DISCRETE AND CONTINUOUS Website: http://AIMsciences.org
DYNAMICAL SYSTEMS-SERIES B
Volume 3, Number 3, August 2003 pp. 439-456

ASYMPTOTIC BEHAVIOR OF A SINGULAR TRANSPORT
EQUATION MODELLING CELL DIVISION

MosTtara ADIMY

Département de Mathématiques Appliquées
Université de Pau
Avenue de 'université, 64000 Pau, France

LAURENT PUJO-MENJOUET

Department of Physiology
McGill University, Mclntyre Medical Sciences Building
3655 Promenade Sir William Osler, Montreal, QC, Canada H3G 1Y6

(Communicated by Ovide Arino)

ABSTRACT. This paper analyses the behavior of the solutions of a model of cells
that are capable of simultaneous proliferation and maturation. This model is
described by a first-order singular partial differential system with a retardation
of the maturation variable and a time delay. Both delays are due to cell
replication. We prove that uniqueness and asymptotic behavior of solutions
depend only on cells with small maturity (stem cells).

1. Introduction. Mathematical models of biological populations structured in age
or maturity appeared in various contexts more than forty years ago. In particular,
there exists a vast literature on models for progress through the cell cycle and its
various phases. See for example the references given in Metz and Diekmann (1986),
and in Gyllenberg and Heijmans (1987). More recently Mackey and Rudnicki (1994
and 1999) studied a particular time-and-age maturation structured model of bio-
logical process of hematological cell development in bone marrow. This model is a
generalization of those that have been introduced previously both in the absence
of maturation by Mackey (1978 and 1979) and presence of maturation with only
one phase by Rey and Mackey (1992 and 1993). They considered a mathematical
model for the dynamics of a population of cells which can be distinguished from
each other according to their maturity and their position in the cell cycle phase.
Mackey and Rudnicki (1994 and 1999) assumed that the cell cycle consists of two
distinct phases. The cells in the first phase (resting phase) cannot divide, they ma-
ture, and provided they do not die, they eventually enter the second phase. In the
second phase (proliferating phase) the cells are committed to undergo cell division a
time 7 later. The position of a cell in each phase is denoted by a (cell age) which is
assumed to range in the proliferating phase from a = 0 (the point of commitment)
to a = 7 (the point of cytokinesis), and in the resting phase from a = 0, when the
cell enters, to a = 4+00. The maturity variable m represents the concentration of
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what composes a cell such as proteins, or other elements one can measure experi-
mentally. The maturity variable m can range, without loss of generality, from 0 to
1. Cells can be lost in the proliferating phase with a rate v(m) and in the resting
phase with a rate (m). At the point of cytokinesis, a cell with maturity m divides
into two daughter cells with maturity g(m) < m, that enter directly the resting
phase. In the resting phase, cells can return to the proliferating phase with a rate
0§ and complete the cycle. The cells of both types mature with the same velocity
V(m).

In the model considered by Mackey and Rudnicki (1994 and 1999), the main results
concern the global stability for the following first order partial differential equation

%u(t,m) + V(m)aimu(tm) = f (u(t,m),u(t —7,A(m))), (1)
where A : [0,1] — [0, 1] is a continuous function such that A(0) = 0 and A(m) < m,
for m € (0, 1]. These authors gave in 1999 a criterion for global stability of Equation
(1). However, they considered only the case when the term f (u,v) in Equation (1)
does not depend on the maturity variable. This restriction implies that the rates of
mortality in the two phases, the rate of return from the resting to the proliferating
phase and V'(m) are independent of the maturity variable. This allowed Mackey
and Rudnicki to introduce the following delay differential equation

u'(t) = f (u(t), u(t — 7)), (2)
and to establish the connection between the global solution behavior of the equation
(2) and the local and global solution behavior of the partial differential equations
(1). More exactly, they proved that local stability of Equation (1) and global
stability of Equation (2) yield to global stability of (1).

