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Abstract

We consider a cell population structured by a positive real number x € R4, which represents the
number of P-glycoproteins carried by the cell. Those proteins combine two interesting properties:
they are involved in the resistance of cancer cells to chemotherapy drugs, and the cells proceed to
frequent transfers of those proteins. In this article, we introduce a kinetic model to describe the
dynamics of the cell population. We then consider an asymptotic limit of this equation: if transfers
are frequent, the population can be described through a system of two coupled ordinary differential
equations. Finally, we show that the solutions of the kinetic model converge to a unique steady-state
in large times. The main idea of this manuscript is to combine Wasserstein distance estimates on
the kinetic operator to more classical estimates on the macroscopic quantities.

Keywords: structured population, transfer operator, asymptotic analysis, macroscopic limit, Wasserstein
estimates, mathematical ecology.

MSC 2000 subject classification: 35B40, 92D15, 92D25,92D40.

1 Introduction

In this study, we are interested a population of cells structured by a trait « € Ry, which measures the
quantity of P-glycoprotein (P-gp) carried by the cell. The P-gp are membrane proteins that play an
important role in tumors. Cells transfer their P-gp to one another [23, 30, 31], and experiments show
that those transfers have a significant effect on the number of P-gp that the cells carry. These features
motivate the modelling of both the birth-death and transfer processes. The mathematical estimates
and metrics adapted to the birth-death operator and to the transfer operator are of a different nature,
and the challenge of this study is to combine those two types of approaches. Note that the transfer
phenomenon that we model and analyse in this manuscript are related to other biological, physical and
economical phenomena, and we believe that the new mathematical methods that we introduce here will
also be useful in other contexts.

In [22], a model was proposed to model the transfer of P-gp in a cell population. The authors study
the dynamics of the population, under the following assumption on the nature of transfers: if two cells
carrying originally z1, 2 € Ry P-gp interact, they end up with respectively a} = z1 + f(z2 — 1)
and z, = w9 — f(x2 — x1) P-gp, where f € (0,1) is a parameter of the model. After the derivation of
this transfer operator, the authors show the existence of solutions for the model (where only transfers
are present), and prove that all solutions converge to a Dirac mass (in other words, all the individuals
ultimately carry the same number of P-gp). The transfer operator that we consider in this study is an
extension of their work, when we assume that the cells do not exchange any information: the number of
P-gp a cell sends to its transfer partner only depends on the number of P-gp it originally carries. This
assumption has a direct impact on the dynamics of the population: a population where all cells carry
the same number of P-gp would be quickly destabilized (in an exchange between two cells containing
an equal number of P-gp, it is likely that one cell will send more of its P-gp than the other). This new
transfer kernel assumption makes the analysis of the dynamics of the solution more delicate: the methods
developed in [22] cannot be extended to our problem.



To analyse the dynamics of the population, we will take advantage of an entropy functional introduced
by Tanaka in 1978 for the Boltzmann equation [34]. This functional describes a contracting effect of the
equation’s flow, and allows the author to describe the long-time dynamics of solutions. In [10], this idea
was extended to inelastic Boltzmann equations. We show (see Section 3.1 and Section 6.2) that estimates
similar to the estimates developed in [34, 10] can be obtained for the transfer operator appearing in (7). In
the case of the W5 —Wasserstein distance, the operator decreases strictly the distance between solutions,
while for the W7 —Wasserstein distance, the operator cannot increase the distance between solutions (but
it is not a strict contraction). The methods employed in our study are indeed related to another set of
distances between probability measures, based on the Fourier transform. Those methods were introduced
in [8, 9], and we refer to [14] for a review of the relations of those metrics to Wasserstein distances. Those
Fourier-based arguments have proven useful to study the properties of the Boltzmann equation in the
Maxwellian case, and they could probably also be used to study the dynamics of (7). The Fourier-
based distance was used to study a range of models from econometrics [6] and opinion formation theory.
In [3], an large class of transfer operators similar to the one we describe here was introduced. Using
probability methods and Fourier-based distances, the authors were able to prove that those operators
(and in particular the transfer operator we consider in the present study) imply a contraction.

