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Abstract

In this paper, we investigate a system of two nonlinear partial differential equations, arising from a
model of cellular proliferation which describes the production of blood cells in the bone marrow. Due
to cellular replication, the two partial differential equations exhibit a retardation of the maturation
variable and a temporal delay depending on this maturity. We show that this model has a unique
solution which is global under a classical Lipschitz condition. We also obtain the positivity of the
solutions and the local and global stability of the trivial equilibrium.

Keywords: nonlinear partial differential equation, age-maturity structured model, blood production sys-
tem, delay depending on the maturity, positivity, local and global stability.

1 Introduction

We analyse, in this paper, a mathematical model arising from the blood production system. It is based
on a system proposed by Mackey and Rudnicki @], in 1994, to describe the dynamics of hematopoietic
stem cells in the bone marrow. The origin of this system is a model of Burns and Tannock [ﬂ] (1970) in
which each cell can be either in a proliferating phase or in a resting phase (also called Go-phase). The
resulting model is a time-age-maturity structured system.

Proliferating cells are in the cell cycle, in that they are committed to divide at the end of the mitosis, the
so-called point of cytokinesis. After division, they give birth to two daughter cells which enter immediatly
the resting phase. Proliferating cells can also die by apoptosis, a programmed cell death.

The resting phase is a quiescent stage in the cellular development. Cells in this phase can not divide:
they mature and, provided they do not die, they enter the proliferating phase and complete the cycle.

The model in [@] has been analysed by Mackey and Rey [|L7, @] in 1995, Crabb et al. [E, H] in 1996,
Dyson et al. [I(] in 1996 and Adimy and Pujo-Menjouet [§, {j in 2001 and 2003. In these studies, the
authors assumed that all cells divide exactly at the same age.

*This paper has been published in Nonlinear Analysis: Real World Applications, 6, 337-366, 2005.
TE-mail: mostafa.adimy@univ-pau.fr
tE-mail: fabien.crauste@univ-pau.fr
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However, in the most general situation in a cellular population, it is believed that the time required for
a cell to divide is not identical between cells (see Bradford et al. [E]) For example, pluripotent stem cells
(which are the less mature cells) divide faster than committed stem cells, which are the more mature stem
cells. In 1993, Mackey and Rey [@] considered a model in which the time required for a cell to divide
is distributed according to a density, but the authors only made a numerical analysis of their model.
Dyson et al. [@, , in 2000, considered a time-age-maturity structured equation in which all cells do
not divide at the same age. They presented the basic theory of existence, uniqueness and properties of
the solution operator. However, in their model, they considered only one phase (the proliferating one),
and the intermediary flux between the two phases is not represented. In 2003, Adimy and Crauste é]
considered a model in which the proliferating phase duration is distributed according to a density with
compact support. They obtained global stability results for their model.

In this work, we consider the situation when the age at cytokinesis depends on the maturity of the cell
at the point of commitment, that means when it enters the proliferating phase. We assume that each cell
entering the proliferating phase with a maturity m divides at age 7 = 7(m), depending on this maturity.
This hypothesis can be found, for example, in Mitchison [R1] (1971) and John [1J] (1981). This yields
to the boundary condition (EI) To our knowledge, nobody has studied this model, except Adimy and
Pujo-Menjouet in [@, where they considered only a linear case.

We obtain a system of first order partial differential equations with a time delay depending on the
maturity and a retardation of the maturation variable. We investigate the basic theory of existence,
uniqueness, positivity and stability of the solutions of our model.

The paper is organised as follows. In Section E, we present the time-age-maturity structured model.
By using the characteristics method, we reduce this model to a time-maturity structured system, which is
formed by two partial differential equations with a time delay depending on the maturity and a nonlocal
dependence in the maturity variable. In Section E, we first give an integrated formulation of our model by
using the classical variation of constant formula and then we prove local existence of solutions, by using
a fixed-point theorem, and their global continuation. We deduce the global existence. In Section @, we
obtain the positivity of these solutions by developping a method described by Webb [@] In Section E,
we concentrate on the stability of the trivial equilibrium of the system and, in the last section, we discuss
the model and the asymptotic behaviour.

2 Biological background and equations of the model

Each cell is caracterised, in the two phases, by its age and its maturity. The maturity describes the
development of the cell. It is the concentration of what composes a cell, such as proteins or other elements
one can measure experimentally. The maturity is supposed to be a continuous variable and to range from
m =0 to m =1 in the two phases.

Cells enter the proliferating phase with age a = 0 and they are committed to undergo cell division a
time 7 later, so the age variable ranges from ¢ = 0 to @ = 7 in the proliferating phase. We suppose that
proliferating cells can be lost by apoptosis with a rate ~.

At the cytokinesis age, a cell divides and gives two daughter cells, which enter immediatly the resting
phase, with age a = 0. A cell can stay its entire life in the resting phase, so the age variable ranges from
a = 0 to a = +00. The resting phase is a quiescent stage in the cellular development. In this phase,
cells can either return to the proliferating phase at a rate § and complete the cycle or die at a rate §
before ending the cycle. According to a work of Sachs [@], we suppose that the maturation of a cell and
the density of resting cells at a given maturity level determine the capacity of this cell for entering the
proliferating phase.

We denote by p(t,m,a) and n(t, m, a) respectively the population densities in the proliferating and the
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resting phases at time ¢, with age a and maturity m. The conservation equations are

dp  9p  O(V(m)p)

5wttt = mp, 1)
% % W:—(é(m)—kﬁ(m,]\“t,m)))n, (2)

where V' (m) is the maturation velocity and N (¢, m) is the density of resting cells at time ¢ with a maturity
level m, defined by

—+oo
N(t,m) = / n(t,m,a)da.
0

We suppose that the function V is continuously differentiable on [0, 1], positive on (0,1] and satisfies
V(0) =0 and

/ T for m € (0, 1] 3)
= 400, or m 1.

o V(s)

Since f;?f Vd(ss 3 with my < ma, is the time required for a cell with maturity m; to reach the maturity mo,

then Condition (B) means that a cell with very small maturity needs a long time to become mature.
For example, if
Vim) ~ amP, witha>0andp>1,

m—0
then Condition (f]) is satisfied.
We suppose, throughout this paper, that v and § are continuous and non-negative on [0, 1]. The function
[ is supposed to be positive and continuous.
Equations (EI) and (H) are completed by boundary conditions which represent the cellular flux between
the two phases. The first condition,
+oo
p(t,m,0) = B(m, N (t,m))n(t,m,a)da = S(m, N(t,m))N(t,m), (4)
0
describes the efflux of cells leaving the resting phase to the proliferating one. Cells entering the proliferating
phase with age 0 depend only on the population of the resting phase with a given maturity level.
The second boundary condition determines the transfer of cells from the point of cytokinesis to the
resting compartment.
We assume that a cell entering the proliferating phase with a maturity m € [0, 1] divides at age 7(m) > 0,
and we require that 7 is a continuously differentiable and positive function on [0, 1] such that

— >0, for m € (0, 1]. (5)

Since V(0) = 0, this condition is always satisfied in a neighborhood of the origin. If we suppose that the
less mature cells divide faster than more mature cells, that is, if we assume, for example, that 7 is an
increasing function, then Condition (E) is also satisfied.