This model has also been analyzed by Dyson et al. (1996a and 1996b) in the
particular case when the maturity X (—7,¢~!(m)) is independent of 7 and is equal
to am, with 0 < a < 1. In these studies, it is shown that the behavior of solutions
is dependent upon the stem cells. Numerical studies performed by Rey and Mackey
(1993) suggest such a result. For other recent developments concerning properties
of similar equations see for example Dyson et al. (2000a and 2000b) and Bernard
et al. (2001)

The model investigated in the present paper is more general than those considered
by Mackey and Rudnicki in (1994 and 1999). It takes into account the maturity
variable. In particular, we consider a general velocity of maturation V(m) and a
general function g(m) which is the maturity of the two daughter cells if m is the
maturity of their mother. Moreover, the rates of mortality and the rate of return
from the resting to the proliferating phase are, in our paper, depending on the
maturity variable. We prove, under local conditions on the rates of mortality and
the rate of return from the resting to the proliferating phase, exponential stability
of the trivial solution of our system. This result is obtained under the assumption
that the proliferating phase is long enough,

97 m) g
T>  sup / — . 3)
me[0,g(1)] ( m V(S)> (

We also obtained under Condition (3), that if the initial population of cells ¢(¢, m)
is 0 for the maturity m in [0,b], where b > 0 can be chosen as small as we want
(stem cells), then the population goes to extinction at a finite time. Moreover, if
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©(t,0) = 0 (primitive cells), then N(¢,m) — 0 as t — oo. In the interpretation
of these results the case of a sufficient supply of stem cells implies a normal blood
production and the case of injury or destruction of stem cells or primitive cells
corresponds to an abnormal production (the aplastic anemia).

2. Presentation of the model.

2.1. Proliferating phase. We suppose that V : [0,1] — [0, 4+00) is a continuously
differentiable function such that V' (m) > 0, for m € (0,1], and V(0) = 0.

We also assume that « : [0,1] — [0, +00) is a continuous function of the maturity
m.

The conservation equation for the proliferating phase is

(t:m,0) + 5pltm )+ 5 (Vmp(t,m,0)) = —(m)p(t,moa), (4

Ep om

with the initial condition

p(0,m,a) =T (m,a), for (m,a) € 10,1] x [0, 7],

where ' € C ([0, 1] x [0, 7]).
Here, p(t,m,a) represents the density of proliferating cells at time ¢, maturity m
and age a.

The total density of proliferating cells at a given time ¢ and a maturity level m is
defined by

P(t,m) = /OT p(t,m,a)da.

2.2. Resting phase. We denote by

“+o0
N(t,m) = / n(t,m,a)da,
0

the total density of cells in the resting phase at a given time ¢ and maturity level
m, where n(t, m, a) represents the density of resting cells at time ¢, maturity m and
age a.

We assume that the rate 8(m, N(¢,m)) is a nonlinear function of N(t,m).

The conservation equation for the resting phase is

0 0 0
&n(tv m, a)+%n(t, m, a)+% (V(m)n(tv m, a)) = - [6(m) + ﬂ(N(tv m)v m)] n(1(575;n7 CL),

with the initial condition

n(0,m,a) = u(m,a), for (m,a) € [0,1] x [0,+00),
where p € C ([0,1] x [0,400)) and hT p(m,a) = 0.

We suppose that § and 8 are continuous functions.
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2.3. Boundary conditions. The cellular flux between the two phases is given by
the system

n(t,m,O) = 2(gil)l(m)p(t7gil(m)v7—)v for m < g(l),

. (6)
p(t,m,O) = B(N(tam)am)n(tamaa)da = ﬂ(N(tﬂm)ﬂm)N(tﬂm)a
0

where g(m) represents the maturity of the daughter cells when m is the maturity
of their mother.
The first boundary condition describes the flux of daughter cells into the resting
phase just after the division of their mother. Note that the maturity m of the
daughter cells just after division is smaller than g(1). This fact is expressed by the
following boundary condition

n(t,m,0) =0, for m > g(1). (7)
The second condition in (6) represents the re-entry of resting cells into the prolif-
erating phase.
We assume that g : [0,1] — [0,1] is a continuous function such that g € C*[0, 1],
g'(m) > 0 and g(m) < m, for m € [0, 1].