This article is structured as follows: in Section 2, we build the model (see (7)) from biological
considerations. We detail in particular the derivation of the transfer operator. Then, in Section 2.3, we
state the two main results of this study: an asymptotic limit of the kinetic model when the frequency
of transfers is high, and the long time convergence of the solutions of the kinetic model to a unique
equilibrium. In section 3, we prove the first result of our study, namely Theorem 2.2. The proof is
based on the contraction property of the transfer operator for the Ws—Wasserstein distance. Section 4
is devoted to the second important result of this study, that is Theorem 2.3. The proof of this second
result is based on the W7 —Wasserstein distance. Finally, in the Appendix (see Section 6), we recall the
definition of Wasserstein distances and some properties of those metric that we will use throughout this
study. We also show how the the W5—Wasserstein distance contraction implied by the transfer operator
can be used to study the long-time dynamics of the population when the other terms in the model have
a simple structure.

2 Model and main results

We assume that all the cells are genetically identical: the trait x, corresponding to the quantity of
P-gp on the membrane of the cell, is not transmitted from a mother cell to the daughter cells (no
heritability of the trait). We can then assume that the traits of new born cells are drawn from a given
distribution independent from the trait of the parent (we discuss possible generalizations of this model in
the discussion, see Section 5). We assume that the trait of an individual has an effect on its reproduction
rate. This is indeed the case when some chemotherapy drugs are present in the environment of the
cells: the P-gp pump cytotoxic drugs out of the cells [32]. The P-gp thus play an important role in the
emergence of chemotherapy resistance in tumor cell populations, and in certain conditions the cancer
carrying a large number of P-gp can duplicate despite the presence of cytotoxic drugs.

2.1 Derivation of the transfer operator

To model transfers of P-gp, we assume that when two cells (the cell 1 and the cell 2) interact, no
information is exchanged: the cell 1 does not know how many P-gp the cell 2 carries. The number of
P-gp the cell 1 sends to the cell 2 thus only depends on its own number of P-gp. If we denote by z; (resp
%) the number of P-gp the cell i contains before (resp. after) the transfer, and X; the number of P-gp
the cell 7 sends to the other cell, we have the relation:

{L‘/lzl‘l—Xl + Xo. (1)

We have assumed that the number of pumps the cell 1 sends to the cell 2 only depends on z;, so that
the law of X; only depends on x;. To simplify notations, we describe the law of X7 by a density of
probability z — B(z,x1) that only depends on x;. Note that we allow the law of X; to be a measure
with singular parts, even though we denote B(z,z1) as if if were a function throughout this manuscript.

{xx}



To be consistent biologically, a cell cannot give a negative number of pumps, or more pumps that it
originally had, that is
Vz, € Ry, supp B(-,z1) C [0, 21]. (2) {condbio1}

Thanks to (1), we can relate the law of 2/, that we denote by K (-, z1,x2), to the laws of X; and Xo:

x 1 r—x1+w
/ K(y,w1,m2) dy = P (2} < 2|21, 22) = / (/ B(Z,l‘g)dZ) B(w, z1)dw,
0 0 0
that is, thanks to a derivation in x
x1
K(z,x1,29) = / Bz — x1 + w, z2)B(w, 21) dw.
0

We can check that supp K (-, z1,22) C [0, 21 + 22], and

f0x1+rcz K(x,x1,20)dx = Ozl B(w f0m1+.r2 Bz — 21 + w, x2) da dw
- 0 fz(flww)m B(x — 1+ w,x2) dedw = 1.

We further assume that the law of the number of P-gp the cell 1 (resp. 2) sends to the cell 2 (resp. 1)
is proportional to the number of P-gp it originally contained, that is, for y € [0, z],

Bly,z) = %B (%), BeP@1)NC(0.1). (3) {ass-B}

Note that in this study, we assume that B € P([0,1]) N C°(][0,1]) is a probability density, and we may
extend it into B € P([0,1]) with B(z) =0 for > 1. K is then given by