If one consider a cell in the proliferating phase at time ¢, with maturity m € (0,1], age a and initial
maturity (that means at age a = 0) mg, then, naturally, we have

m™od
mo < m and a:/mowt;gT(mo).

If m is the maturity of the cell at the cytokinesis point, then there exists a unique ©(m) € (0,m) (the
maturity at the point of commitment) such that

™ ds
L. ¥ = 7@ ()
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because Condition (f]) implies that the function

_ " ds _

m — /1TT W —7(m)
is continuous and strictly decreasing from (0,m] into [—7(m),+00). Then, we can define a function
0 :(0,1] — (0, 1], where ©(m) satisfies (f).
From a biological point of view, ©(m) represents the initial maturity of proliferating cells that divide at
maturity m (at the point of cytokinesis). Then, from the definition, the age of a cell with maturity m at
the point of cytokinesis is 7(0(m)).
Remark that O is continuously differentiable on (0, 1] and satisfies

0 < ©O(m) <m, for m € (0,1].
This implies, in particular, that
lim ©(m)=0  and i /m 5 _ (0) <+ (7)
im ©(m) = n im — =T 0.
m—0 m—0 o(m) V(S)

The property (E) means that cells with null maturity at the point of commitment keep a null maturity in
the proliferating phase.
The total number of proliferating cells at time ¢, with maturity m, is given by

7(6(m))
P(t,m) = / p(t,m,a)da.
0

We consider the characteristic curves x : (—00,0] x [0,1] — [0, 1], solutions of the ordinary differential
equation

{5%@m>— Vix(s.m), s <0 and m e (0.1

They represent the evolution of cells maturity to reach a maturity m at time 0 from a time s < 0. They
satisfy x(s,0) =0 and x(s,m) € (0,1] for s <0 and m € (0, 1].
It is not difficult to verify that, if m € [0,1], then ©(m) is the unique solution of the equation

z = x(=7(x),m). (8)

At the end of the proliferating phase, a cell with a maturity m divides into two daughter cells with maturity
g(m). We assume that g : [0,1] — [0,1] is a continuous and strictly increasing function, continuously
differentiable on [0,1) and such that g(m) < m for m € [0,1]. We also assume, for technical reason and
without loss of generality, that

lim ¢'(m) = +o0.

m—1
Then we can set

1 -
g (m) =1, for m > g(1).

This means that the function g=! : [0,1] — [0,1] is continuously differentiable and satisfies
(Y (m) =0, form > g(1).

Note that the maturity m of the daughter cells just after division is smaller than g(1). Then, we must
have
n(t,m,0) = 0, for m > ¢(1). (9)
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If a daughter cell has a maturity m at birth, then the maturity of its mother at the point of cytokinesis
was ¢~ '(m) and, at the point of commitment, it was ©(g~*(m)). We set

A(m) = 0(g~(m)), for m € [0, 1]. (10)

From a biological point of view, A gives the link between the maturity of a new born cell and the maturity
of its mother at the point of commitment. A : [0,1] — [0, 1] is continuous, continuously differentiable on
(0, 1], with A(0) = 0. Moreover, A is strictly increasing on (0, g(1)) with ©(m) < A(m) and A(m) = 0(1)
for m € [g(1),1].

Then, we can give the second boundary condition,

n(t,m,0) =2(g~ ") (m)p(t,g~ " (m), 7(A(m))), fort>0and m € [0,1]. (11)

One can note that Expression ([L) includes also Condition (f]).
To complete the description of the model, we specify initial conditions,

p(0,m,a) =T(m,a), for (m,a) € [0,1] x [0, Traz], (12)

and
n(0,m,a) = u(m,a), for (m,a) € [0,1] x [0, +00), (13)

where Tz = MaX,,e[0,1) 7(m) > 0. I' and p are assumed to be continuous, and the function

+oo
o:m /0 u(m, a)da (14)

is supposed to be continuous on [0, 1].
We put

&(t,m) := exp {— /Ot (fy(x(—s,m)) + V’(X(—s,m)))ds} ,
for t > 0 and m € [0, 1], and we define the sets
Qp = {(m,t) €[0,1] x[0,400); 0<t < T(A(m))},

and
Qe = {(m,t) €0,1] x [0,400) ; 0<t < T(@(m))}.

Proposition 2.1. Assume that the initial conditions p and T' satisfy, for m € [0, 1],
L'(m,0) = B(m, i(m))fi(m). (15)

Then, the total populations of proliferating and resting cells, P(t,m) and N(t,m), satisfy, for m € [0,1]
andt >0,

%P(f, m) + %(V(m)P(f, m)) = —y(m)P(t,m) + B(m, N(t,m))N(t,m)
w(m)g(t,m)r(x( —t,m), (0(m)) — t), if (m,t) € Qo,

(16)
= 7 mE(r(©0m)),m) 3(O(m), N (t = 7(©(m)), ©(m)) ) x

N(t - T(@(m)),@(m)), Zf (mvt) ¢ Q@u
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D Nt m) + 2= (V)N (t, m)) = = (8m) + B(m, N(t,m)) ) N (t,m)

ot om
20971 (m)&(t g~ (m)T (x( = g7 (m)), 7(A(m)) — 1), if (1) € Qa, (17)
+
Cm)B(A(m). N (¢ = 7(A(m)), Am)) )N (¢ = 7(Am)). Am)). i (m.1) ¢ Q.
and
T(8(m))
P(O,m) = T(m) :/ I'(m,a)da (18)
0
NO.m) = Fi(m), (19)
with
w(m) = !
T+ V{Om)~(O(m)’
and
C(m) = 2(g ™) (m)E(r(A(m)), g™ (m)). (20)

Proof. Using ([9), () and the definitions of P and N, we obtain immediatly the equations ([[§) and ([9).
System (f[)-(f) can be solved by using the method of characteristics. First, we obtain the following
representation of solutions of Equation (),

_ §(tam)p(OaX(_tam)aa_t)a fOI‘ O S t < a,
p(t;m;a) = { &(a,m)p(t — a,x(—a,m),0), fora <t.

The initial condition () and the boundary condition (ff) give

p(t,m,a) =
§(t5 m>F(X(_t7m)7 a— t); for0<t< a, (21)
&(a, m)ﬁ(x(—a, m),N (t — a, x(—a, m)))N(t —a,x(—a,m)), fora<t.

Let m € [0,1] be given. By integrating Equation ([l) with respect to the age, between 0 and 7(©(m)), we
obtain

T(©(m))
%P(t, m) + /0 %(V(m)p(t, m,a))da = —y(m)P(t,m) + p(t,m,0) — p(t,m,7(0(m))).
One can note that

7(©(m))0'(m)V(m) — 1 = —n(m).