3. Equations for N and P. We define the characteristic curve s — X(s,m)
through (0,m), m € [0, 1], in the two phases by the ordinary differential equation

(ji—Z(s) = V(u(s)), s€eR,
(8)
u(0) = m.

We have X (0,m) =m and X(s,0) =0, for s € R and m € [0, 1].
Note that the expression X (s, m) appears in our model only for s < 0. Furthermore,
one can prove that X(s,.) is given explicitly, for s <0 and m € [0,1], by

X(s,m) = h~" (h(m)e*), (9)
where h : [0,1] — [0, 1] has the explicit form
1
exp(—/ £>7 for m € (0,1],
h(m) = m V(s) (10)
0, for m=0.

Using the method of characteristics, one can derive evolution equations for N(m,t)
and P(m,t) :
(D) Ifmel0,g(l)] and0<t <,

0Nt m) o (Vm)N(tm)) = — [5m) + BN (6 m),m)] NGt m) + fa (1, m),
()

with
Flt,m) = 209~ (m)é(g ™ (m), O (X (1,9~ 0m))o7 — 1), (12)

and
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E(m. ) = exp {— / (3 (X () + V7 (X (—s,m))) ds} S mw)

If me[0,9(1)] and t > T,

gN(t, m) + i(V(m)N(t,m)) = —[6(m) + B(N(t,m),m)] N(t,m)

ot om
+f2(m)6 [N (t - TvX(iTv gil(m))) ’X(iT’gil(m))] N (t - T7X(7T7gil(m)())47)
1
with
f2(m) = 2(g7") (m)&(g™" (m), 7). (15)

Ifm e [g(1),1) and ¢t > 0,

0 0
aN(t,m) + %

(2)Ifmef0,1]and0 <t <7,

(V(m)N(t,m)) = —[6(m) + BN (t,m),m)] N(t,m).  (16)

D p(t,m)+ L= (V(m)P(t,m)) = —(m)P(t, m)+ BN (£, m), m)N (£, m) — f(t,m),

ot om
(17)
with
fa(t,m) =&(m, )T (X (—t,m), 7 —t). (18)
(3) Finally, if m € [0,1] and ¢t > T,
0 0
O Plt,m) + o (V(m)P(tm)) = ~(m)P(t,m) + BN (L, m), m)N (2, m)
(19)

75(77%7')5 [N (t - TvX(fTa m)) 7X(*7_7 m)] N (t - T7X(7T> m)) :

Since our objective in this work is to prove that uniqueness and asymptotic behavior
of the solutions depend only on the cells with small maturity (stem cells), we will
focus our study on the production process given by Equation (14) on the maturity
interval [0, g(1)].

The first term on the right-hand side of Equation (14) describes the loss due to death
and transition to the proliferating phase. The second term describes the birth of
cells with maturity m from mother cells completing their proliferating phase who
entered into the proliferating phase a time 7 ago with a maturity X (—7, g~ (m)).

4. Existence and uniqueness. The integrated version (variation of constants
formula) of Equation (14) for ¢ > 7 and m € [0, g(1)] is given by
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x 3 [N (s -7,X (—T,g_l(X(—(t — s),m)))) , X (—T,g_l(X(—(t — s),m)))}

x N (s -7,X (—T,g_l(X(—(t — s),m)))) ds, 0
and N(t,m) = ¢ (t,m), for t € [0, 7], and m € [0, g(1)],

t
Kt e {~ [ G(XCom) +V (XCompas}. )
0
and
@ € C([0,7] x[0,9(1)]).
Note that the initial datum ¢ is in fact the solution of Equation (11) for (¢,m) €
[0, 7] < [0,9(1)].

