extensively.

We use positive linear semigroup theory (see [9], [23]) in order to estab-
lish conditions for the existence of the dominant eigenvalue and uniqueness of a

(normalized) corresponding positive eigenvector of the linear operator mentioned

61
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above. As a consequence we prove in Theorem 3.1.5 existence and uniqueness of
a non trivial steady state under additional hypotheses which only amount to say
that the population increases in "ideal" conditions with respect to competition (i.e.
when the population is very small) and decreases in "starvation" conditions (i.e.
when the population is very large).

We will start by reducing the existence of steady states to the eigenproblem. In
the next section, following the lines of the book [9] (Chapter III), we decompose
the operator as the sum of a generator A of a positive semigroup and a compact
perturbation K. As usual the most difficult condition to check is that the spectral
bound of the perturbed operator A + K is strictly larger than the spectral bound
of the operator A. Theorem 3.3 in [66] states that the previous condition holds
whenever the spectral radius of the compact operator K R(\, A) (where R(\, A)
is the resolvent operator) is larger than or equal to 1 for some A\ larger than the
spectral bound of A. In [66] the author applies the theorem to a population struc-
tured by age and size for which the spectral radius of this compact operator can
be explicitly computed, being the clue that the size distribution at birth is a fixed
measure, which in its turn implies that the operator is of rank one.

In our case this explicit computation is no longer possible and we obtain the
condition on the spectral radius under some hypotheses by using a pointwise in-
equality for a test function (Lemma 3.1.2 and Proposition 6). We also give condi-
tions ensuring non existence of an eigenvalue of the operator A + K larger than
the spectral bound of A (Theorem 3.1.4).

An alternative approach to the existence of solution to the eigenproblem in
a single equation for a size structured cell population is given in [54] by means
of proving the convergence of an approximate problem. The paper [31] gives a
proof of existence and uniqueness of the steady state of the model proposed in
[12] by means of regularization and application of the classical Krein-Rutman
theorem in the case that the transition rate from proliferating to quiescent stages
is independent of cyclin content.

3.1 Steady states

A steady state of system (2.1) is a solution (p(z),q(x)) € (L'(0,z,r))? of the
system of equations
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0 = L C@p() - [L) + F@) + d]p(e)

+G(N)q(x) +2 [ Elp(y)dy, 1)

[ 0 = L(@)p(x) — [G(N) + d2]q(z),
with N = [ (¢*(2)p(x) 4+ ¢*(x)q(x))dx. For each (p,q), N is a real number
and G(N) too. We will denote G(N) by G.

System (3.1) can be reduced to a unique equation for p which leads to

0=~ g M@po) = |2+ Pl b= S oy 2 [ 0

For values of G in the range of the function G, let us consider the unbounded
linear operator in L'(0, z,)

Bep(z) = —%(F(x)p(x)) — {GfdQL(x) + F(x) + dl]p(x) .

In order to find nontrivial solutions of (3.1) we have to find positive eigenvec-
tors of eigenvalue zero of the operator Bs. We will show that for any G e
(0,G(0)), the operator Bg has, under suitable hypotheses, a simple real eigen-
value Ay = s(Bg) (the spectral bound of Bj), and that A4 is the unique eigen-
value with corresponding positive eigenvector. Furthermore we will have that the
function G € (0,G(0)) — Ag is strictly increasing and continuous. Assuming
that Ay < 0 < Ag(o) the function A has a unique zero that we will denote by Go.
In this case

Bg,cpg, (r) =0, Ve € R,

where pg, is an eigenvector associated with the eigenvalue Ay = 0, pg, > 0,
T M

o P, (r)dr = 1.
In order that cpg, is the first component of a steady state we still have to find the
scalar ¢ which is determined as follows (implying uniqueness of the non trivial
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steady state). As G is strictly decreasing in IV and tends to 0 when N goes to
infinity, we have a unique Ny such that Gy = G(NVy). Since the following must

hold (o) (2)
=c e x Le)giia)y x)dx
NO - /0 (gb ( ) + Cjo + d2 )pGo( )d )

there exists a unique ¢y € R™, namely

No
meM <¢*(x) + %)péo (x)dx

Co =

coL(z)pg, ()

Go + do
unique positive steady state of system (2.1).

such that the point (Copg*o (x), > satisfies (3.1), that is, it is the

3.1.1 The eigenvalue problem

In this section we will prove that under suitable hypotheses the operator B de-
fined in (3.2) has an algebraically simple dominant eigenvalue A5 for any G in
(0, G(0)) with a corresponding positive eigenvector and moreover that it is the
only eigenvalue of B with a positive eigenvector.
Let us denote

é + dsy

and let us consider the operator B in the following way

r. () L(x) + F(z) + dy

Bep(x) = Agp(z) + Kp(x), (3.3)

where
0
Aep(z) = —%(F(x)p(x))—ré(x)p(a:),
(3.4)

Kp(z) = 2 [7 E8p(y)dy.

The existence of a dominant eigenvalue with a corresponding positive eigenvector
of B will be proved using the following result.
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Theorem 3.1.1. Suppose A+ K is the generator of an irreducible positive linear
semigroup. If As is K-compact, i.e. if K (A — Ag)~! is compact for some \ >
s(Ag) (the spectral bound of Ap), and s(As + K) > s(Ag) then s(Ay + K)
is a simple dominant eigenvalue of A 4 K and its corresponding eigenvector is
strictly positive. Moreover s(Ag+ K) is the only eigenvalue of A4+ K admitting
a positive eigenvector.

Proof. The first statement is given by Propositions CIII-3.18 and CIII-3.14 in [9].
The existence of a strictly positive eigenfunction corresponding to the eigenvalue
s(Ag + K) follows from an application of Theorem 8.17 in [23]. This theorem
also gives existence of a positive eigenfunction of the adjoint operator of A + K
corresponding to s(Ag + K). Moreover, since 0 is an eigenvalue of the operator
As + K — s(Ag + K), Theorem CIII-3.8 in [9] gives the last assertion of the
theorem. O]

Let us now show that the operators A and K fulfill the hypotheses required
in Theorem 3.1.1.

Proposition 3. K is a compact operator.

Proof. Taking the derivative in the L' sense we have that D(Kp)(z) = —2
Then, if ||p|| < ¢,

F(y)

|Kpll = | fyM2 [ Tp(y)dy dx

IA

2 o ?ww dz dy

= 2 7" F(y)lp(y)|dy

IN

2w llplle

IN

2c " x
and

F(x)

p(x)dz| <2 ||p||lp < 2,
x

T
Dl = [ -2
0
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F(x) .
. Then ||Kp|lw11 < c. That is, the

operator K maps L'(0,z,s) into W'1(0,z,,) as a bounded linear operator, and
the operator K : L'(0,z5) — L'(0, z5;) is compact by the Rellich-Kondrachov
theorem. O]

where ¢’ denotes an upper bound on

Proposition 4. Let A; and K be the operators defined by (3.4). The operator
By = Ap + K generates an irreducible semigroup S(t).

Proof. Ag is the generator of a positive linear semigroup 7;(¢) given by the solu-
tion to the initial value problem for the first order linear partial differential equa-
tion )

gp(z,t) + Z (L (@)p(x, 1) + ra(2)p(z,t) = 0,

p(% O) = Do,
which can be explicitly solved by the characteristic lines method:

(To(H)po) (x) = po(p(—t, 2))e o (F(etetmntrletetan)ts  (35)

where (¢, x) is the (unique) solution to the initial value problem

"(t) =T'(2(t

(1) = T(=(1)), 56
2(0) = x.

Notice that for any x € (0,x5), ¢ is an increasing function of ¢ and

limy oo p(t, ) = xpy.

Since K is a positive bounded operator A + K is the generator of a positive
semigroup S(t) (see [57]) given by the solution of the integral equation

S(t)po = To(t)po + /Ot To(t — s)KS(s)pods.

Iterating once this equation we have
S(tpe = To(t)po + fot To(t — 8)K<Tg(s)p0 + fos To(t — G)KS(O‘)podO'> ds
= To(t)po + Jy To(t — 8) K To(s)pods
+ [ [Tyt — $)KTo(t — o) K S(0)podods

> fot To(t — s)KTo(s)pods =: T (t)po.
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So, in order to show that S(t) is irreducible it suffices to show that for any
po € LY(0,zar), po > 0 and any ¢ € L>(0, /), ¢ > 0 there exists ¢y such that
for t > ty,

/O ()T () po () = /0 t /0 M (@) To(t — $) KT (s)po(x)dads > 0. (3.7)

For any v € L'(0, zy/), let us define

I, :={x € (0,z)) suchthat v(y) =0 ae.on [z,zy)}.

and

. inf I,, if I, #0
Ty 1= .
Tpr, if Iv = @

Notice that Z,,, > 0.
By (3.5) and the definition of (¢, ) we can see that

i.TO(t)PO = L%PO(%O(—E')) = (p<t7i.p0) € [i.pme]'

y) > () for all y and
Y

Koy =2 [ F;%y)dy = [ F;”v(y)dy

F
On the other hand, as

then, for any v > 0, Kv(z) > 0 if and only if z < &,.
With this at hand we have that

(KTo(s)po)(x) > 0 ifand only if z < (s, Ty, )
Then

(To(t — $)K Ty(s)po)(x) > 0 if and omly if & < o(t — 5, (5, dpn)) = (¢, &)

by the semigroup property of the solutions of the ordinary differential equation
(3.6).

Finally, let us consider ¢ € L>(0,x), ¢ > 0. Since lims_, o (s, &p,) =
x ), there exists ¢y such that ¢ does not vanish a.e. on (0, ¢(to, Z,,)). Then for
t > to (3.7) holds. O
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In order to see that the operator B; = Aps + K satisfies the hypotheses of
Theorem 3.1.1 it only remains to show that the inequality s(Axs + K) > s(Ap)
holds. Theorem 1.1 in [66] states that s(As + K) > s(Ag) if there exists A >
s(Ag) such that the spectral radius of K R(Ag, A) is larger than or equal to 1. The
latter will be proved, under suitable hypotheses, by means of the following two
results, the first one of which is a rather abstract lemma whereas the second one is
a result about the semigroup 7y (¢) and its infinitesimal generator A.