Since
7(©(m))
(VP = [ S (Vm)p(t m)da + 7' (©(m)Of (m)V (mp(t,m.(O(m),
0
and
p(t,m, 7(O(m))) =
&, m)T(x(—t,m), 7(O(m)) — 1), if 0 <t <7(0(m)),

£(r(O(m)), m)B(X(=7(O(m)), m), N (t = 7(O(m)), x(~7(8(m)), m)) ) x
N(t = 7(©(m) x(~7(O(m)),m)), if 7(O(m)) <t,

6
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then, using ({) and (§), we obtain Equation ([§).
Thanks to (L) and by using the continuity of i, we show that lim,—, 1 n(t,m,a) = 0.
So, by integrating Equation (E) with respect to the age, between 0 and +o0, it follows that

%N(t m) + %(V(m)N(t, m)) = = (8(m) + B(m, N(t,m)) ) N(t, m) + n(t,m,0).

From the equations () and ([I0), we deduce that
A(m) = x( = 7(A(m)),g~" (m)).
Hence, from Equations ([L1)) and (1), we obtain
2g™1Y (m)&(t.g~ )0 (x(~ £ ) (AGm) ~1), i (m.t) € O,
n(t,m,0) =
Cm)B(Am). N (t = m(Am)), Am)) )N (¢ = 7(A(m), A(m), i (m.1) ¢ Qa.

Equation ([[7) follows immediatly.
Finally, we can remark that if N is continuous, Condition (@) implies that the mappings (m,t) —

F(t,m,N(t— (A( )) and ( — G(t m,N(t—T(G(m)),@(m))), with F': [0, +00) % [0, 1] x
R —Rand G: [0, +oo) [0,1] xR—>Rg1venby

297 (mE(t g~ ()T (x( = t.97"(m), 7(A(m)) — t), i (m, ) € Qa,

F(t,m,z) = (22)
C(m)ﬂ(A(m),x)x, if (m,t) ¢ Qa,
and
w(m){(t,m)F(X( - t,m),T(@( ) — t), if (m,t) € Qe,
G(t,m,z) = (23)
m(m)¢(7(0(m)), m) B(O(m), z)x, (m,t) & Qe,
are continuous.
This completes the proof. [l

One can remark that the solutions of Equations (@) and (@) do not depend on the proliferating popu-
lation. We extend N by setting

N(t,m) =n(m), fort € [~Tmas,0] and m € [0,1]. (24)

This extension does not influence our system. However, it will be useful in the following.

3 Local existence and global continuation

In this section, we are interested in proving the local existence of an integrated solution of Problem (@)—
(L9). First, we consider an integrated formulation of Problem ([L6))-([9). We denote by C[0,1] the space

of continuous functions on [0, 1], endowed with the supremum norm ||.||, defined by
[lv]] = sup |v(m)], for v € C10,1]. (25)
me[0,1]

Let us consider the unbounded closed linear operator A : D(A) C C[0,1] — CI0, 1] defined by
D(A) = {u € C[0,1] ;u differentiable on (0, 1],u" € C(0,1], hm V(z =0}
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and
Au(z) = —(0(z) + V' (x)u(z) — V(z)u' (x), if z € (0,1],
| —(6(0) + V'(0))u(0), if 2 =0.
Then, we have the following proposition, which characterise the operator (A, D(A)).

Proposition 3.1. The operator A is the infinitesimal generator of the strongly continuous semigroup
(T(t))e>0 defined on C0,1] by

(T))(x) = K(t,2)(x(—t, x)),  for € C[0,1],t =20 and x € [0,1],
where .
K(t,z) = exp {—/ (5(x(—s, z)) + V' (x(-s, :E)))ds} .
0
Proof. The proof is similar to the proof of Proposition 2.4 in } O
We denote by C(Q2¢) the space of continuous function on Qg, endowed with the norm ||.||qe, defined by

IT|lge := sup |Y(m,a)|, for Y e C(Qo).
(m,a)eQe

Now, we can consider an integrated formulation of Problem @)-(@), given by the variation of constant
formula associated to the Cy-semigroup (T'(¢));>0. That is the following definition.

Definition 3.1. Let ' € C(Qe) and u be a function such that i € C[0,1], with i given by (1}). An
integrated solution of Problem (IE)-) is a continuous solution of the system

N(t,m) = K(t,m)a(x(—t,m))
_/OK(t — s, m)ﬁ(x(—(t —s),m),N(s,x(—=(t - s),m)))N(s, X(—=(t = s),m))ds (26)

b [ s (5. x(=(0 = 9)m), N (s = (A G0 = 9),m)), Ale(= (¢ = 5),m)) ),
0
and

P(t,m) = (¢, m)f(x(—t, m))

+ / §(t = s,m)B(x(=(t = 8),m), N (s, X(~(t = 8),m)) )N (s, X(~(t = 5),m)) ds (27)

_~/0§(t -5 m)G(Su X(_(t - S)vm)v N(S - T(G(X(_(t - 8)7 m)))v G(X(_(t - S)vm)))>d57

fort >0 and m € [0,1], where F and G are given by and (£3) and T is given by (1§).

The extension given by (B4) allows the second integrals, in the expressions (Rf) and (R7), to be well
defined.

In order to obtain a result of local existence for the solutions of System ()-(27), we first focus on
Equation (@) We show, in the next theorem, that Equation (@) has a unique local solution, which
depends continuously on the initial conditions.
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Theorem 3.1. Assume that the mapping x — x(m, x) is locally Lipschitz continuous for all m € [0, 1],
that is, for all r > 0, there exists L(r) > 0 such that

|[zB(m, x) —yB(m,y)| < L(r)|lz —yl,  if 2] <rly[ <r and m € [0,1].

IfT € C(Qo) and p is a function such that & € C[0,1], then, there exists Timay > 0 such that Equation
[®d) has a unique continuous solution N*T' defined on a mazimal domain [0, Timaz) % [0,1], and either

Tmaz = +00 or limsup | NPT(¢,.)|| = +oo.

t—=Tmaa

Furthermore, NPT (t,.) is a continuous function of t and T, in the sense that, ift € (0, Traz), iy € C[0,1]
and T'1 € C(Qe), then there exist a continuous positive function C : [0,+00) — R and a constant € > 0
such that, for Ti, € C[0,1] and Ty € C(Qe) such that NF2'2 is defined on [0,t] x [0,1] and

[ =l <& and [T —Taflas <e,

we get
NP (s,) = NPT (s, )| < C) (I — Tl + T2 = Tallas ), for s € [0,

Proof. We put
r= [l +1.