PROPOSITION 4.1. Suppose that the function x — B(x,m)x is Lipschitz continuous,
that is

|B(x1, m)xy — B(x2, m)x| < k2 — 29, for xi, 2 € R and m € [0,g(1)],

where k is a positive constant. If o € C([0,7] x [0,g(1)]), then there exists a unique
solution N € C ([0,400) x [0,9(1)]) of Equation (20).

Proof. The proofis classical. Let t > 0, m € [0,g(1)] and N € C ([0, +00) x [0, g(1)]).
We set

/Kt—sm N (s, X(—(t —s),m)),
(=t =), m)|N (s, X(=(t = 5),m)) ds,

(22)

and

H(N)(t,m) = / K(t — s,m) fa (X(—(t — 5),m))

X3 [N (5 -7, X (—T,g’l(X(—(t —5), m)))) , X (—T,g’l(X(—(t —5), m)))]

XN (s =7, X (-7, 97" (X(=(t = 5),m)))) ds.
(23)
Then, Equation (20) becomes
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N(t,m) — G(N)(t,m) =@ (r,X(=(t—7),m)) K(t —7,m) + H(NT)(t,m). (24)

Let (Nn),en be a sequence of continuous functions given, for ¢ € [0,27] and m €
[0,9(1)], by
No(t,m)+ G(Np—1)(t,m), for te€]r,27],
Nn(t,m) =

o (t,m), for telo,7],
and, for ¢t € [r,27]

No(t,m) = ¢ (1, X(=(t = 7),m)) K(t —7,m) +/ K(t = s,m) fo (X(=(t = s),m))

xBlo(s—7,X (-7 97 (X(=(t = 5),m)))) , X (-7, g7 (X (=(t = 5),m)))]

X (5 -7,X (—7’, g HX(—(t - s),m)))) ds.
Due to the continuity of X, 8, V', ¢ and fs, there exist a > 0 and My > 0 such
that
|K(t,m)| < a, for t>0andme[0,g9(1)],

[No(s, X(—(t —s),m))| < My, for te]ir,2r], se[r,t] andm € [0,g(1)].
Then, we obtain for ¢ € [1,27] and m € [0, g(1)] that

|N1(t, m) — No(t,m)| = |G(No)(t,m)| < ak/ |No (s, X(—(t — s),m))| ds,
and thus

|N1(t,m) — No(t,m)| < akMy(t — 7).
In the general case, we have

Ny (t,m) — Np_1(t,m) = G(Np—1)(t,m) — G(Np—2)(t, m).
Thus

No(£,m) — Ny (£, m)| < ak:/ (No1 (5, X (—(t — 5),m))
— Np—2 (8, X(—(t — s),m)) |ds.

By induction, we obtain

(t—m)"
nl
So, the limit N := lim N,, exists uniformly on [0, 27] and N is continuous on [0, 27].

n—oo

To prove that N is a solution of Equation (20), we introduce the function v defined
by

[N, (t,m) — Np_1(t,m)| < a™k™ My

v(t,m) = [N(t,m) = No(t,m) = G(N)(t,m)|.
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Then, we have
v(t,m) < |N(t,m)—Nn+1(t,m)|—|—|Nn+1(t,m)—No(t,m)—G(N)(t7m)|,

< N(t,m) = N (8, m)| + [G(N) (8, m) — G(No)(E,m)),

|N(t,m) — Npy1(t,m)| + ak/ |IN(s, X(—(t —s),m))

CNp(s, X(—(t — 5),m))|ds.