Lemma 3.1.2. Let C' be a positive bounded linear operator in a Banach lattice. If
there exists f > 0 such that C'f > f then the spectral radius of C'is greater than
or equal to 1.

Proof. Since C'f — f > 0 and (' is a positive operator, we have
0<C(Cf-f)=C"f-Cf<C*f

and, iterating, C" f > f. Hence, |C™f|| > || f|| which implies ||C"||/™ > 1 and
the claim follows.
O

Proposition 5. Let 7| be the positive linear semigroup generated by the operator
A¢ and let us denote by wy(75) and s(Ag) their growth bound and spectral bound
respectively. Then s(Ag) = wo(Ty) = —min{rs(0), ra(za)}

Proof. The first equality holds for any positive semigroup in L' (see [23]). As
the differential equation (3.6) is autonomous and I'(0) = I'(zy,) = 0 < I'(x) for
x € (0,21), the map x € (0,25) — @(t,x) € (0,2,) is a diffeomorphism for
any real t, with inverse x € (0,z,) — @(—t,z) € (0, x5). Moreover,

0 Y
a_i@) ZL’) _ efgI‘ (@(s,:p))ds.
From (3.5) it follows
ITopoll = [ Ipo(p(—t,2))e 8 (et ratototon ) as gy

- foxM Ipo(y)le” Jo T@(s@(s,y))dsd%

where we have made the change of variables y = ¢(—t, z), i.e., z = p(t,y) and

dl‘ t
= elo U (@(sw)ds et us now define M := min{rs(0), rs ()} and recall that
Y
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M > 0. We shall prove that s(As) = —M. By continuity of I' and 74, and the
positivity of I in (0, ), for all sufficiently small £ > 0, there exists an interval
I = (0,25 —9) C (0,2,) such that

['(z)>eif el and rp(x)>M—cif z € (0,zp)\I. (3.8)
The first inequality in (5.3.1) implies that for any y € (0, z),), the length of the

interval {s : ¢(s,y) € I} is smaller than *£. Then, for ¢ > *, by the second
inequality in (5.3.1),

/0 r (p(s,y))ds > (M — &)t — 20,

€
So,
ITo(t)|| < exM(¥—l)€(—M+a)t7
L In(||To (1)) :
and then, wo(Ty) = limy_ — < —M + ¢ for all sufficiently small

e > 0,1i.e., wo(Tp) < —M.

Moreover, ¢ can be chosen such that either 7 (z) < M +¢eif 2 > zp — § (When
M = rg(zy)) orr (v) < M +¢eif z < 6 (when M = rg(0)), or both (if
r&(0) = re(zar)). In the first case, taking us(2) = $X (245,00 (), We have (for
all sufficiently small € > 0),

TN 1 +
||T(](15)1,L5H :/ _effo Té(@(s,y))dsdy > e(*Mfe)a
CIJM—(S 5

In(|[.S(¢
and wp(To) — Timy .o 2USOD o

when M = 74(0), for all ¢ > 0 there exists d; < 0 such that ¢(s,y) < ¢ (and
hence . (¢(s,y)) < M + ¢) whenever y < dp and s < t.
Then, taking us, (z) = % X(0,50) (%), we have (for all sufficiently small € > 0),

M — ¢. Finally, in the second case, i.e.,

5 1
| To(t)us, || = / 6_6* Jo roelsds g > p(-M-e)t
o %o

which leads to wo(7p) > —M. With this we finish the proof that wy(7p) = —M.
[]

Before stating the next result of this subsection, we shall introduce some no-
tation. Let us define the constants ¢, ¢;, ¢o and c3 in the following way

F
co = inf (ﬂ) > 0,
yE[O,mM] y
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['(z)

cp =sup{c>0:T(z) = cx(zy — ), Vo € (0,2m)} = infm

>0,

co =inf{c > 0:ra(x) <ra(en) +clay — ), Yo e (0,2r)},
cs=1inf{c > 0:rs(x) <ra(0) +cx Vo € (0,20)}-

Using the hypotheses on F'(x) and I'(z), the constants ¢y and ¢; are well defined,
and with this at hand, we can prove the next result.

Proposition 6. Let us assume that ¢, and c3 are well defined and that either
(@) ra(zar) < ra0)
or
(1) 74(0) < re(xp) and

2
— = S1 G ey # )
(&)= (max, rg(z) — re(0))

2co .
1 f = .
O e ra(e) gy W a=a)

Then the spectral radius of the operator KX R(Ag, A) is larger than or equal to 1.

Proof. The resolvent operator R(Ag, A) can be explicitly computed by the varia-
tion of constants formula as the unique L' solution to the linear ordinary differen-
tial equation

(C(@)p(@)) + (A + rg(@)p(@) = f(z), € (0,2m),

+ra(@)

e (R(Ag, Nf) (@) =15 Jo e e " f(s)ds.
Let us proceed to prove that hypothesis () as well as hypothesis (2z) imply that the
hypothesis of Lemma 3.1.2 holds and then the claim follows. For dy € (0, x/)
to be chosen later, we define the function f(x) := X[o,z,,—s) (). We just have to
show that for some A > s(Ag), KR(Ag, A)f(x) > f(x), which reduces to see
KR(Ag, N)f(z) > 1forall z € [0,z — o).
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We begin by deriving the following bound:

)\+ré (o)

KR(Ag N f(x) = 2 [7 B Lo e 1m0y oy (s)dsdy

x y I'(y)

A (o)
v F(y) 1 zy—00 — [¥ —C5—do
z 2 sy r(y)( o € s )dy

A7 . (o)
_ _ [zm—9%0 el
= 2<5M5%3L @) ““)
F(y) [
M _yL . z =90 T'(o) o
fﬂﬁM—éo y T'(y) € dy

en—b — [rm—do 2T,
> 2 JoM e Ty “ds

>\+’V‘é (o)

<faf}\]4u50 ﬁe_ ffM760 F(a)dady> .

CoC1T

(¢) Firstnotice that ¢, > 0. Let 9, be sufficiently small such that 6y < ————
4(61 —+ CQ)CQ

(no condition if ¢, = 0). We shall show that

/ R e S ! (3.9)
e Jem—d Tl y > .
eri—50 L(Y) A+7.(zar) + c20o

and for A + r4(zp) > 0 and 6y > O sufficiently small,
zpr—60 oy —Sn AT A (o)
/ ST o s ATM (3.10)
0 4(01 + Cg)
With this, for all x € [0, 25, — o],

1T 1

KR(As N > 9 .
( G )f(-T> - 004(01 + Cg) A + 7"@(17]\/[) —+ 0250

By the choice of 4y, taking A sufficiently close to s(Ag) = —r_(2ar), we
have



72

CHAPTER 3. EQUILIBRIA OF THE CYCLIN-STRUCTURED MODEL

CoC1T

A, + o) < ——m8—
re (@) + 200 < 2(cr + ca)

and then KR(Ap, \)f(z) > 1forall x € [0,z — do).

Let us now prove (3.9) and (3.10). To see (3.10) we note that for all ¢ in

(O,%’M),

A+r.(0) - A ra(xam) + co(vy — o)
I(e) — cio(xy — o)

and then, for s in (0, z); — Jp), a straightforward integration yields

. iju—(so )\'H”G(O') da 2 _)\+Té(x]u)+62x1u ln ($I\/1_60)
s I'(o) c1T s

+)\+r@(mM) ln( 5o )’

C1T M TM—S

which implies

Atr s (zpr) Atra (@) ez g
_ A7 . (o) G G
o Jem 50 EAy) < do c1Tar S c12 M

(o) %7 >

Ty — S Ty — 0o

S
If s < xpy — 6 then ———— < 1 and

Ty — Op Ty — S
Monotonous Convergence Theorem

< 1. So, applying the

(o Ara(@ar)
Mtr (o) e

- — [*m—% -
fﬂﬁM 506 I NE) dcrds > f:cM 50( 5o > erzy

0 — 0 Tpr—S

Atra (@) teazyy

( s > c1TM dS

xp—8o

£2

)\—v—rA(zA{)+ _ P
G me 50( s > 1d8

0 xpr—do

(xpr—do)c1
cit+c2 !

which for A + rs () and ¢ sufficiently small, implies (3.10).
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On the other hand, note that
ra(x) <ra(zay) + 209 forall x € (zpy — do, xur).

Using this we obtain

Ar . (o)

T 1 —JfY s %do’ TN 1 —(Atra(zar)teedo) [Y L _do
—_— TN 00 (o) R — G zpr—00 I'(o)
ffﬂM*tso () dy > ffBM*50 I'(y) dy
1

A+ TG(LEM) + 0250’
which finishes this part of the proof.

(27) Following exactly the same lines and denoting by R = maXy¢[o,z,,] re(o),
we can also bound

TN . A+r . (o)
/ Lty s L
xpr—080 F(y) R — Té<0)

when A +r_(0) > 0 is sufficiently small.

On the other hand, using the definition of c3 (which is necessarily positive)
+7’G (o) >\+7‘G (0)+cszo
T'(e) — colzpm—0o) *

A
we bound

In the same way as in the case (i) we obtain (if c3 # ¢;)
/\+T‘é ) A+r . (0) )\+'ré (0)+c3zps

— _ (M=% - Tz T ocamy
fOxM 506 I NE) dods > sz 50( s ) 170 (9050 ) 170 ds

0 zar—00 M—S

€3

A1 (2g) T -5 Py
G TM—00 do 1
fO (acM—s> ds
°3

— <azm (% _ [0 )2
T c3—ci \zpm TN '

Hence, for all §y € (0, zps)

C12 do do a 1
. > — = |—
KR, Ag)f(x) > 2%, ( i ) [W (zo)
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and
CoT =
KR\ Ap)f(x) > R{i(ﬁf)) maxye(o,1) ?(y —yer)
_ 2coT pr 1
= m— > 1
R=rg(0) /o \ =2
(ﬁ) 3—c1
The case c3 = ¢ is completely analogous. ]

Theorem 3.1.3. Under the hypotheses on the model and one of those of Proposi-
tion 6, the operator B = Ap + K has a (dominant) real eigenvalue s(5y), the
corresponding eigenvector is positive and s(B) is the unique eigenvalue of B
with a positive eigenvector.