Let T > 0 be fixed. We consider the following set,

X(m) = {N € C([0,T] x [0,1]) ; N(0,.) =@ on [0,1] and sup IN(t,m) —m(m)| < 1},
(t,m)€[0,7]x[0,1]

where C'([0,T] x [0,1]) is endowed with the uniform norm. X (1) is a non-empty closed convex subset of
C([0, 71 x [0,1]).
We define the operator H : C([0,T] x [0,1]) — C([0,T] x [0,1]) by

H(N)(t,m) = K(t, m)ﬁ(X(_tv m))

—/0 K(t— s,m)ﬁ(x(—(t —s),m), N (s, x(—(t — s),m)))N(s,x(—(t —5),m))ds

t
+/ K(t—s, m)F(s, x(=(t—s),m),N(s—7(A(x(—=(t = s),m))), A(x(—(t — s),m))))ds.
0
H is continuous in C([0,7T] x [0,1]). Our objective is to show that H is a contraction from X (@) into
itself.
Let N € X (). It is clear that H(N)(0,.) = &i. On the other hand, we have, for (¢,m) € [0,T] x [0, 1],

[H(N)(t,m) — fi(m)| < |K(t, m)a(x(~t,m)) —7(m)]

+‘ /Ot K(t— s,m)ﬁ(x(—(t —s),m), N (s, x(—(t — s),m)))N(s,x(—(t —5),m))ds

+ / K (t = 5,m)F (s, x(= (¢ = 8),m), N (s = 7(A(=(t = ),m))), AQ(=(t = 5),m)) ) ds.
0
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Since K is continuous on [0, 7] x [0, 1], then there exists K > 0 such that
|K(t,m)| < K, for (t,m) € [0,T] x [0,1].
Since N € X (f), then
IN(E,m)| <1+ |7l =r.
This implies that there exists M := max{M,||C|rL(r)} > 0 such that, for (t,m) € [0,T] x [0,1] and
s €[0,],
[P (s x(=(t = 5).m), N (s = T(AG(=(t = 5),m)), A= (t = 5),m))) )| < M,

where

Wi s [2lg) mett g™ om0 (x( 697 0m), 78 0m) 1)

and ¢ is given by (R0). Hence, we obtain that
[H(N)(t,m) = fi(m)| < | K (t, m)E(x(=t,m)) = (m)| + K(rL(r) + M)t.

Let us recall that K(0,m) =1, x(0,m) = m and (t,m) — K (¢t,m)fi(x(—t,m)) is continuous. Then, we
can choose T' > 0 such that

sup {‘K(t, m)a(x(—t,m)) — a(m)| + K(rL(r) + M)t} <1 (28)
(t,m)€[0,T]x[0,1]

Consequently,
|H(N)(t,m) —(m)| <1, for (t,m) € [0,T] x [0, 1],

and H(X(F)) C X (7).
Now, we show that H is a contraction on X (f).
Let N1 € X(fi) and N3 € X (). Then,

[H(N1)(t,m) — H(N2) (¢, m)]

<

/t K(t—s,m) [ﬁ(x(—(t —s),m), N1 (s, x(—(t — s),m)))Nl (s,x(=(t—s),m))
0

—5(X(_(t —5),m), Ny (s, x(—(t — s),m)))Ng (s,x(—(t —5), m))] ds

- / K(t—s,m>[F(s,x<—<t—s>,m>,N1(s—T<A<x<—<t—s>,m>>>,A<x<—<t—s>,m>>))

)

= (sox(=(0 = 9], Nas = At = 9) ) (e = ) | s

< K+ |[¢L(r)T sup [N1(t,m) — Na(t,m)].
(t,m)€[0,71x[0,1]

Since 7 > 1 and ||¢||[rL(r) < M, then Condition () implies that

K1+ |[¢INL(rT < K1+ [[¢I)rL(r)T < K(rL(r) + M)T < 1.

10
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Hence, H is a contraction from X (fz) into itself. Therefore, there exists a unique N € X (%) such that N
satisfies Equation (f) for (t,m) € [0,7] x [0, 1].
Let N be the maximal solution of Equation (P6), defined on its maximal domain [0, Tjqs) x [0, 1].

Assume that
Trnaz < +00 and limsup ||N(¢,.)| < +o0.

t—Tmaz

Then, there exists r > 0 such that
[Nt ) <r, forte [0, Tinaa)-
Let (t,m) € [0, Taz) % [0,1] and h > 0 such that ¢ + h € [0, Tynqz). Then,

IN(t + h,m) — N(t,m)]

< K+ hm)T(x(— (e + )om) = Kt m)z(x(~t,m))|

t+h
+ /0 K({t+h-— s,m)ﬂ(x(—(t +h— s),m),N(s,X(—(t +h - S),m)))N(S,X(—(t +h— S),m))ds

—/0 K(t— s,m)ﬁ(x(—(t —s),m), N (s, x(—(t — s),m)))N(s,x(—(t —5),m))ds

t+h
+/ K(t+h—s,m)x
0

F(s,x(=(t+h = s),m), N (s = (AQ(= (¢ + b = 8),m)), A=t + h = 5),m)) ) ds

3

- / K (t = s,m)F (s, x(=(t = 8),m), N(s = 7(AG(=(t = 8),m))), AG(=(t = 5),m))) ) ds

< |K(t+ hom)(x(= (¢ + h)m) = K (L m)R(x(~tm) | + 1] + | Lol

11
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Since

t+h
I = K({t+h-— s,m)ﬂ(x(—(t +h— s),m),N(s,X(—(t +h— s),m)))N(s,X(—(t +h— s),m))ds

0
_ /OtK(t—Sam)ﬁ(x(—(t—S)vm),N(s,x(—(t—s),m))) N (s x(t — 5)ym)ds,

= /th K(t_svm)ﬂ(X(_(t_S)vm),N(S—Fh,X(—(t—s),m)))N(S+h,X(—(t—s)7m))d5
_ /OtK(t—Sam)ﬁ(x(—(t—S)am),N(s,x(—(t—3),m))) N (s x(t — 5)ym)ds,

= /Oh K(t_svm)ﬂ(X(_(t_S)vm),N(S—Fh,X(—(t—s),m)))N(S+h,X(—(t—s)7m))d5
+/OtK<t—sam) [ﬁ(x(—(t—s),m),N(s+h,x(—(t—s),m)))N(s+h,x(_(t_s),m))

(=0 = ), N5 (= 5)0) )N (s x(~(0 = )0 s

then

|I;| < I?rL(r)h—FIN(L(T)/O ’N(s—l—h,x(—(t— s),m)) - N(s,x(—(t— s),m)) ds.