IA

Moreover ,
+oo
N(t7m) — Ny (t,m) :Z (Np+1(t7m) - Np(tJ m)).
p=n
This implies that,
—+oo
t —7)ptl
N(t,m) — Npi1(t,m)| < M, ap+1kp+1(—.
INEm) = Nuatm)] < Mo 3 a

So,

X (ak(t — 7))Pt2
v(t,m) < 2My Z %

p=n

Hence, when n tends to +oo, we obtain

, forall n e N.

v(t,m) =0, forte[0,27] and m € [0, g(1)].
Consequently, N is a solution of Equation (20) on [0,27] x [0, g(1)].
To prove uniqueness, we suppose that Z is also a solution of Equation (20). Then,

IN(t,m) — Z(t,m)| < ak/ IN (s, X(=(t —s),m)) — Z (s, X(—(t — s),m))| ds.

We suppose that t € [r,27] is fixed and we consider the function w for o €
[1,t] and m € [0, g(1)], defined by

w(o) = |N (0, X(=(t —0),m)) = Z (0, X(—(t — 0),m))|.
Remark that,

X (~(0 = 8), X (=(t — o), m)m) = X (—(t — 5),m)..
Then, we obtain
w(o) < ak /U N (s, X(—=(t—s),m)) — Z (s, X(—(t — s),m))| ds.
Consequently,

w(o) < ak /TU w(s)ds.

By the Gronwall’s inequality, it follows that w = 0. Then, N = Z on [r, 27].
By the method of steps, we deduce the existence and uniqueness for all t > 0. O
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REMARK 1. If z — B(x,m)x is only locally Lipschitz continuous, one can prove
using Gronwall’s inequality that Equation (20) has at most one solution.

We will now study the transformation of maturity from one generation of cells to
another. We put

A(m) = X(=7,g7 (m)),  for m < g(1). (25)
Recall that A(m) represents the maturity of a mother cell at commitment when m
is the maturity of its two daughter cells. The function A : [0,¢(1)] — [0,g(1)] is
continuously differentiable and satisfies

Note that for s <0

max (X(sm) = X(5,1) = h7' ().

Let 0 < mg < g(1) be fixed. We set

/gl(m) ds

T0 = sup — 5

melmo,g(1)] \Jm V(s)
/1 ds

T1 = .
mo V(S)

' 97 m) g
i )<

then mg can be chosen equal to zero, and which in this case means that ™ = 4o00.
As in the linear case, to prove our main results, we need the following lemma.

Remark that, if

LEMMA 4.1. (i) 79 < 1,

(ii) mo < h=Y(e™") if and only if T < T,

(i) if T> 10 then h7l(e™T) < g(1),

(iv) T>10 if and only if A(m)<m, for allm € [mg,g(1)].

The condition 7 > 79 means that the duration of the proliferating phase is suffi-
ciently long to let a future mother cell, whose maturity at the point of commitment
was A(m), increase sufficiently its maturity during this phase such that, just after
its division the maturity m of its daughter cells will be greater than the maturity
A(m).

We assume in the sequel of this paper that

97 m) g

T > T0, with mg = 0.

and

The results hold with obvious modifications, for any mg € (0, g(1)].
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We give now an example for which the condition (26) is satisfied.

EXAMPLE 4.1. Suppose that V(s) ~, a8, with a > 0.
Then,

9= (m) 4
nlziglo /m Vi) < +oo if and only if  ¢'(0) > 0.

Note that a cell in the proliferating phase whose maturity at the point of commit-
ment is h~1(e~7) will give birth to two daughter cells with maturity g(1), which is
the maximal maturity of cells just after division. So, we can consider the function
A :]0,9(1)] — [0,1] defined by

A~Y(m), for m e [0,h e )],
A(m) =
g(1), for me A7 e T),g(1)].
Note that the function A is continuously differentiable on [0,A~*(e™7)) and satisfies
A0)=0,  ALTH(e™T)) = g(
1

1),
A(m) >m, for m € (0,h™ (e ],
A(m) >0, for m € [0,h7(e™T)).
Let b€ (0,h(e™7)) be fixed. Consider the following sequence

bn+1 = A(bn)a

T

(27)
bp = b

The condition 7 > 7y implies that the sequence (by),,y is increasing and that there

exists NV € N* such that

bo < by <..<by <h e ) <byii <byio=..=g(1). (28)
Now we give the first of our main results, which emphasizes the strong link between
the process of production of cells and cells with small maturity (stem cells).
The following result has been proved by Adimy and Pujo-Menjouet (2001) in the
linear case (i.e. = (m)). It has also been proved by Dyson, Villella-Bressan and
Webb (1996b) in the special case when the maturity X (—7,g~1(m)) is independent
of 7 and equal to am, 0 < a < 1. It is also a first step to study the asymptotic
behavior and instability of our model.