Proof. By the paragraph following the proof of Proposition 4, it follows immedi-
ately from Theorem 3.1.1 and Propositions 3, 4 and 6. [

What we have proved so far is that under the hypotheses on the model, when-
ever Proposition 6 holds, there exists a dominant eigenvalue of the operator B .
When s(Az) = —rs(0) > —ra(za) the dominant eigenvalue does not always
exist. In Proposition 6 we have given a sufficient condition for existence. The next
result gives a sufficient condition for non existence.

Theorem 3.1.4. Under the hypotheses on the model, if s(Ay) = —rs(0) >
—rg(x) forall z € (0,2)) and

sup (i) < 1, 3.11)

Oen) \Ta(y) —1ra(0) 2

then there is not a real eigenvalue larger than s(Ag) with positive eigenvector
of the operator A, + K.

Proof. Let us assume the existence of a real eigenvalue and a positive eigenvector
of the operator A + K, that is, a positive solution of the equation

(A= Ap)u(z) = Ku(x).

Let us assume A > s(Ag) = —7,(0). Then defining w = Ku(z) we will have
u = R(Ags, A)w and w = KR(Ag, \)w. Integrating the operator /' we first note
that for all u,
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/OxM Ku(z)dx =2 /OxM /:M %u(g/)dydz = Q/OxM F(y)u(y)dy.

Integrating, interchanging integration order and finally integrating by parts, we
obtain

J M w(@)de = [[M KR(Ag, Nw(z)dx

= 2" F(y)R(Ag, Nw(y)dy
M A+rG(U)al
= 2[5 )fo T “w(s)dsdy

o pon FW) 1 (y) =1, (0) e,
= G G e s T(o) o
) r () —r.(0) ) ( dy w(s)ds

F(y) e
2 R A LIVEN SV (o) do
SUP(0,2,,) (T@ (y) -, (0)) 0 fs €

p ( ij (UF)(UT) (O)da>
@e dy w(s)ds

= 2su &
= 25P0en | Ty ()

Y Mra(@)
foxM (1 — (A4 ré(())) fSZM ﬁe_*ls (o) dady) w(s)ds

IN

F(y) .
< 2 _ M d
— Sup(O,:vM) (T@ (y> _ T@ (0)) 0 UJ(S) S,

which obviously implies the necessary condition

F(y)
0iorn) (r@@) —r@<0>> -

N —
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O

Remark 6. Notice that (3.11) does not hold if L(x) decreases (which is assumed
in [12], [13]). Indeed,

)2 F
W)  _ (v) >1 forall y e (0,z).

@) —ro(0)  Fly) + 2 (L(y) — L(0))

Remark 7. It is easy to see directly that if the hypotheses of Theorem 3.1.4 hold
(nonexistence example), then

2cox

<1

(&) (max, rg(r) — r&(0))

meaning that we are not under the hypotheses of Proposition 6 (sufficient condi-
tion for existence). Indeed, (3.11) implies

F(xnr)
2co 22—y 1
= 0L M < TN < =

< — — < 1.
(8)5°5 (max, r(2) — 1(0)) ~ (2)5 7 (rglaar) — 16(0)  (2)577

3.1.2 Properties of the function )\, and existence and unique-
ness of the non trivial steady state

The results proved above and the following proposition give the existence and
uniqueness of a steady state of system (2.1).

Proposition 7. The dominant eigenvalue of the operator B, A5 is a strictly in-
creasing and continuous function of G.

Proof. s(Bg) is a pole of R(Bg, A) and R(Bg, ) is strictly positive because B,
generates an irreducible semigrqup (seAe [9D.
Moreover, since Bél > BGcQ if G; > G,

R(Bé17 )\) — R(BGQ, )\) = R(Bél, )\) <Bé1 — B@Q)R(BG2> )\) >0

for A > max(s(Bg, ), s(Bg,)) and then Proposition A2 in [10] gives s(Bg, ) >

S(Bé )
Contfnuity follows from standard perturbation results on eigenvalues ( see [48]).
O
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Theorem 3.1.5. Under the hypotheses of Theorem 3.1.3 let A~ be the dominant
eigenvalue and pg the corresponding eigenvector of the operator B. Let us as-
sume that A, is negative and that A\ (q) is positive. Then, then there exists a unique

g . coL(x)pg, (z)
positive steady state of system (2.1) given by | copg, (), ——=———— ], where
. Go + ds
G| is the unique zero of A4 and
G~ (Go)
=3 L(z)y*(x :
(0 (a) + HEE ) g, )
Proof. See Theorem 3.1.3, Proposition 7 and the beginning of section 3.1. O]

Here we have proved the existence and the uniqueness of a steady state in
the age independent case. In the next chapter we will show that for particular
values of the parameters, there exist solutions that do not depend on the cyclin
content. We will make numerical simulations for the general case obtaining, for
some values of the parameters convergence to the steady state but also oscillations
of the population for others.
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Chapter 4

Oscillations on a cyclin-structured
model

In the present chapter we are interested in the asymptotic behavior of the time
dependent solutions of (2.1) also in the case of healthy tissue. We start by, in the
first section, proving the existence, for some values of the parameters, of solutions
of system (2.1) that do not depend on the cyclin content and hence satisfy an ordi-
nary differential equations system. We analyze the complete asymptotic behavior
of this ordinary differential equations system showing that the unique nontrivial
steady state (when it exists) is asymptotically stable under some conditions and
unstable when the reverse conditions hold. The instability appears through a Hopf
bifurcation which leads to the existence of stable self-sustained oscillations of the
populations. In section 4.2 we use a numerical scheme to illustrate the possible
asymptotic behaviors of system (2.1). We obtain, depending on the values of the
parameters, existence of stable and unstable equilibria as well as stable limit cy-
cles. The equilibrium instability is linked to the delay caused by the quiescent
stage. Moreover it arises when the reverse transition GG from quiescent to prolif-
erating depends essentially on the quiescent population. This result is similar to
the one obtained in [38] where the authors study therapy strategies for cyclical
neutropenia which is an haematological disease characterized by oscillations in
the neutrophil population. They build a delayed differential equations model for
the regulation of stem cells and neutrophil production in which the transition rate
only depends on the quiescent population number and they also obtain oscillations
of the population.

The numerical scheme we use is based on a discretization of system (2.1) by

79
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means of a time invariant grid, called the natural grid (see [64], [4], [50], [1])
which is obtained by an explicit integration of the characteristic equation.

The approximate solution is computed by means of a predictor-corrector method
which numerically integrates the system along the characteristics as in [64] and
[4]. It also involves the numerical computations of integrals corresponding to the
non local term in the first equation in system (2.1). In contrast to [64] and [4],
where at any time time step, integration over the whole interval is performed, we
have to approximate the integral value at any point of the grid. To avoid algorith-
mic complication we use a trapezoidal quadrature rule (of second order accuracy).
This explains the use of a second order Runge-Kutta method and not a higher or-
der one. The presence of the non local term in system (2.1), modeling unequal
cell division, is also the main difference with respect to the model in [1] from the
point of view of numerical requirements.

Finally, in the Appendix we have performed two tests for the numerical scheme,
the first one comparing the numerical solution to an exact solution for a simplified
version of system (2.1) without non local terms, and the second one comparing
the numerical solutions of system (2.1) in the case of z-independent solutions with
the solutions of the corresponding ordinary differential system.

4.1 z-independent solutions

In this section we look for solutions of system (2.1) that do not depend on the
cyclin content z, that is, solutions of the form (p(t),¢(¢)). From the second
equation in (2.1) we obtain that, in order to have solutions that are indepen-
dent of  we must impose that the leak function is constant, that is, we must
assume L(z) = Ly > 0. From the first equation in (2.1) we then have that an
z-independent solution (p(%), ¢(t)) of (2.1) must satisfy the equality

O+ T @pl0) = ~(La+ F@)+ () +2000) [ 2y + GON ()t

or, equivalently

) = (Lo + Flo) + @) +di =2 [ #dwp(t) LGN,
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which implies that

TM F
L0+F(m)+f"(x)+d1—2/ %d 4.1)

xT

should be constant. Deriving, we have that the equality

F
Fia) + () + 22 g 4.2)
Xz
F( =: b < 0o we have that
1 €T
F(z)=—= [ sT"(s)ds. 4.3)
L= Jo

Substituting (4.3) in (4.1) and evaluating at x = x;; we have that

™ |
L0+F(:v)+T'(x)+d1—2/ %dy:L0+d1—A
with
1 TM
A= T/ s’ T (s)ds — I (z1). 4.4)
Ty Jo

Notice that, integrating the above equation on the interval (0, ;) we also get
A=_L [ F(z)da.
T M
So, system (2.1) has z-independent solutions (p(t), ¢(t)) if L(x) is a constant
Ly and (4.3) holds. Conversely, if the same conditions hold and (p(t), ¢(t)) satis-
fies the ordinary differential equations system

p= (A= Lo —d)p+ GIN (D) s
G = Lop — (da + G(N(t))q,
where N := N(p,q) = p [, ¢(x)dx + q [ ¢(x)dz =: kip + kog with ky, ks

positive real numbers and A given by (4.4), then (p(t), q(t)) is an z-independent
solution of system (2.1).
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4.1.1 Equilibria

Let us now study the existence of equilibria of system (4.5) (which will imply the
existence of z-independent equilibria of system (2.1) under the conditions above).