By using the same reasonning, we also obtain that

Bl < RMh+oa() + RICLE) [ [N (s b= (A= 5).m). A(—(t = 5).m))
N (s = 7(AG(=(t = 5),m))), Al(=(t = 5),m))) | ds.

with g1 (h) independent of (¢,m) and such that limy_0 01(h) = 0.
One can remark that, if ¢, > 0, t2 > 0 and m € [0, 1], then

K(ty +t2,m) = K(t1,m)K (t2, x(—t1,m)) = K (ta, m) K (t1, x(—t2,m)).
This yields to

IN(t+ h,m)— N(t,m)|

< IN((gg(h) +rL(r)h + Mh) +o1(h) + KL(r) /0 IN(s+h,.) — N(s,.)|ds

LRICIL(r) /

N(s+ b= 7(AG( Gt - ) m))..) = V(s = (Al (¢~ s).m))..) as.

where

o2(h) = sup K (o x (=t m)R( (= (¢4 h),m)) = F(x(~t,m) | = 0.
(t,m)€[0,Trmaz)x[0,1] _

12



M. Adimy and F. Crauste A nonlinear model of cellular proliferation

We set _
o(h) = K(QQ(h) +rL(r)h + Mh) + o1(h).

Hence, for (t,m) € [0, Tynaz) X [0,1], A > 0 and 6 € [~Tiaq, 0] such that ¢t +h € [0, Tjes) and ¢t +6 > 0,
B t+6
INt+h+60,m)—NEt+6,m)| <o(h)+ KL(T)/O IN(s+ h,.) — N(s,.)||ds
B t+6
+KHCHL(7‘)/O IN (s +h = 7(A(=(t = 8),m))),.) = N(s = 7(A(x(=(t = 5),m))), ) | ds.

On the other hand,
N(t,m) =n(m), fort € [~Tmas,0] and m € [0,1].

This implies that

¢
sup IN(t+h+0,.)—N(t+0,.)| < g(h)—FK(HCH—Fl)L(T)/ sup |N(s+h+0,.)—N(s+8,.)||ds.
0€[—Tmax,0] 0 0€[—Tmaz,0]

By using the Gronwall’s inequality, it follows that

sup  |[N(t+h+6,.)—N(t+0,)| < o(h)eXUIFDLE) Doz
06[_Tmam7o]

Hence, ~
IN(t+hy) = N(t,)]| < o(h)eUeFDEO Tnar

with
lim o(h) = 0.

Using the same reasonning, we can show a same result for h < 0.
It follows immediatly that
lim N(¢,.) exists.
t—=Tmax
This implies that N can be extended continuously to Ty,a., which contradicts the maximality of [0, Thnaz)-
Hence,
Tz = +00 or limsup || N(¢,.)|| = +o0.

t—Tmaz

Now, we denote by N¥1:'t the solution of Equation (B) for the initial data 7; and Ty, defined on its
maximal domain [0, Tynaz) X [0,1]. Let ¢ € (0, Tinas) be fixed. We put

r(t) = sup [NFTi(s, )| and  R(t) =1+r(t).
s€[0,t]
We set -
C:= sup [2(g7") (m)E(t, g~ (m))],
(m,t)GQ(_)
and

C(t) = K max{1, C}eLBOKATIC,

Let 0 < € < 1 be such that 2C(t)e € (0,1) and let 7, € C[0,1] and I's € C(Qg) such that NF22 s
defined on [0,¢] x [0, 1] and
[ = Toll <& and [Ty —Taflae <e.

13
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Then, there exists s > 0 such that [|[N#2T2(a,.)|| < R(t) for all o € [0, s]. Let
to = sup {s >0; |[NF2T2(0 )| < R(t), for o €0, s]}

If we suppose that ¢y < ¢, then N#212 is defined on [0, o] x [0, 1] and satisfies, for s € [0,to] and m € [0, 1],

[N (5,m) = NP2 (s,m)] < K (|l — Tl + CITy — Tl
+ RUAICDLERD) [ NPT 0,.) = N0, |do
0

Therefore, using the Gronwall’s Inequality, we obtain
N (5, m) = NPT (s,m)| < O(1) (I, = Tl + T3 = Tallas ), for s € [0,t]. (29)
This implies, in particular, that
|[NF2l2(s || <2C(t)e + |[NFuoli(s, )| < 14 7(t) = R(t), for s €[0,t].

This contradicts the definition of tg. Hence, tg > t.
That means that (RJ) is satisfied for each ¢ € [0, T)az). Then, we deduce the continuous dependence of
the solution with the initial data and the proof is complete. O

One can remark that Condition ([Lf) is not needed to prove Theorem ..
By using Theorem EI, we can deduce the following result, which deals with the existence of solutions

of Problem (£4)-(R7).

Corollary 3.1. Under the assumptions of Theorem [3.1, System (£4)- (1) has a unique continuous maz-
imal solution (N, P), defined on [0, Tyaz) X [0, 1].

Proof. Under the assumptions of Theorem @, Equation (@) has a unique continuous maximal solution N
defined on [0, Tynqz) X [0,1]. Then, we easily obtain the existence and uniqueness of a solution of Equation

(@) on [Ovaax) X [0, 1] -

We can use the results of local existence, given by Theorem @ and Corollary @, to investigate the
global existence of the solutions of System (R)-(R7). This is done in the next theorem.

Theorem 3.2. Under the assumptions of Theorem and the assumption that the mapping x — [B(m, x)
is uniformly bounded, the unique solution of System )—@) is global, that means, it is defined for all
t>0.

Proof. We assume that there exists 5 > (0 such that
18(m, z)| < 3, for all m € [0,1] and z € R.

Then, for t € [0, Trnee) and m € [0,1], we get

IN(m)| < R+ K7 / IN(s, )lds

L+ R+ BB / IN (s — m(AGU(~ (¢ — 5),m))), ) lds.

14
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Let 6 € [—Tiax, 0] be such that ¢ + 6 > 0. Then,
~ —~ o~ o~ t —
IN(t+0,m)| < K(||[all + Mt) + KB(||<]| + 1)/ _sup [[N(s+¥6,.)[ds.
0 6€[—Tmax,0]
On the other hand, if — 74, <t + 6 <0, then
IN(t+0,m)| < KI[7l,

because K > 1. Hence,

. - t
sup ||N(t+9a-)||SK(HﬁH+Mt)+Kﬁ(IIC||+1)/ v P IN(s +6,.)lds.
0 fe

06[_Tmam7o] _TW‘La.’L')O]

By using the Gronwall’s inequality, we deduce that

IN(t < sup [N(t46,.)] < K(|al| + Me)e P00t .— rp),
96[_7—77111.7;;0]

Since f is continuous on [0, Tyya.], then

limsup ||[N(¢,.)] < +o0.

t—=Tmaa

We deduce that T}, = +00 and the solution of (@) is global.
Finally, we easily obtain that the unique maximal solution of Equation (P7) is also global. O

Corollary 3.2. Assume that the mapping x — x3(m,x) is Lipschitz continuous for all m € [0,1]. Then,
for T e C(Qe) and p such that T € C[0,1], the unique solution of System (24)-([23) is global.

We have studied, throughout Theorems EI and @, the local and global existence of the solutions of
() and of Problem (R6)-(R7). Before we investigate the positivity of these solutions in the next section,
we can ask for regularity results for these solutions. This is presented in the following remark.