THEOREM 4.1. Assume that the function x +— B(x,m)x is locally Lipschitz con-
tinuous and N1(t,m), N2(t,m) are solutions of Equation (20) with initial condi-
tions @b, p* € C([0,7] x [0,9(1)]) respectively. Suppose that there exist T > o
and b € (0,h=1(e™™)) such that @'(t,m) = @2(t,m) for m € [0,b] and t € [0,7].
Then, there exists t > T such that N1(t,m) = N2(t,m), for all m € [0,g(1)] and

hby+2) (bN”)} + (N +2)7.

t > 1, where t can be chosen equal to tyyo = In 0

Proof. Recall that h=1(e™7) < g(1).

The proof is based on our proof in the linear case and the use of the Gronwall’s
lemma.

First, we establish by induction that N (¢,m) = N2(t,m), for m € [0,b] and ¢ > 0.
That is, for ¢t € [1,27] and 7 < 0 < t, we obtain
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A(X(=(t—0o),m)) <A(m) <m <b.

Hence,

N'(oc -7, A(X(=(t—0),m))) = N? (¢ —1,A (X (=(t — 0),m))).

Consequently,

Nl(t,m) — N2(t,m) = G(Nl)(t,m) - G(Nz)(t, m).
By the Gronwall’s inequality, it follows that

N(t,m) = N*(t,m), form €[0,b] and t¢& [r,27].
By a method of steps, we deduce that

N(t,m) = N*(t,m), form €[0,b] and t>0.

Secondly, we reconsider the sequence (by)n>0 given by (27), and the sequence
(tn)nen defined by

t, =In {hh(&’;)] + nT. (29)

This sequence (t,)nen is increasing. Thus, we prove by induction the following
result

N(t,m) = N%*(t,m), form € [0,b,] andt >t,.

So, by induction and using (28), we obtain

N(t,m) = N%(t,m), form€[0,9(1)] and t>7=tyo,
with

h(bn+2)

X0 } + (N +2)7.

tN+2 =In l:

According to the proof above, we also have the following existence result.

COROLLARY 4.1. Let 7 > 79 and b € (O, h_l(e_T)). Suppose that the function
x > B(xz,m)x is Lipschitz continuous and ¢ € C([0,7] x [0,b]). Equation (20) has
a unique solution N¥?(t,m), for m € [0,b] andt > 0.

It is believed that the pathology of aplastic anemia is due to injury or destruction
of a common pluripotential stem cell. Theorem 4.1 proves that the production of
cells depends strongly on the state of cells with small maturity. In particular, it
describes the destruction of a cell population when its starting value is defective.
This is the first step to study the asymptotic behavior of our model that we present
in the following section.
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5. Invariance and asymptotic behavior. Let 7 > 75, b € (O,h_l(e_T))
and ¢ € C([0,7] x [0,b]).
We set

lell, = sup lp(t, m)|.
0<t<7, 0<m<b

We define the sequence of continuous functions (Ny),, oy, for £ > 0 and m € [0, ],
by

o(r, X(—=(t—7),m)) K(t—m7,m), for t>r,

No(t, m) =
p(t,m), for te|0,7],
and
No(t,m) — G(Np—1)(t,m) + H(N]_,)(t,m), for t>r,
Np(t,m) =
o(t,m), for te[0,7].
(30)