Proposition 8. System (4.5) has a unique non trivial equilibrium solution if and
only if the inequalities

A A
<1< - (4.6)
1+ Lo dy + Lo -3
hold.
Proof. A non trivial equilibrium solution (p, ) of system (4.5) satisfies:
0 = (A= Lo—d)p+G(N)
0 = Lop— (G(N)+dy)d
thatis, p = 90 = L0 pere i = pyp 4
Since ¢ # 0 this is equivalent to
- Lo+ dy — A)d
G(N):( 0+ — A)dy 4.7)

A—dy

Since G is an strictly decreasing function that tends to zero then NV tends to infin-
ity, there will be a unique solution, N of (4.7) (and therefore a unique nontrivial
equilibrium point) if and only if

(Lo +dy — A)dy

0< A d

< G(0).

And easy computation shows that the previous inequalities are equivalent to (4.6).
[

Remark 8. If we think of system (4.5) as a model for the dynamics of a popula-
tion with two groups of individuals where A denotes the per capita birth rate of
the first group, d; and d, the mortality rates and Ly and G(N) the transition rates
between the two groups, then the inequalities (4.6) can be interpreted using the
concept of the expected number of offspring of an individual in its lifespan R,
assuming a constant value of the "interaction" variable V. Indeed, let us compute
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R, for this model.

Let X be a random variable denoting the number of offspring in the lifespan of
an individual and Z be a random variable taking the value 0 if an individual taken
at random does not go to the quiescent stage, 1 if it goes once to the quiescent stage
and returns back to the proliferating one, and so on. Note that Z = 0 is the event
that an exponentially distributed random variable with expected value 7- L takes a
value larger than another independent exponentially distributed random variable
with expected value i and therefore P(Z = 0) = dl‘f:LO. In the same way we ob-

. L G(N) d _ o\ _ (_L G(N) \2_d
tain that P(Z 1) d1+OL0 d2+G(N) d1+1L > P(Z - 2) - (d1+OL0 d2+G(N)) dl-l—lLo""

k
P(Z = k) = (pz=) P(Z =0).
Then

Ro(N) = E(X) =32 E(X|Z =k)P(Z = k)

= E(X|Z=0)P(Z =0) X5, (BZ0)*

_ Lo _G(N) \k
- (d1+L0) Zk 0 (d1+0L0 d2+G(N)>

= (g2 1
- di+Lo 1 LoG(N)
" (d1+Lo)(d2+G(N))

A
d
di+Lo o740

A
where we have used that £(X|Z = k) = E(X|Z =0) = o since system (4.5)
1

assumes that the second group of individuals do not reproduce, T is the expected
1

lifetime of a reproducing individual and A the per capita and time unit fertility.

The inequalities (4.6) in Proposition 8 correspond to assuming Ry(0) > 1 and
Ry(00) < 1 (recall that G(c0) = 0).

4.1.2 Asymptotic behavior

Proposition 9. Let us assume that 4@ < 1. Then the trivial equilibrium

0d5+G(0)

is a global attractor of system (4.5).
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Proof. First notice that if A < d; then (p + ¢)’ < 0 and the claim follows. Now
let us assume A > d; and notice that by hypothesis Ly + d; — A > 0.

By the implicit function theorem, the isoclines of system (4.5) define functions
p = Fi(q) and p = F»(q) respectively through the relations

G(N dy + G(N(p,

_GWmalg 4, (Bt G 9)a “8)
Lo+dy— A Ly

We obviously have F7(0) = F»(0) = 0. Moreover, for all positive ¢ we have

that F(q) < F»(q). Indeed, since < 1 or, equivalently (Lo + d; —

do
1+Lo 75w

A)dy — G(0)(A — dy) > 0, G is strictly decreasing and A > d; we have
(Lo +di — A)dy — G(N)(A—dyi) >0

forall N > 0.
Let us now assume that there exists a positive ¢ such that ps := F5(¢) < Fi(q) =:
p1. We will have

(2 + GNP, )G .
D2 = T <D

Lo+d — A

Hence
(Lo +di — A)dy — G(N(p2,q))(A—dy) < Lo(G(N(p1,q)) — G(N(p2,9)) <0

since py < p1, N is increasing as function of p and G is decreasing; a contradic-
tion. Now notice that for any ¢y, the regions {(p,q) : ¢ < qo and p < F3(q)}
are positively invariant and that any trajectory eventually enters some of them
since lim, ., F2(q) = oo and p(t) < 0if p(t) > F5(q(t)). These bounded re-
gions cannot contain periodic orbits due to the direction of the vector field on
the isocline lines. The statement about asymptotic behavior follows from the
Bendixson-Poincaré theorem.

O

A_ > 1. Then all the trajectories of system

Proposition 10. Let us assume that 77— >

(4.5) are unbounded.

Proof. Under this hypothesis only the isocline of horizontal vector field remains
in the open first quadrant. The direction of the vector field in the first quadrant
gives the statement. [
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Remark 9. As before, the results can be interpreted in terms of . The assump-
tion in Proposition 9 is that Ry < 1 in ideal conditions (zero population number)
ensuring extinction. The assumption in Proposition 10 is that Ry > 1 in starvation
conditions (infinite population number) giving rise to unbounded population.

The two previous propositions give us the behavior of system (4.5) when there
is not nontrivial steady state. Under the hypotheses of Proposition 8, system (4.5)
has a unique non trivial steady state that can be written

A

ng N(A_d1>

(b, q) = ((A — dy)ka + doky” (A — dy)ks + doky

where N is the unique solution of G(N) = W. Indeed, using (4.8) and

(4.7) we have p = A‘?dlqA and so N = k1D + kog = (/ﬁAdTQCh + k2)G which clearly

implies the claim.

Theorem 4.1.1. Under the hypotheses of Proposition 8 the unique non trivial
steady state (p, ¢) of system (4.5) is (locally) asymptotically stable whenever (A—

dy — Lo — dy — G(N) + GG'(N) (ky — k2)) < 0 and it is unstable if the reverse
strict inequality holds. In particular it is asymptotically stable if k; > ko.

Proof. The Jacobian matrix of system (4.5) at the steady state is given by

’ Ly — ¢k1G'(N) —(kG'(N) — (dy + G(N)).

Denoting by A\; and ), the two eigenvalues of J(p, §) and using (4.7) we have that
Mg = GG (N) (ka(di — A) — Kidy).

Under the hypotheses of Proposition 8 which imply A > d; and since G'(N) < 0
we then always have that A\; \s > 0. On the other hand

M+X=A—d —Ly—dy — GN) + GG (N)(ky — ks),

giving the first statement. Assuming k; > k, we obtain using (4.6), that \; + Ay <
0 which gives the second statement.
O



86 CHAPTER 4. OSCILLATIONS ON A CYCLIN-STRUCTURED MODEL

Since the previous theorem reduces the study of the stability of the non trivial
steady state to the study of the sign of the trace of the Jacobian matrix, in the fol-
lowing we choose particular forms of the function GG and find reasonable values
of the parameters that make the trace negative and so give instability.

Let us take G(N) = G(0)e~N and assume k; > k;. Then using that G(N) =

W, q= Mf%‘% and denoting by A; := A — d; we have
Lo—A1)d V Lo—A1)d
)\1 + )\2 = Al - LO - d2 — All) : + Alnglhkl ( - C( ° All) 2)(k1 - ]fg)
(Lo—A1)d ln<(L(’§%>Al (Lo—A1)d
I 0—41)a2 0—4A1)d2
= A1 —Lo—dy— Ay - Alkzikol ( Ay )(kl — k)
We can see then that \; + Ay < 0 is equivalent to
(Lo—A1)d St d
—11)a2 —
In(G(0)) < ln( o > + BT (4 g

4.9)
= H(kaL07A17d2)

where we have denoted by k£ = ’;—j (assuming k; > 0). Then, a necessary and
sufficient condition for the eigenvalues to have negative real part is

G(0) < efkLoAnd) (4.10)

Whenever G(0) = e/ (k:Lo-41.42) e will have purely imaginary eigenvalues. Con-
sidering H as a function of A; and d, it can be seen that the infimum value of H
is

| k41
lim H(k, Lo, Ay, Ar) = In(Lo) + 2<ﬁ> 4.11)

Indeed, let us consider, for fixed k and L, the function

1 Lok
h(u,v):lnv—i—lnu—i—(a%— O)kt?

defined on R*" and notice H (k, Lo, Ay, ds) = h(j—i, Lo— Ay). Then we will have

(Y

inf{(A1,d2)€R2+:A1<Lo} H(k7 L07 Al? d2) = inf{(A1,d2)6R2+:A1<L0} h(%? LO - Al)
= inf{(u,v)G]RQ‘*‘:v<Lo} h(ua U)

= h(l,Lo) = lnLO + 2%,
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where the last but one equality is proven as follows. The function A is of class C"*
on R := {(u,v) € R*T : v < Ly} with limit equal to infinity at any point of the
two coordinate axes as well as when u tends to infinity, with no critical points in
R since % (u,v) = (v — Lo®t%) < 0 for v < Ly and such that has a (unique)
minimum point on the remaining part of the boundary of R (v = Ly, i.e., A; = 0)
atu = 1 (dy = A;) since %(u, Ly) = %

From (4.10) and (4.11) we have that, in particular, a sufficient condition for sta-

bility is
G(0) < Loe*(E).

Moreover, if A; = d; and they are small enough, then the reverse inequality
gives instability. We use this to find moderate values of the parameters that lead
to instability of the steady state giving rise to a limit cycle as can be seen in figure
4.1. The case k; = 0 can be analyzed in the same way.

o
1
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Figure 4.1: Ilustration with k = 6, A; = dy = 0.1, Lo = 0.2, G(0) = 7.5. Notice
G(0) = 7.5 > (602010 — 6,67 .