Remark 1. Under classical assumptions on the function 3 and the initial data T' and u, we can obtain
reqularity results for the solution of System (@)—) This may be done by using the same idea as in the
work of Travis and Webb @]

4 Positivity of solutions

Since we study a biological population, it is necessary to obtain the positivity of the solutions of System
(Bd)-(B7) to ensure that the model is well-posed. First, we focus our study on the solutions of Equation
(Rd). We use a method given by Webb [24] in 1985 and developped by Kato [[[4] to obtain the positivity
of the solutions of Equation (26).

Let I' € C(Q) and u be a function such that @ € C[0,1], 7 given by ([4). Let 7' > 0 be fixed.
We consider the family of operators H* : C([0,T) x [0,1]) — C([0,T) x [0, 1]) defined, for a € C]0,1],

15
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(t,m) € [0,T) x [0,1] and N € C([0,T) x [0,1]), by

HO(N)(t,m) = e~ 0 0m) K (6, m)Ta(x (¢, m))

+/0t —(t—s)a(x(— K(t—s, m)[a(x(—(t—s),m))N(s,X(—(t—s),m))
ﬁ(x (t
Hﬂgﬂ—a—@mmN@—ﬂAue@—@mm»Aueu—$mmDF&

—3) sx( (t—s),m)))N(s,x(—(t—s),m))

Let a € C[0,1], (t,m) € (0,T) x [0,1] and N € C([0,T) x [0,1]) be fixed. We consider the mapping
w? : [0,t] — R defined, for s € [0, ], by

w®(s) = H*(N) (s,x( —(t— s),m)).
Then, we can prove the following lemmas.

Lemma 4.1. The function w® is differentiable on [0,t] and satisfies

{%ww>= ()t () + 12(5),  Jor s € [0,1] a1
w(0) = F(x(—tm).
with
fe(s) = a(x( (t—2s) m))N(s X( (t—1s) m))
= N (sl (0= 9 )3 (= ¢ = ) N (sox( (0= 9).m)) )
+ F<s x(—= (t—s),m) N(S—T(A(X(—(t—s) ))) A(X( (t—1s) m))))
and

v(s) = a(x(—t,m)) +6(x( —(t— s),m)) + V’(x( —(t— s),m)).

Proof. First, one can remark that, if ¢; and to are positive, then

x(— (t1 +t2),m) = x( —t1, x(— t2,m)).

It follows that, for s € [0,¢] and h # 0 such that s + h € [0, ], we have

(w(s 4+ h) —w*(s)) = Wi+ Wan,

==

with

Wi = [eha(X(t’m))K(h, x(—(t—s— h),m)) - 1] e’sa(X(ft’m))K(S, x(—(t— s),m))ﬁ(x(—t, m)),

S

16
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and

1 s+h
Wap = m / e—(s-‘rh—o)a(X(—t,m))K(S 4+ h— UvX( —(t—s— h),m)) ~
0

la(x( —(t— J),m))N(U,X( —(t— U),m))

Hence, we easily obtain that

%LIno Wl,h = _Va(s)eisa(X(it)m))K(sa X( - (t - S)a m))ﬂ(X(_ta m))

17
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By the same way, we have
Wap = % {eha(X(t’m))K(h,X( —(t—s—h), m)) - 1} X
/05 ef(sfg)a(X(ft’m))K(s —ox(—(t— s),m)) la(x( —(t— U),m))N(U,X( —(t— U),m))
—N(U,X( —(t— U),m))5<x( —(t— a),m),N(J,X( —(t— J),m)))

+F (o x(—(t— U),m),N<a - T(A(X( —(t— J),m))),A(X( —(t— U),m))>>‘|da

L ha(x(—t,m)) h —(s—o)a(x(—t,m))
+E6 XA K(h,x(—(t—s—h),m))/s e XA K(s—a,x(—(t—s),m))x

a(X( —(t— U),m))N(J,X( —(t— U),m))
—N(U,X( —(t— U),m))5<x(— (t— U),m),N(J,X(— (t—a),m)))

+F<a,x( (- U),m),N<U—T(A(X(— (t—a),m))),A(X( (- U),m))))]da.

Therefore,

i Wa = () [ K (s (= (¢ 5m))
[a(x(— (t = 0),m) )N (0,x( = (¢ = 0),m))
=N (ox( = (¢ )m))3 (x(~ = ) N (¢ = )
+F<a,x(— <t—a>,m),N<o—T(A(x(— (t=a)m))). A (x( - (t_@,m))))]da
+a(x(= (¢ = 9)m) )N (s, x( = (¢ = 5).m))
= (s = = 3.m) )3 (= ¢ = )m). N (s~ (¢ = 1.m))

+F<s,x<— <t—s>,m),N(s—T(A(x<— (t=5)m))). 8 (x( - <t—s>7m)))>.

18
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Hence, limj, g 3 (w®(s + h) — w®(s)) exists and is equal to —v®(s)w®(s) + f(s).
We obtain Equation (@) and the proof of the lemma is complete. [l

Lemma 4.2. Let a,b € C[0,1]. Then,

t
HYN)(tm) = HON)(6m) + [ eI ()
0

(b(X(—(t —s),m)) —a(x(—(t—s), m))) [N(s, x(— (- s),m)) - w“(s)} ds.
Proof. From Equation (Ell), it follows that

d

0" —w' )] = ) (s) —w(s))

+(b(x(—(t — ), m)) — a(x(—(t — ), m))) [N(s, X( —(t— s),m)) — w“(s)} )
Since w®(0) = w*(0) = %(x(—t,m)), then

(wh(t) - w“(t))ef[f v (o)do _

/t eI @0 (h(x((t = 5),m)) = alx(~(t = ), m)) ) [N(s, x(=(t=s),m)) - w“(s)} ds.

0

Therefore,
w(t) —wi(t) = ef(tfs)b(X(ft’m))K(t —8,m)x

(x(=(t = s),m)) —a(x(—(t — s),m))) [N(s, x(—(t—s), m)) - wa(s)] ds.

/&\O\w

This ends the proof. O

Lemma 4.3. Assume that there exist a € C[0,1] and N € C([0,T) x [0,1]) such that H*(N) = N. Then,
for all b € C[0,1], H*(N) = N.

Proof. This is a simple consequence of Lemma Q O

Now, we show, under a cellular regulation hypothesis, that the solutions of (@)—(@) are positive. We
use the three previous lemmas to show the following theorem.

Theorem 4.1. Assume that the mapping x — B(m,x) satisfies the cellular regulation hypothesis,
(B(m,z) — B(m,0))z <0, forme[0,1] and z € R. (32)

Let T € C(Qo) and p be a continuous function such that @ € C[0,1]. If @ > 0 and T > 0, then the
solutions of Equation @) are non-negative on their domains.

Proof. Let N be a solution of Equation () defined on [0,7)) x [0, 1], where 7' > 0.
We consider the operator H® defined, for a € C[0,1], by (Bd). It is obvious that

H°(N) = N,

where 0 denotes the null mapping of C0, 1].
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Then, from Lemma [£.3, for all a € C[0,1], H*(N) = N. Hence, if there exists a € C[0,1] such that
H*(N)(t,m) > 0 for (¢t,m) € [0,T) x [0, 1], then we shall obtain that N (¢, m) > 0, for (¢t,m) € [0,T) x [0, 1].
We set

a(m) := B(m,0), for all m € [0,1].