PROPOSITION 5.1. Let € > 0. Suppose that

5(m)+V'(m) >0, formel0,b],

and that the function x — B(x,m)x satisfies the following Lipschitz condition

|B(x1,m)xy — B2, m)xs| < klxy — 22|, for 21| <€, |22| <€ and m € [0,0],

where k := k(e€) is a positive constant such that

I
k< —t_,
1+&
with I, = irg . (6(m) +V'(m)) and & = sup |fa(m)|. If the initial condition
mel0, me[0,b]
v € C([0,7] x [0,b]) satisfies
lell, <e

then, the unique solution N¥ of Equation (20) satisfies

IN®(t,.)], == sup [N¥(t,m)| <e, for allt >0, (31)
me[0,b]
and
IN?(t,.)] == sup |N?(t,m)| <e, forallt > tyyo. (32)
me[0,9(1)]
Furthermore,

sup |N¥(t,m)| — 0 exponentially as t— +oo.
me[0,g(1)]
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Proof. Let T'> 7. We consider the sequence (N, ),y given by (30) for ¢ € [0, 7]
and m € [0,b].
We have

K(t,m) < e It (33)
On the other hand, we have for all ¢ € [r,T] and m € [0, ]

X(—(@t—7),m)<m<b.
Then,

o (1, X(=(t —7),m))| <€
Consequently,

INo(t,m)] < ee =) <.

Similarly, we have

|G(No)(t,m)]

IN

t
k'/ eflb(tfs) |NO (S,X(—(t - 5)7m))| dS,

t
ke/ e~ Dt=s)gg,

IA

and

|H(Ng)(t,m)| =

k/ e~ 1o =3) | fo (X (—(t — s5),m))| |No (s —7,X (=g (X(—(t - s),m))))| ds.

As ¢’'(m) > 0 for m € [0,1], we have

Eb = sup |fa(m)| < +o0. (34)
me[0,b]

On the other hand,

X (=mg H(X(=(t=s)m)) = AX(=(t—s),m)),
< X(_(t - 8)7m)),
< m<b

Then,

- t
[H(Ng)(t,m)| < fbkie/ e~ Te(t=9) s,
Consequently,
|N1(t’ m)| <e (eilb(ti"—) + Lo (]_ — effb(th))) ,
where
k (1 + 5,)
po=——F""=-<1

Iy
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Hence,

Ny ()] < e (€707 1= puo] + 1o ) < e

By induction we show that for n € N*, ¢ € [0,7] and m € [0, ]

[Nu(t,m)| < [No(t,m)| + |G(Nu-1)(t,m)| + [H(N7_y)(t,m)| <e.

On the other hand, using the same technique as in the proof of Proposition 5.1, we
can see that the sequence (N, ),en converges to the solution N¥ € C([0, +00)x]0, b))
of Equation (20). When n — +o00, we obtain

IN?(t,.)], <, for all t € [0,T].

Then, the inequality (31) holds for ¢t > 0.
Moreover, as in Theorem 4.1, we can prove that

IN?(t, ), < for all t > t,.

In particular,

IN®(t, )] <€ for all t > ty1o.
Let X\g € (0, 1) such that

Iy — A 1
b 0o _ b

k< = =,
1+ &eroT 14+&

and set

(14 &erm)k

A =
! Iy — Ao
Then, by induction we obtain
1— )\’n—‘rl
Nn t < 1 7)\(](1577‘)
[Nu(tm)] < e,

for n € N, ¢ large enough and m € [0, g(1)]. Remark that
0< A\ <L
When n — +00, we obtain exponential decay. This completes the proof. O

COROLLARY 5.1. Assume that the assumptions of Proposition 5.1 are satisfied. If
the initial condition ¢ € C([0,7] x [0,b]) is such that

o(t,0) =0, forallte|0,7], (35)
then, the unique solution N¥ of Equation (20) satisfies

sup |N¥?(t,m)| — 0 exponentially as t— +oo.
me0,9(1)]
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Proof. Condition (35) and the continuous property of ¢ imply that there exists b
such that

lelly < e
Let by = min(b,b). Then,
b T
1+&  1+&,
Consequently, Proposition 5.1 gives the result. O

||g0||b0 <e and k<

We also obtain the following global stability result.