G(0)

In a similar way, taking G(N) = T Nn (which is the nonlinearity con-

sidered in [12] and [13]) we can find values of the parameters that also lead to
instability of the steady state going to a limit cycle as can be seen in figure 4.2.
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Figure 4.2: Mlustration with k = 4,n =4, A; = 0.1,dy = 0.12, Ly = 0.5, G(0) =
6.5.

4.2 Numerical simulation

We now go back to the full problem (2.1) and describe a numerical scheme and the
numerical results obtained by using it. In particular we emphasize the asymptotic
behavior of x-dependent solutions, showing the existence of stable and unstable
equilibria, as well as stable limit cycles, depending on the different values of the
parameters. To begin with, following the lines of [64] and [4], we build up the so-
called natural grid, i.e. a grid such that, in the case of a single equation, which is
the situation in [4], consists of a set of points {(z;,¢;): —1 <i<n+1,0<j <
m} in such a way that (z;_1,t;_1) and (z;,t;) belong to the same characteristic
line. Notice that (2.1) is a system of two first order partial differential equations
and consequently, it has two families of (base) characteristic lines. This fact in
general would complicate the build up of a natural grid, which should be such that
the points of the grid are intersection points of characteristics of the two families.

Fortunately, the equations in (2.1) are autonomous and moreover, the char-
acteristics of the second one are straight vertical lines in the plane (z,t¢). This
allows to extend the procedure of [4] to our case, and we shall obtain a rectangu-
lar grid (with edges parallel to the coordinate axes) with uniform time step size
and nonuniform z step size. On the other hand, since I' vanishes at both ends
of the interval (0,x,/), * = 0 and z = x,; will be characteristic lines (for both
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equations) whereas the other characteristics (of the first equation) will not cross
the ends of the interval.

Let us call ¥(¢; s, x) the solution of the initial value problem for the charac-
teristic equation

Z(t) =T(z(t), 2(s) =,

and let us also define ®(¢,z) = W(¢;0,2). Unlike [4] we assume that this equa-
tion can be solved explicitly and so we have the exact solution. Indeed, our
computations are all based in taking ), = 1 and I'(x) = x(1 — x). We be-
gin by choosing an arbitrary (small) positive number x, and compute 7" such that
®(T, o) = 1 —xg. Then we take n = [T max(T")/xo] + 1 (here [ ] stands for the
integer part), the time step size h = 7'/n, a natural number m > n and the grid
defined by:

G ={(x;,tj) 1 t; =jh,j=0,. r; = ®(t;,20),i=0,...,n,0_1 =0,2,,1 = 1}.

and notice that
€Tr; = (I)(tl,l’o) = (I)(h, (I)(ti_l,l’o)) = (I)(h,.fi_l)

and so x; — x;_1 < max([")h < xy. Hence, the size of the x steps is bounded by
xIo.

We will use this grid to compute an approximate solution of the initial value prob-
lem for (2.1), with initial conditions p(z,t) = p°(x) and ¢(z,t) = ¢°(z).

Now we explain how to compute the approximate solution at time ¢; given an
approximate solution till time ¢;_;. Let us assume that we already have an ap-
proximate solution up to time step 5 — 1 (for some j; > 1) given by the values
(p)~ ', ¢/, at the points (z;,t; 1), = —1,....,n + 1, taking into account that
) = p%z:;), ¢ = ¢°(x;), and let us assume e that (p(z, 1), q(:v t)) is an exact
solution to (2.1) such that p(x;,tj_q) = pZ ! and q(x,, t] 1) = q . Letus also
call S(x,t) = 2f —p y,t)dy and N (¢ fo p(x,t) + (x)g(z, t)dr.

Now we define, for i = 1,....,n, P,(t) = p(¥(¢;tj_1,2-1),t) and, for i =
—1,..,n+ 1, Qi(t) = q(z;,t). We also define f(z,p,q,5,N) = —[["(z) +
L(x) 1 F(x) + dlp + G(N)q + S and g(z,p, q, N) = L(x)p — (G(N) + du)a.
We will have, for: = 1, ..., n, the following ordinary differential equations
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WPty = (Ut tyg, i), t) + pe(W(E by, i), W (E 1, 1)
= pe(U(tstjo1,wim1), ) + DUt tjo1, 2m1))pu (P (5 tj—1, 2im1), )
= St 2im1), Bi(t), q(U (8 -1, 2im1), £), S(W (-1, 2im1), £), N (1)),
Pi(tj1) = plriastia) =pl,
and, fort = —1,....,n+ 1,

dQ;
dt

(t) = g(xi,p(:ci, t)? Q(:Ei) t)v N(t))>

Qi(tj—1) = q(z4, tj—1) = qf_l-

Notice that the boundary values of P have to be treated specially, and in fact, the
following holds for P_;(t) = p(0,1):

dP_4

dt (t) = f(O, P—l(t)a Q(O7t)7 S(07 t)7 N(t>)7 P—1<tj—1> - p]fll,

and the following for P, 1(t) = p(1,1):

dPn+1

dt (t) = f(lv Pn-i-l(t)v Q(lvt)7 07 N<t))a Pn-i—l(tj—l) = PZL:&

So the next time step approximate solution, i.e., the values of the pair (pf , qg )=
(p(x,t;),q(x4, 1)), i = —1,...,n + 1, except pj, can be approximately computed
as the approximate values of (P;(¢;),Q;(t;)) by means of a (single step appli-
cation of an) explicit two stages Runge-Kutta method as the Heun’s method or
predictor-corrector method. Of course, the computation of the values of f and g
involve quadratures (the values of N(¢;_;) and of S(z;,t;_1)) which are simply
approximated by the trapezoidal rule. The value of pg is obtained by interpolation
using p’ ; and p] since there is no previously computed value of p on the charac-
teristic line through (zo, ¢;).

Going to some details, the numerical scheme works as follows. Let us first use
the initial conditions to set p? = p°(x;), ¢© = ¢°(z;), i = —1,...,n + 1. Then,
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assuming we know pf_l and qf_l for: = —1,...,n + 1 and some j; > 1, we
compute the approximate solution for the next time step j in two steps. For the
first one, let us set, using the trapezoidal rule,

n

j— j— j— j— i—1\ Li+1l — T4

NITH = (el + () T+ d(ma)pl + w(xz-ﬂ)q?ﬁ)*T,
i=—1
Sfl:& = (0, and,
n ) — —1
gi-1 _ 9 Z<F(9€k)19?g ' i F(Ik+1)pi+1)$k+1 — Tk
' P Tg Tht1 2
for: = —1,...,n (here F(%*ll) means lim,_ o+ @). Then we compute

K= fle,pt @7t S9N,

J o j—1 j—1 qj—1 j—1 s
kp,z‘ _f(xi—17pi_17q1—1vsz‘—17N] ) 1= 17"'7”7

) T
kg),n+1 = f(xn—i-hpgwrh q7]1+17 ngJrlu NY 1)7

and k:;l = g(zi,pl g NI fori = —1,...,n + 1.
Then we define the "predicted" values for p and ¢ as

p*—j1 = pj—_ll + hk”i,-p

pil =pl i+ Rk, i=1,..n,
i - .
Pt = Poga + Rk ia
*j __ -1 J P

andgq;” =¢q; " +hk,;, i=-1,..,n+1

As we have already said, the value of psj is obtained by interpolation. Namely,
po’ =P (1= 3) +p 2

Uz
For the second step, almost as above, we set

NY = Z (d(zi)p;” +V(xi)qy” + d(@ig1)pily + ¢(mi+1)qiil>%7

i=—1
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*j
S,21 =0, and,

; " F Yo F(x *] _
S =2 Z( (@)D 4 ( k+1)29k+1)96k+1 Ty
Lk Th+1 2

k=i

for i = —1, ..., n (with the same meaning as above of Fla 11)).

Analogously as above we now compute,
*j *j Q) pTE
klp,i - f(aj’wpz 7qz S N ])
fori = —1,...,n+ 1 excepts = 0, and

kj _g(xmp@ 7qz]7N*]) Z:_1,7n+1
Finally we take the following "predicted-corrected" values for p and ¢,
J j— h J *J
r=r7 (k TR,
=p )+ = (k:] +k7) i=1,..n,

. . h
-1
piwrl = pZLJrl + §<kp nt1t kp n+1)
1 j *J .
and ¢/ = q/ "+ 2k, + K7 i=—1..,n+1,
j

and, again by interpolation, pj = p’ (1 — £2) 4 p] 2.

We have performed some tests of validity of the numerical scheme which are
developed in the appendix. The first one consists in the comparison between the
approximate solution given by the method and the exact solution to a local partial
differential system with the same main part (i.e., the part containing the partial
derivatives) as system (2.1). In the second one we compare the approximate solu-
tion given by the method in the case when there are z-independent solutions, i.e.,
when L(z) = Lo, F(x) = 2 (since (4.3) with I'(s) = s(1 — s)), and the initial
conditions are z-independent with the "exact" solution of System (4.5).

Applying the numerical scheme to system (2.1) we observe different kind of
behavior depending on the parameter values that we show in figures 4.3, 4.4 and

4.5.
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Note that in order to attain a particular final time (different and not an integer
multiple of 7" defined at the beginning of the section) we have modified slightly
the construction of the natural grid.

cyclin
content Q

09

Figure 4.3: Illustration for oscillation behavior with numerical parameters xy =
0.02,Ty = 80,n = 98, m = 980,h = 0.0816 and with the model parameters
L(z) = 04 — 3, F(x) = 09z,d; = 0.2333,dy = 0.12,G(x) = H%,gb(x) =
1,(z) =5and p(x,0) =1 — z,q(x,0) = 1 — 2°.
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Figure 4.4: [Illustration for convergence to equilibria behavior with xzg
0.02,7y = 55,n = 98, m = 980,h = 0.056 and with the parameters L(x)
04— %, F(x) = 0.6x,d; = 0.1,dy = 0.15,G(x) = %@(m) = 1L,Y(z) =
and p(z,0) =1 —x,q(x,0) =1 — 22

3

cyclin cyclin
content time content
time

Figure 4.5: Illustration for extinction behavior with o = 0.02,7y = 10,n =
100, m = 125, h = 0.08 and with the parameters L(z) = 0.4— 7, F(z) = x,d; =
0'77d2 = 1,G(.’E) = H%a(b(x) = 1,¢(.’17) =5 and p(.’]?,O) =1- x,q(x,()) =

1 — 22



Chapter 5

Renewal equations

In the following we will consider a variation of the model presented in section
2.1 and studied along Chapters 2, 3 and 4. This model was proposed and worked
out in an oral communication by Odo Diekmann and is based on the so-called cu-
mulative or delayed formulation of the structured population dynamics ([28] and
[29D.