Then, a € C|[0,1] and Condition (BJ) implies that
a(m)N(t,m) — N(t,m)B(m,N(t,m)) >0, for (t,m) € [0,T) x [0, 1].
Hence, ,
/0 e_(t_s)“(X(_t’m))K(t —s,m) {a(x( — (t—s), m))N(s, X( — (t—s), m))
=5 (x(= = 9m). N (scx(= (0= 90m)) )N (s (¢ = 51.m)) s

is non-negative. We have to show by steps that, for (¢,m) € [0,T) x [0, 1],

/O e’(t’S)“(X(’t’m))K(t—s,m)F(s,X(—(t—s),m),N(s—T(A(X(—(t—s),m))),A(x(—(t—s),m))))ds

is non-negative.
First, it is clear that H*(N) is non-negative on Qa.
We set

= i A .
Ta = min T(A(m))

Since 7 is positive on [0, 1], then 74 > 0.
Let m € [0,1]. Suppose that ¢ € [T(A(m)), 7(A(m)) 4+ Ta]. Then,

0<s—7(A(x(=(t—s),m))) <t—7a <7(A(m)), for s € [r(A(m)),1].

Since F' > 0 for (m,t) € Qa, this yields that

/0 e_(t_s)“(X(_t’m))K(t—s,m)F(s,X(—(t—s),m),N(S—T(A(X(—(t—s),m))),A(X(—(t—s),m))))ds > 0.

Hence, H*(N)(t,m) > 0 for m € [0,1] and t € [0,7(A(m)) 4+ 7a]. This implies that
N(t,m) >0, for m € [0,1] and t € [0, 7(A(m)) + 7a]-
By steps, we show that
N(t,m) >0, for m € [0,1] and ¢ € [0, 7(A(m)) + n7a] with n € N.
There exists n € N such that
7(A(m)) + nta < T < 7(A(m)) + (n+ 1)7A.
Consequently, N > 0 on its domain [0,7) x [0,1] and the proof is complete. O

We deduce immediatly the following corollary.

Corollary 4.1. Under the assumptions of Theorem E, the solutions of Problem (@)—@ are non-

negative.
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5 Local and global stability

We study, in this section, the local and global stability of the trivial solution of Problem (@)—(@) We
first focus on Equation (@)
We set

S:= inf (¢ Vv’ , = -y d 7:= inf %4 .
L (B £V m), = sup (g7 (m)| and Fi= nt | (3(m)+ V()

We assume that ¥ > 0 and that the function 2 — z3(m, z) satisfies a Lipshitz condition in a neighborhood
of zero, that is, there exist ¢ > 0 and L > 0 such that

[xB(m,z) —yB(m,y)| < Ll —y|, if|z|<e,|y] <eand m € 0,1]. (33)

Throughout this section, N¥I' denotes a global solution of Equation (@) associated with the initial data
wand T'.
In order to obtain the local stability of the trivial solution, we first prove a result of invariance for the
solutions.

Proposition 5.1. Assume that Condition @) is satisfied and that
L(1+2k) < 0. (34)

Let T € C(Qe) and p be a continuous function such that @ € C[0,1]. If |E]] < e and |T')|qe < €L, where
e and L are given by ([33), then

INFE(t,m)| <e, fort>0 andm € [0,1].
Proof. We first notice that, under the assumption (@), § > 0. We consider the sequence defined by
NO(tv m) = K(tv m)ﬁ(X(_ta m))a

and
Nu(t,m) = No(t,m) — I(Np—1)(t,m) + J(Np—1)(t, m),

for t > 0, m € [0,1] and n € N*, with

I(N)(t,m) = /K(t—s,m)ﬂ(x(—(t—s),m),N(s,X(—(t—s),m)))N(s,X(—(t—s),m))ds,
0
and
J(N)(t,m) = /OK(t = s,m)F (5, X(=(t = 8),m), N (s = H(AX(—(t = 5),m))), A(x(~ (¢ = ), m)) ) ds.

Then,

[No(t,m)] < e~ < e~ < <.
By induction, we show that
[Ny (t,m)| < e, for t >0, m € [0,1] and n € N*. (35)
We assume that |N,(t,m)| < e.

Let (t,m) € [0, +00) x [0, 1] be fixed.
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One has to notice that, if 0 < s < 7(A(x(—(t — s),m))), then
1B (5, X(=(t = 8),m), N (s = (A (=t = 5).m))), AGx(— (¢ = 5),m)) )|
< 2"$67§S||P||Q®7

< 2kelL,

and, if s > 7(A(x(—(t — s),m))), then

[ (. x(=(t = 5).m), No (s = 7(A((=(t = ). m)), A= (2t = 5).m)) )|
< 161 (A = 51 N 5= TG = 8).m), A (=0 = 5)) )

No(s = T(AX(=(t = 5),m)), A(x(=(t = 5),m)))

)

< |[I¢lleL,

where [|¢]| is given by (RF). Since ||¢|| < 2x, we obtain that

t
|J(N,)(t,m)| < 2rel / e =95,
0

and
|Nn+1(t7m)| < |N0(tam)|+|I(Nn)(tvm)|+|J(Nn)(tam)|v

- t
< ee 4 el(1+ 2/@)/ e 009 s,
0
3t L —3t
< ee —|—6§(1+2H)(1—6 ).

By assumption,

%(H%) <1.

Consequently,
3 L L
<ele(1-= = <e.
[Nyt (t,m)| _a(e (1 5(1—1—2&)) + 5(14—2&)) <e

We conclude that (B3) is true for n € N*.
By remarking that the sequence (N,,),en- converges to N*I' then we obtain that

INFL(t,m)| <e, fort>0andm € [0,1],
which ends the proof. O

Before we prove the local stability of Equation (@), we rewrite the integrated solution of @) by using
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a variation of constant formula, for ¢ > 7,4, and m € [0,1]. We obtain that

N(t,m)=K(t— Tmaz,m)N(Tmazvx( —(t- Tmar)’m))

- K(t— s,m)ﬂ(x(—(t —s),m), N (s, x(—(t— s),m)))N(s,X(—(t —s),m))ds

Tmax

+ [ Kt —sm)C(x(=(t =), m))N (s — T(AKx(=(t = 5),m))), Alx(=(t — 5),m))) x

Tmawx

B(AK(=(t = 8),m)), N (s = r(AG(~(t — 5),m)), Ax(~(t — 5),m))) ) ds.
Hence, we can show the following theorem, which deals with the local stability of the trivial solution of
Equation (P4).