COROLLARY 5.2. Suppose that

5(m)+V'(m) >0, formel0,g(1)],

and that the function x — B(x,m)x is Lipschitz continuous for all m € [0, g(1)]
with a Lipschitz constant k such that

Igg) .
1 "’59(1)

Then, for all initial condition ¢ € C([0,7] % [0,9(1)]), the solution N¥ of Equation
(20) satisfies

k<

sup |N¥(t,m)| — 0 exponentially as t— +o0.
me[0,9(1)]

Proof. As in the proof of Proposition 5.1, we have

IN?(t,m)| < |l¢|l, forme€][0,9(1)] and ¢t > 0.

Then, sup |N¥®(t,m)| — 0 exponentially as ¢ — +oo. O
me0,9(1)]

We now give an example.

EXAMPLE 5.1. Let

V(z)=rx and g(x)=oax, withr>0and0<a<1.
Equation (14) reduces to

0 0
—N({t,m)+rm—N({t,m)=—[6+7r+ B[N(t,m),m|]] N(t,m
EON () + rmN(tm) = | Ve N
120~ 1e= (T[Nt — 7, A(m)), A(m)] N(t — 7, A(m).

This particular model has been considered by Rey and Mackey (1995b) and Mackey
and Rudnicki (1999).
We have in this case
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/gl(m) ds 1
To =  sup —— | =—-Inaq,
0 mel0,a] m V(S) r

/1 ds o
T = = R
' 0 V(S)

A(m) = X(~1,97 (m)) = a te " m.

and

So,

T > Ty if and only if A(m) <m, form #0.

We also have

hle ™) = e,
I = r+4J,
3 — 2aleOr,
Consequently,
I r+94

14+ a) - 20— le—(v+m)7T 4+ 1°

Then, we have the following result.

1 -
PROPOSITION 5.2. Let e > 0, 7 > ——Ina and 0 < b < e . Suppose that the
T

function x — B(x,m)x satisfies

|B(z1,m)x1 — B(xe, m)za| < klx1 — 22|, for |z1] <€, |x2| <€ and m €[0,}].
where k is a positive constant such that
r+46

20~ te=(r1)T 4 17
If the initial datum ¢ € C([0,7] x [0,0]) is such that,

k<

lell, <.
Then, the unique solution N¥ of Equation (36) satisfies

sup |[N?(t,m)| <e,  fort>0,
me[0,b]

and

sup |N?(t,m)| — 0 exponentially as t— +oo.
me(0,a]
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6. Instability. Consider the space

Co = {p € C([0,7] x [0,9(1)]) : ¢(£,0) =0, for t € [0,7]}.

DEFINITION 6.1. We say that a solution N¥ of Equation (20) with initial datum
p € C([0,7] x [0,9(1)]) is stable if for given € > O there exists p > 0 such that

implies

|N“’(t7.)—Nw(t7‘)|oo<s, forallt >T.
We say that N¥ is unstable if it is not stable.
To prove the instability of solutions of Equation (20) we need the following hypoth-
esis.
(H) There exists a solution of Equation (20) that does not converge to 0, as t —
+00.
Dyson et al. (1996b) showed , for a particular model, that if (H) is satisfied for an
initial datum ¢g € Cy, then for every ¢ € Cy, N¥° is unstable. They also give an
example for which (H) is satisfied.
We obtain the same instability property for the more general model (20), that is

THEOREM 6.1. Suppose that Hypothesis (H) holds for an initial datum g in Cp.
Then, for all p € Xy, N? is unstable.

Proof. The proof is similar to the ones given by Dyson et al. (1996a and 1996b). It
suffices to suppose that there exists V¥ that is stable and the contradiction comes
from Theorem 4.1. O
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