This is a work in progress. Our aim is to use the theory of delay equations in
order to linearize around the equilibrium points and obtain a characteristic equa-
tion to study the asymptotic behavior of solutions, which could not be done with
traditional techniques of partial differential equations.

5.1 The model

We consider a model based on the one introduced by Bekkal Brikci et al. (see [12]
and [13]), but using a different approach and different techniques. Our model is
similar to the one studied in the first chapters of this thesis but with some different
hypotheses on the biological system. As in the previous chapters, cells are struc-
tured by the content of cyclin x which is limited by some constant z,; > 0. Here
we assume that only cells with a large content of cyclin can divide, i.e., there ex-
ists some positive constant &, < x,; such that if a cell has less cyclin than x;, then
it is not able to divide. We also assume that when a cell divides, both resulting
cells from this division have cyclin content bigger than some positive constant x,,
and smaller than x;, (notice that this requires that 2, > “* and z,, < %). When

95
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the cyclin content x of a cell is less than z;, it can be in the proliferating or in
the quiescent stage whereas division can only occur in the proliferating stage and
when = > x;, and it happens with rate F'(z) (we recall from previous chapters that
F'is a positive bounded function). Cells can also leave the proliferating stage by
apoptosis (programmed cell death) which occurs with rate d; depending on cyclin
content (different from what was assumed in the preceding chapters). The other
way to leave the proliferating stage is to go to the quiescent one.

Another difference is that cells in the proliferating stage can only go to the
quiescent stage once and only when they have less cyclin content than x;. This
transition occurs according to a "leak" function L(z) (which as before, we assume
positive and bounded). In the quiescent stage cells do not change their cyclin
content and only can leave this stage by two ways. One way is by apoptosis
which is assumed to happen with rate d; that depends on cyclin content (also
different from what was assumed before) and the other way is going back to the
proliferating stage. This transition rate is denoted by / which is a function G(N)
where N stands for a weighted population number as in the previous chapters.

Here we will assume that both death rates d; (x) and ds () are bounded below
by a positive constant.

Proliferating cells increase their cyclin content. The function I'(z) represents
the growth rate (evolution speed) of the cyclin content of each individual cell.
['(x) is a smooth strictly positive function of x € [z,,, x)s) vanishing at x ;.

With this we can define the function A(z, &) which is the time a cell needs to
increase its cyclin content from £ to x ignoring a possible quiescent phase, i.e.,

Y do
Az, €) ::/g (o)’

Let us denote by Fy(z, ) the probability that a cell does not die and does not
go to the quiescent stage while it increases its cyclin content from £ to x < xy.
This is given by

@ dy(o9)+L(o) ;4

fO(‘rvg) =e ¢ )

In the same way, for cells that have already been in the quiescent stage and
came back to the proliferating stage we define the function i (x, £) as the survival
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probability from £ to x, i. e., the probability that a cell does not die while it
increases its cyclin content from  to z , 1. e.,

rx dp (o) d

Fi(w,€) =e Je T ®

for x,, <& <z <y

Finally, let F»(x, &) be the survival probability from & to x, where x, < £ <
x <z, that is, the probability that a (proliferating) cell does not die nor divide
while it increases its cyclin content from & to x. This is given by

@ dy(0)+F(0)
-l T do

f2 (ZL’, 5) =
Defining u(t) as the flux at the point x;, we can express the density n at time
t of cells with cyclin content x as

n(t,x) =

where x;, < x < 1.
In terms of these quantities we compute the population birth rate at time ¢ with
cyclin content 7 as

1
mu(t — A(xy, x)) Fo(xp, x),

b(t, ) = 2/ o6 ))fg(e )t — A6, z3))d6.
where @E (0, -) is the probability density of the cyclin content of a daughter cell of
a dividing cell with cyclin content # > x;. For further use, we assume that QZ
is a bounded function, by a constant {D\oo. This is a slight generalization of the
previous chapters where we assumed a uniform distribution of the cyclin content
of the newborn cells.

Notice that when 6 < , + 2,,, then suppth(6, -) C [Zm, 6 — ] and that when
0 > xp + (0bV10usly only possible if xp + z,, < ar) then suppw( ) C
[0 — xp, 7). Moreover, 1/1(9 0 —mn) = w(é n) Wthh implies that the expected
cyclin content of the daughter is [ nw (0,m)dn = 2

Let us also define py(t, z) as the density of cells at time ¢ and cyclin content

x < 3 that are in the proliferating stage but never were in the quiescent stage,
which is given by

polt, ) = % / " b(t — Alwan).m) Fola,m)dn.
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The density of quiescent cells will be denoted by ¢(¢, (). This is given by all
the proliferating cells with cyclin content ¢ that changed to quiescent in the past
and are still alive and remain quiescent. That is

+oo .
q(t,¢) = / L(O)po(t — 7,¢)e 2O lir Ilo)do g
0

Finally, the density of proliferating cells at time ¢ and cyclin content x < x,
that have been quiescent is

Pt z) = % / "t — A, ), OI(t — A, O)Fa(, ).

By substitution we can write pg and p; as follows

polt, z) = % / ' / J(@,n)f:((g;ﬁ(e,xb)fo(g;,n)

T p+oo t— A,
pita) = ﬁ/ /0 L(Opa(t =7 = Ala, ¢), e Ok 007y
It — A(z, Q) Fi(z, C)dC. (5.2)

5.2 Renewal equation

Let us now introduce parameterized families of linear functionals on the space of
histories of u (the space of integrable real valued functions defined on (—oo, 0]).

Let us define u;(7) := u(t + 7) for —oo < 7 < 0.
From (5.1) we write

C(x)po(t, x) = Lo(x)uy

where Ly(z) is a linear map from L, ((—oo, 0]; R) into R given explicitly by
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cowro=2 [ [ B0 T b Falon)o- Ao )= A, )b

Similarly from (5.2) we write
D(x)p1(t, ) = Lq(z, I;)wy

where

T +oo e,
L4 (CC, ”Lb)(ﬁ = / /0 ?Eg £0(C)¢—T—A(gc,g)e_dQ(OT_LT’(Aé”)‘O P(o)do
Y(=A(z, ) Fi(x, ()drdC.

With this we can write a renewal equation

uw(t) = T(xp)po(t,zp) + T'(zp)p1(t, xp),

1.e.,

u(t) = (Lo(ay) + L(zp, Iy)) ue, (5.3)

which expresses the fact that the flux crossing the point z;, is given by the sum
of the flux of proliferating cells that never were into the quiescent stage plus the
flux of proliferating cells that have been quiescent once.

The expression for Ly(z3) and Ly (xyp, I;) can be simplified somewhat as fol-
lows.
Defining for z,,, < n < 0 < xyy,

0 d) () +F (o) 5

F(O.m) =l T

where we adopt the convention that F(o) = L(o) for 0 < z}, (we can do this
because this functions have disjoint support), we have

F2(07 xb)fﬁ(xba TI) = F(07 77)
Moreover, A(0, z,) + A(xy,n) = A(6,7) and then we obtain
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tompo=2 [ [ B0n)Fg 0. m)o(—A0.m)asi

zp L(o)

In the case of £;, we multiply and divide by elc” ey 7 and use the identi-
ties fQ(Qa I‘b)fo(l’b, C)‘;EO<<7 T]) f(07 T])’ and A(Qa l‘b) + A(xb7 C) + A(C? 77) =
A(6,7n). We have to use a three step version of these identities and compensate
the fact that from ¢ to x;, we have survival described by F7 (and not by F).

+OO I L(o
L1 (ap, // L <brfo?df’/ RRCR) Eg)) (0,1)
Tm ITm v Tp

—A(wy,C)
O(= = A(0,))d0dn (— Ay, () )e~ 7m0 MO g,

5.2.1 Constant /

When [ is independent of time (and positive), the linear renewal equation (5.3) is
time-translation invariant, with a positive kernel. Exponential growth or decay is
fully determined by the value of Ry([) relative to 1, where Ry(/) is the integral
of the kernel.

Indeed, left us first prove the following
Proposition 11. For any I > 0, the operator

E[ = Eo(.’L’b) -+ ﬁl(.’ll'b, [)

is a positive bounded linear form on the space L})(R_, R) of the locally inte-
grable functions such that

0
/ e u(0)]df < oo

—00

for any p € (0, dp) where dy := min(dy,ds), di := inf d;(z) and dy := inf dy(2).

Proof. This can be directly seen as follows:

- o (TMOF(f
ool < 20ur [ [ T o a0,y doan
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~ Tb TM eidlA(em)
< 20 F |6(—A(8,1))|dod
<2bu [ [ oA oy

R Ty 0o R 00 Ty
< 2P / / et §(—)|dtdy = 2000 Foc / / dnett|g(—t) | dt
Ty JO 0 T

0

— 2 Foo(iy — ) / & S(—b)|dt = 2o Foo (i — 1) / 15| (s) s,

—00

where we made (for any 7)) the change of variables A(6,7) = ¢ in the third
inequality and we interchanged the integration limits in the subsequent equality.
So, for p < d; and C' = 29 Foo (p — ,,,) We have that

[Lo(x0)¢| < Cllol| -

For £, we have to make a similar but more complicated computation. Let us
start by noting that, as above,

¢ rzm __
/ w(&n)%f&n)eﬁ(—T — A(6,n))d6dy
< [ [ i g Fe.mier - Aoy
< woo o (T — Tm) /000 e*d1t|¢(—r —t)|dt

< woo o (Tp — xm)ed” /_T ed15]¢(3)\ds.