Theorem 5.1. Under the assumptions of Proposition E, the trivial solution of Equation @) is locally
exponentially stable, that is, there existt >0, € >0, ¢ > 0 and d > 0 such that, if |i]| < € and ||T'||qe < €,
then ~

INPE(t, )| < ce™ D fort > 1. (36)

Proof. Let e > 0 and L > 0 be given by (BJ). We assume that
I7l <e and [Tl <<L.
Then, Proposition EI implies that
INFL(t,m)| < e, fort>0andm € [0,1].

We define the sequence (N, )nen by

No(t7m) = K(t - Tmamam)NﬁI (Tmawa X( - (t - Tmam)u m)),

and o o
Nn(tam) = NO(tam) —1I

Tmaz

(anl)(ta m) + Jrae (anl)(tv m)7
for t > Timae, m € [0,1] and n € N*, with

t

ITmam (N)(tvm) = ’K(t - Sam)ﬁ(X(_(t - S)vm)v N(Sa X(_(t - 8)7 m)))N(Sa X(_(t - s),m))ds,
and
Iripan (N)(t;m) = K(t = s,m)¢(x(=(t = s),m))N (s = T(A(x(=(t = 5),m))), Ax(~(t = 5),m))) X

B(ACA= (1 = 8),m), N (5~ (AN (t ), m)), A~ (¢ —),m)) ),
and
No(t,m) = NPT (t,m), for (t,m) € [0, Tmaz) x [0,1] and n € N,

First, it is easy to check, by using the same reasonning as in the proof of Proposition @, that the sequence
(N p)nen satisfies o
[N, (t,m)| < e, fort >0, m € [0,1] and n € N*,
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since o
[No(t,m)| < e, for t > 0 and m € [0, 1].
Secondly, the assumption B
L(1+2k) <4,
implies that
LA+cl) <0

Therefore, there exists p € (0,0) such that

g—p 1)

L< < .
L4 [|¢flepmmex = 1+ C]|

Let t > Tz and m € [0,1]. Then, we get
INo(t,m)| < e=0(t=Tmaz) ¢ < e PtTmaa) e < g

Since o o o o
|N1 (t7 m) - No(t7 m)l S |IT7naz (NO)(t7 m)l + |JTmam (NO)(t7 m)|7

then, the estimates

|I

Tmax

t ~
No)(t,m)| <e e O\ T8 TP ST Tmaz) g
(No)( )| L/ 6(t—s) ,—n( )d

and
t

(No)tm)| < eL¢]| [ e emrlom2mmaids,

Tmax

|J

Tmaz

yield to
_ t
Faltsm) — Noftm)| < L1+ [lerm)e e [ b2

By remarking that

t
5 5 1
e*‘StePTmax/ 6(67P)Sd8 S _ efp(thmaX),
Tmaz d—p

1 —+ ||<||6p7—max
d—p

we obtain

|N1(t,m) — No(t,m)| < eL e Pt Tmax)

It is easy to see by induction, that

e 19

Watm) = Foattom)| < (1 o

n
) efp(th"“‘"‘), for n € N*.

Hence, we get

[Nu(t,m)| < ZW( m) = Ni—1(t,m)| + [No(t,m)],
< Z ( 1+ ||C||€P‘Fmdx> e —p(t—Tmax) +E€7p(t77maz),
= n PTmax i
S Ee_p(t—Tmax Z (Ll + “VC”e ) .

d—p

=0
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Since
1+ HCHemeax

d—p

L <1

)

then, we finally obtain that

|Nﬁ"r(t, m)| < = (0= p)e e*”(t*T"“‘"‘), for all t > Thae-
5~ p— L{+ [Cller)

Hence, we have obtained the inequality (Bf) with = 7,42, € = max{e,eL}, d = p and

L (6 — pe ,
0= p—L(1+|[¢]lermma)

c

This completes the proof. O

By using Theorem EI, we can prove the local exponential stability of the trivial solution of Problem
(B)-(BM). This result is presented in the following corollary.

Corollary 5.1. Assume that _
L(1+ 2k) < min{7, ¢}.

Then, the trivial solution of Problem @)—) is locally exponentially stable.

Proof. First, since L(1 4 2x) < 8, then Theorem f.1] implies that the trivial solution of Equation (26) is
locally exponentially stable. Moreover, since we suppose that L(1 + 2k) < 7, we can show, by using the
same arguments as in the proof of Theorem @ and a variation of constant formula for P, that the trivial
solution of Equation (R7) is locally exponentially stable, as soon as the trivial solution of Equation (2€)
has this property. O

Finally, by using Theorem @, we can obtain the global stability of the trivial solution of Problem
(B)-(B7). This is done in the next proposition.

Proposition 5.2. Assume that the mapping x — x3(m, x) is Lipschitz continuous for all m € [0, 1], with
a Lipschitz constant L, and that _
L(1+ 2k) < min{7, ¢}.

Let T € C(Qo) and p be a continuous function such that @ € C[0,1]. If |T'|ae < L[|, then, the trivial
solution of Problem (@)—) 1s globally exponentially stable.

Proof. We first show, as in the proof of Proposition @, that
INFL(t,m)| < ||@ll, for t >0 and m € [0,1].
Then, by using the same reasonning as in the proofs of Theorem @ and Corollary , we conclude. [

We can give some explanations about the condition L(1 + 2x) < min{,6}. In fact, we can notice
that this inequality is satisfied if ¥ and 5 are large or if L is small enough. This corresponds, biologically,
to the case where the mortality rates (v and §) are important or to the case when only a few cells are
introduced in the proliferating phase, and then the cells supply is not sufficient (L is a bound of the
number of introduced cells).
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6 Discussion

It is usually believed that the function 3 is a Hill function (see Mackey [[L§]) given by

Bo(m)%, for z >0, m € [0,1],

Bo(m), for z < 0, m €[0,1],

B(m,x) =

with 6 and By two continuous and positive functions, and n > 1. In this case, the mapping « — x3(m, )
is always Lipshitz continuous, with a Lipschitz constant equals to

sup fBo(m).
me(0,1]
Hence, the results of Theorem and Corollary @ hold.

By the same way, Condition (B2) is easily satisfied, because §(m,z) = 8(m,0) if x < 0, and, if z > 0,
the function = +— B(m,z) is decreasing for all m. Hence, the positivity of the solutions is naturally
obtained.

As it has already been noticed by Dyson et al. [L]], Mackey and Rudnicki [Rd] and Adimy and Pujo-
Menjouet [ﬂ], we can expect to show the influence of the immature cells population (that means, the
population with a small maturity) over the entire population. This has also been obtained by Adimy and
Crauste [EI] for a model with a proliferating phase duration distributed according to a density.

In particular, by using the result of local stability obtained in Section E, we will certainly be able to
prove that the stability (or the instability) of the immature cells population leads to the global stability
(or the instability) of the entire population. This has been displayed for the first time by Mackey and
Rudnicki [@] in 1999. Since the stem cells population is known to be at the root of the blood production
system, then, this behaviour is naturally expected in our model, and it is the purpose of a next work.
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