Let us use this in the computation of a bound for £,

Catan Dol <2 [ [T [/ "GO g 6

lp(—7 — A0, n))ydedn] Te= Q=17 qrq¢
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o0

N Ty “+o00 2 Lo —T
< U oo (=) / / %eﬁs FFao [ed” / ed18|¢<s>|ds] e~ g
ITm 0 _

N A(zp,xm) p+oo -7
< 2000 Fo (1 — xm)]/ / LOOeL‘X’te(dl_d?)T/ e5|p(s)|dsdrdt
0 0 -

o

N “+oo -7
= 200 Foo (Tp — xm)I<eL°°A(mb’zm) - 1) / / elh=d2)Tod1s| (6| dsdr
0 —oo

0

= Q{D\ooFoo(xb - xm).[(@LocA(mb’xm) — ].) /

—00

ed15|¢(s)|/ eld=d2)7
0

At this point we consider three cases:
Z) dy < ds:
We have that, for s < 0,

] “+o00 1
(dI*dQ)T *(dg*dl)T _
e dr < / e dr = ———
/0 0 (dy — dy)

which implies that

0

~ 1
|‘Cl (l’b, I)¢| S QwooFoo(ﬁb - xm)[<€L°°A(xb’xm) — 1) m/ €d18|¢(8)|d8.

—00

1

Then, for p < d; and C = Q@ZJ\OOFOO(:EI, — xm)1<eL°°A(””b’”m) — 1> —_—
(d2 — dy)

we have the claim.

ZZ) dl = dgl

1
Using that ze~** < — for any a > 0, then for any p < d;, we have that
ae

0

121, 1)] < 2000 Fac (= ) (540 — 1) / —s5e%|p(s)|ds

—00
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0

= 217/D\ooFoo(xb — xm)[<€LooA(xb7xm) _ 1) / _Se(dlfp)sepswﬁ((s)’ds

—00

~ 1 0
< 2o Foo(xy — ) I [ eFoeAl@mm) / ps ds — )
< 20 Pl = )1 (¢ V= | lelds = Gl

— 00

1

where C', = 21//}\OOFOO Ty — Ton I(eLOOA(”’x’") - 1) e
: ) (@ ppe
iii) dy > d:
In this case we take p < ds and using the Mean Value Theorem for the function
e we have that

0 —s 0 e—(dl_d2)s -1
/ ed15|¢(8)] / L o / —edls\¢(s)|ds
0 _ dy — do

—0o0 o0

0 edzs _ €d1s 0 e(dg—p)s _ e(d1—p)s
= ——|p(s)|ds = -5 e”’|o(s)|ds
/_oo dy — dy [9(s)l /_oo( )(dz —p)s — (dy — p)s [#(s)]

0 0
- / (—8)e" e p(s)|ds < / (—s)e @) o) ds

—00 —00

1 0
< T | erlots)ias

where (d; — p)s < z(s) < (dy — p)s and we used the same inequality as in
case 1.
~ 1
So, taking C, = 2¢oo Fiss (Tp — T, I(eLooA(xb’“"‘m) — 1)—we have
g P w ( b ) (d2 - p)e

"Cl('xba I)¢|

0

< Ql/p\ooFoo(xb — xm)]<eLooA(:pb,mm) . 1) /

—0o0

ed15|q§(s)|/ eld=d2)7 g
0
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~ 1 0
<9 F N I LooA(:vb,xm)_l / ps ds — =
< 2 ool — ) (e Y= 1ol = Gyl

In the three cases, taking p < dj the claim follows.
[

By the Riesz representation theorem, then there exists a positive kernel k €
L (R, R) such that

Lru= /0 " k(s u(—s)ds.

In fact it is immediate to show that & belongs to L) (R, R), for any p € (0, do)
(see Corollary 3.2, [30]).
Indeed, let us take p’ < p. Then

Itllzy = [~ ks = [ e ageas

o0
<l [ s =
> Jo p—p =
So, in the case of constant /, equation (5.3) can be written as a linear renewal
equation

u(t) = /000 k(s)u(t — s)ds.

It is well known that the behaviour of the solutions of the last equation depend
on the roots of the equation 1 — k(\) = 0, where £ is the Laplace transform of the
kernel £, which has an abscissa of convergence not large than d (see [41]).

In particular, all the solutions of (5.3) decay at an exponential rate p if there
are no roots with real part larger than —p (see Theorem 3.12 from [30]), whereas
there are solutions exponentially increasing if and only if there is a positive root
of k(\) = 1.

The "only if" claim follows from the fact that kisa strictly decreasing function
with limit O at infinity when restricted to real arguments. Hence, since a complex
(non real) root satisfies
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1= Re k(\) < k(Re)),

this implies the existence of a real root larger than Re.
Finally, the mentioned properties of £ as a function of real argument also imply
that there is a positive root if and only if

1 < k(0) = / k(s)ds = L1 =: Ry(I).
0
This allows us to state the following theorem

Theorem 5.2.1. Let us consider a constant positive / in the linear renewal equa-
tion

u(t) = (L'O(xb) + L1 (xp, I))ut = Lu,.

Then
a) All the solutions of the equation tend exponentially to 0 if Ry(/) = £;1 <

b) If Ry(I) > 1, there are solutions which grow exponentially.

So, let us compute

Ro(I) = (.co(;cb)+.c1(xb,[)>1

= 27 [ 4 (0,m) g F(0,m)d0dn

zy L b L(o) 4 ¢ T
b2 el T s [ (60, m) g F (6, m)dbdnd

Since Ry(!) is a monotone increasing function, the equation

Ro(I) =1
has a unique solution I = [ in (0, +00) if and only if Ry(0) < 1 and Ry(oc0) >

1. Moreover, note that
R =2 [ / 56 ; F(0,n)d0dn

while, integrating by parts after computing the limit when I tends to oo,
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Ro(oo) = 2 [ el TG 2 o, Ir
= 27 Fiz.Q) [ (0.0 %
Remark 10. In the case that d; does not depend on cyclin content, we can com-

pute a little further using also integration-by-parts for the second integral. This
leads to

F(0,¢)dod(

(0)
')
3 F(6,¢)dodC.

- d2 Lo Ib ﬁ(g do (9
RO(I)_21+d2/Im <1+—e @ )/ D(8,¢) =) ) 7 (¢ dbc

5.2.2 Feedback

Let N be the weighted total population size. Here, to avoid confusion, we will
change the name of the weights. We will use w(x) for proliferating and w(z) for
quiescent cells. Then, we define the weighted total population size by

N(t) = [ [w(@)(po(t,z) + pr(t, ) +w(z)g(t, x)]de + [ w(z)n(t, z)dx
= [ B F (@, w)ult — Az, z))da

+ ff"’b [115((3 (EO(l’)Ut + £1($, [t)ut> + @(x)ﬁg(:c, [t)ut] dx

where
Loz, )¢ =2 [ ?E;”j Jo e f2(0 ) F(z,m)
gb(—T — A(z,n) — A(xy, 0)) d@dne*”l2 @)r=f2, w(o)do g
Now defining

La(@)o = [1 18 Folw, 1) (= A(z, ) de
2[4 (o) + £1(2, ) ) + B(w) La(w, 1) | 6da

we can write

N(t) = Ly(1;)uy
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So, if we finally require

then the nonlinear system of renewal equations is given by

u(t) = (Lol(zp) + Ly, I))uy
{I(t) = G(Ln(I)u). (5.4)

The first thing that we are interested in showing is the existence and unique-
ness of solution for this system.

5.3 Existence and Uniqueness of solution

In order to show the existence and uniqueness of solution for the system (5.4) we
use the theory developed by Odo Diekmann and Mats Gyllenberg. As a reference
we suggest the works [28], [29] and [30].

Let us write

and
I ( Y ) _ (Lo(ws) + L1 (26, 12)) 11

G(Ln(y2)y)-

Then (5.4) is equivalent to the renewal equation

Y2

z(t) = F(x) (5.5)

where

u () u(t +6)
p— = <
z(0) ( 1,(6) ) (I(t+0) V0 < 0.
We will prove existence and uniqueness of solution for (5.5) plus some initial
condition

z(0) = ¢(0),for 6 € (—o0,0]. (5.6)
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Following the work [29] we will show the existence and uniqueness of solution
for an abstract integral equation (AIE) associated to our problem and after, we will
show the equivalence between the two formulations.

5.3.1 Abstract Integral Equation (AIE)

Here we consider the history space X as the space L;(R_; R?) with the norm
defined by

0
il = / e|4)(6)|d6, for ¢ € X.

Let be Ty := {70 (1) }+>0 be a strongly continuous semigroup of bounded linear
operators on X = L}(R_;R?) with infinitesimal generator A,. Strong continuity
means that

lim (| 7o(t)6 — ¢l = 0, Vo € X.

The adjoint of T} is T := {7§(t) }+>0 Where T (¢) : X* — X* is the adjoint
operator of T (). 7§ is a semigroup on the dual space X *.

Now one defines the sun-subspace of the dual space X* where the adjoint
operator 7 is strongly continuous, i.e.,

X = {7 € X7 lim || T3 (8)¢" — 6| = 0},

When 7}, is defined by translation to the left and extension by 0, one can show
(see [20], [40], [56] for the case with p = 0 and [29] for the case with weight) that

Ly(R_; R?)” = BU C,(R;;R?) where the space of exponentially bounded and
uniformly continuous functions is endowed with the norm

© ©
lo" 1152 = sup e”[|l¢” ()| < co.
0ER ;.
Forxz € X, ¢ € X?, ¢“* € X* we will use the convention that

$(z) =< z,¢> and ¢ (¢) =< ¢, ¢ > .
With this we will define the linear duality mapping j : X — X©* by

<jr,p >=<uz,0>=0¢(x), € X, € X°.
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If = # y, then there exist ¢ in X® such that ¢(x) # ¢(y), which implies that
J is an injection.

Defining Ty (¢) as the semigroup of translations to the left and extension by 0
and using the variation of constants formula we can write the following Abstract
Integral Equation (AIE):

u(t) =To(t)p + 5 ° /Ot To®*(t — s)(1o F)(u(s))ds , (5.7)

where ' : X — R?is a nonlinear map and [ : R? — X ©* is a bounded linear
injection given by

<lr,¢ >=x-¢(0) forall x € R* ¢ X®

where - is the scalar product in R? and evaluation at 0 is well defined since ¢ is a
continuous function.

We need that the integral that appears in (5.7) belongs to the range of j and in
order to use Banach fixed point theorem to prove the existence and uniqueness of
solution we need an estimate of the integral.

The authors in [29] make the following assumption:

Hypothesis 5.3.1. There exist M > 1 and A € R such that for any continuous
function i : R — R? and all ¢ > 0 one has

/O Tt — s)ih(s)ds € J(X),

t t
IIJ‘l/ To®* (t — s)lh(s)ds| < M/ 9| 1(s)|ds.
0 0

For the case of renewal equations that this hypothesis holds (with A = —p) is
proven in [29], Corollary 2.4 and [30], Corollary 3.5.
The main result that we need at this point is the following:

Theorem 5.3.1. Let Hypothesis 5.3.1 hold and assume that £ is (globally) Lips-
chitz continuous. Then for all ¢ € X, the Abstract Integral Equation has a unique
solution u(t) = X(t)¢ on [0, +00). The family {3(¢)};>o of nonlinear operators
is a semigroup on X.
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Diekmann and Gyllenberg prove this theorem in [29] and [30]. With this at
hand, they prove the equivalence between the AIE formulation and the nonlinear
renewal equation 5.5 in Theorem 3.7 in [30] (see also [29], Theorem 3.2).

For the sake of completeness we also give this theorem

Theorem 5.3.2. Let o € X = L}(R_;R?) be given.

a) Suppose that x € L}, ((—o00,00); R?) satisfies (5.5) with an initial condi-
tion z(0) = ¢(0), for § € (—o0, 0]. Then the function u : [0, c0) — X defined by
u(t) := x; is continuous and satisfies the abstract integral equation (AIE).

b) If u : [0,00) — X is continuous and satisfies the abstract integral equation,
then the function = defined by

o (t) for —oo<t<0,
o(t) = { F((pu(t)) for ¢ > 0,

specifies an element of L} ((—oc,00);R?) and satisfies 5.5 with an initial
condition z(0) = (), for 6 € (—o0, 0.

The hypothesis of global Lipschitzianity of the function [’ is rather restrictive
and, in fact, it is clear that it does not hold for our F' (for instance, even if we erase
the exponential factor containing one of the arguments, £ is still bilinear).

Nevertheless, standard variations of the statements of Theorem 5.3.1 and The-
orem 5.3.2 could be proven in the case of local Lipschitz condition (see [25])
substituting global existence by the well known result that a solution is defined on
a bounded maximal interval only if it escapes to infinity.

On the other hand, since F' leaves invariant the positive cone of X, the solu-
tions with positive initial conditions will remain positive.

5.4 Steady state and linearization

Obviously, (0, G(0)) is a trivial stationary solution of (5.4).
To find a nontrivial steady state of (5.4), we first need to be able to solve

Ro(I) = 1.
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Since Ry is a monotone increasing function, Ry(0) < 1 < Ry(o0) are neces-
sary and sufficient condition in order that this equation has a (unique) solution /.
Then any constant v satisfies the first renewal equation in 5.4 if we put I(t) = I.
We find the right constant % from the second equation:

R S
U= EN(f)lG (I) (5.8)

provided that I belongs to the image of [0, +-00) under G. Since G is monotonously
decreasing, this amounts to G(o0) < I < G(0). Summarizing, we can state

Proposition 12. Assuming that G is strictly monotone decreasing, (5.4) has a
(unique) non-trivial stationary solution if and only if

Ro(G(00)) < 1 < Ry(G(0)).

Now we are interested in linearizing system (5.4) in order to write a charac-
teristic equation which can help us to find stability criteria for the steady state.

Let us introduce into (5.4) the following "translation to the origin" change of
variables

I(t) = I+ 2z(t),

where 1 is given by (5.8) and [ is the unique solution for Ry(/) = 1.

{u(t) = u+y(t), (5.9

In order to prove a linearized stability principle (see Theorem 3.25, [30])
around (y,2) = (0,0) we need that the function F' : L)(R_,R*) — R* de-

fined by
(1)~ (Gein)

We can decompose this function in this way:
Let B : R? — R? be defined as

5(5) (el )

is of class C'.
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As G is a continuous differentiable function, B is of class C'.

Let C': LY (R_,R?) x (LL(R_,R?)")* — R? be defined by

H(<u,¢>>+<u,¢>>

<,y >

= &9 =

Note that C' is a smooth function.
If we define the map D : L;(R_,R*) — L}(R_,R?) x (L} (R_, R2)*)* by

u

()= e |
La(D).

r(7)=s(e(o(7)))

and to show that F' is continuous differentiable is equivalent to show that D is
continuously differentiable.

then we have that

This is still in progress. Even though proving the differentiability of D, which
essentially amounts to proving the differentiability of £;(-), seems attainable, the
computation of the representation kernel k € L5°(R,, R?) and hence, that of the

characteristic equation det (I — k()\)) = 0 is clearly much more difficult.



Appendix for the numerical
simulations

The first test that we have performed compares the approximate solution given by
the method and the exact solution of the following system

9, 0
%u(:v,t) + %(:p(l — z)u(z,t)) = u(z,t) + v(z, ), W

av(x,t) = —v(x,t),

for t > 0 and z € [0, 1], supplemented by initial conditions of the form
u(x,0) = u°(x) and v(z,0) = v°(z). System (1) can obviously be reduced to
a single p.d.e. of the form

0 0(,) ot _ 0
au(a:,t) +z(1 - x)%u(x,t) = 2zu(x,t) +v°(x)e " u(z,0) = u'(z).

Assuming that u” and v° are C'* functions, the method of characteristics yields an
explicit solution of the above problem in the form

e'd(—t, x)

u(z,t) = Pug(®(—t, )+ [F(z)—F(®(—t,z))], s€ (0,1), t € R,

(1—x)

where ®(t, x) is given, as above, by the solution of the initial value problem

and F' is a primitive of the function (% —1)%0%(y). This can be checked by means
of a straightforward but tedious computation. Obviously, v(z,t) = v°(x)e~".

113
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The numerical scheme for this system has to be adapted somehow and of
course it turns to be simpler. In particular, we simply have f(z,u,v) = 2zu +
v, g(z,u,v) = —v.

Table 1 shows the comparative results when one chooses u°(z) = 1 — z? and
v%(z) = x?. The column "error" (relative error in L' norm) is evaluated as

fol(\ua(x, t) —u(x,t)|de + fol Vo (2, t) — v(z,t)|dx
Sy (u(z, )] + |o(2, t)])dz

Y

where the subscript "a" refers to "approximate”. Here we consider 7 = 1.

Table 1:

To n h m  CPU time in seconds error
0.02 117 0.0666 15 - 1.5-1073
0.015 168 0.05 20 0.5 8.7-107*
0.01 230 0.04 25 1 5.5-107*
0.005 530 0.02 50 4.7 1.4-1074
0.002 1612 0.0077 130 42 2.1-107°
0.001 3519 0.00392 255 228 5.6-107°

The second test that we have performed compares the approximate solution
given by the numerical method with the solution of the ordinary differential Sys-
tem (4.5) for values of the parameters that give x-independent solutions and con-
vergence to the steady state. The parameters used are L(z) = 04, F(x) =
2 o(x) = 1,9(x) = 3,dy = 0.1333,dy = 0.15,G(N) = 7%= and the ini-
tial conditions p(z,0) = 1 and ¢(z,0) = 0.7. The results are shown in Table 2.

In Table 3 the parameters have been chosen like in Figure 4.2 in such a way
that we compare approximate solutions given by the method and solutions to Sys-
tem (4.5) in the case of oscillations. The parameters used are L(x) = 0.5, F'(z) =
Z ¢(x) = 1,¢(x) = 4,dy = 0.2333,dy = 0.12,G(N) = 1-(:1%4 and the initial
conditions p(z,0) = 0.25 and ¢(z,0) = 0.45.
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Table 2:
T To n h m  CPU time in seconds error
1 0.1 22 0.2 5 < 0.1 5-107°
0.05 59 0.1 10 < 0.1 1.3-107°
0.01 230 0.04 25 2.5 2-10°°
0.002 1612 0.0077 130 99 5-1078
10 0.1 12 0.333 30 0.2 1.7-107°
0.05 30 0.2 50 1 5.8-107°
0.01 234 0.0385 260 18 2.1-107°
0.002 1554 0.00772 1295 1000 1-1077
50 0.1 11 0.4545 110 1 8.9-107"
0.05 30 0.1666 300 5 1.3-107°
Table 3:
Ty n h m  CPU time in seconds error
1 0.1 22 0.2 5 < 0.1 5.6-10~*
0.01 230 0.04 25 4 2.4-107°
0.002 1612 0.0077 130 122 1.7-10°°
10 0.1 12 0.333 30 <1 2.6-107°
0.01 234 0.0385 260 37 4-107°
50 0.1 11 04545 110 1 0.02

0.05 30 0.1666 300 7 3.3-1073
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