K(z,x1,20) = L /‘Tl B <w> B <H1+w> dw. (4) {def:K1}
0

T1T2 T T2

Since B € P([0,1])NC°([0,1]), this formula defines K (z1,2) as a continuous probability distribution as
soon as x1 > 0 and x5 > 0. In this manuscript, we will consider solutions of the model that do not have
mass in the singleton {0}, to avoid the technical difficulty of defining K for 1 = 0 and/or zo = 0 (it
should then be defined as a measure even if B is a continuous function). We refer to [24] for an analysis
of the transfer operator in full generality. For 1, z2 > 0, a convenient way to write the operator K is as

follows:
/ / 51; =x1—Yy1+y2 <y1> B ( ) dyl dy2 (5) {def:K2}
$1$2

2.2 Derivation of the model

K(z,x1,22)

As mentioned previously, we consider a population of cells that is well-mixed and where all the cells are
genetically identical. Cells can however differ by the number x of P-gp they carry (the phenotype z is
plastic). The population is thus structured by the trait € R, and we denote by n = n(t, z) the density
of the population at time ¢t > 0 along the trait x € Ry.

We assume that the P-gp are only produced at birth, in a quantity that is drawn from a given
distribution ny, € P([0,1]). We assume that there is no heritability of this trait (the Heritability Index is
0), this distribution is then independent from the trait of the parent. We assume however that the birth
rate of a cell depends on its trait z: as described in the introduction, the P-gp are membrane proteins
that pump chemotactic drugs out of the cell. If some drugs are present in the cell culture, the fitness of
an individual depends on the number of pumps it carries. We assume that the fitness of an individual
is given by r + a(z), where o € W1>°(R,). The rate of births of individuals with trait z € R in the
population is then

Tt a@) ) dy ) mi) = (14 [ o) dy) N (),
vl Jrur= (oo [ o

N(t) = /0 Tt ) de. (6) {def:n}

where



We assume that the death rate SN (¢) of individual cells does not depend on their trait € Ry and is
proportional to the total population size N(¢). This assumption leads to the classical logistic regulation
model, with the following rate of deaths of individuals with trait + € Ry :

—BN(t)n(t, ).

During its lifetime, each cell will proceed to transfers at a rate v > 0 independent of the size of the
population (we assume that finding transfer partners is not a limiting factor). Moreover, we assume that
the traits have no influence on the selection of the transfer partner, which is chosen uniformly among
the population. Considering the transfer operator described in Section 2.1, the effect of the transfers can
then be represented as follows:

- (Nl(t) /0°° /O°° K (-, 21, z2)n(t, m1)n(t, x2) doy dagy — n(t, -)) .

Bringing all those terms together, we obtain the following model:

Bt x) = (r + /0 ~ aly) ”]Ef(g) dy> N()ny(z) — BN ()n(t, z)
1y <N1(t) /0 h /O " K(a, 21, w9)n(t, 20)n(t, 2) day des — n(t, x)) , ™)

where r, 8, v >0, « € WH°(R,), K is defined by (5), and the population size N(t) is given by (6).

In this study, we have chosen to focus our attention on the dynamics of solutions, rather than their
existence and uniqueness. We will therefore assume that B is continuous, and state the results for any
solution that is C*! in time and L' in 2. The last term of (7) is then well defined and these are solution
if they satisfy (7) holds as an pointwise equality between continuous functions. We believe the results
we develop here can be extended to more general cases,where B is a probability measure.

If supp B C [4, 1] for some ¢ > 0 and if n;, is smooth, it should be possible to show the existence and
uniqueness of solutions of (7) following the proof of Lemma 3.1 from [6]. The general case where B is a
probability measure is considered in upcoming [21], as we will discuss in Section 5.

2.3 Main results

We will analyse the dynamics of solutions of (7) under the following assumption:
Assumption 1: Let 8 > 0 and M > 0. We consider:

e BeP([0,1]) nC°([0,1]) and K as in (5).
o o€ Wh(Ry) and ny € Po(Ry) NCO(Ry) with [~ zny(z) do < M.

e For Z > 0, we assume that there is a unique iz € P2(Ry) N LY(R,) satisfying

s (z) = /O /0 K (z, o1, 22)ii2(21)iz(22) dzs dos, 7 € Rs, (8)

such that [~z tiz(z)de = Z.

We develop in the proposition below an argument indicating the existence and uniqueness of the distri-
bution @iz for any B € P([0,1]) N CY([0,1]). To do so, however, we apply the transfer operator T (see
(17)) to measures. It is not obvious to extend the definition of 7' to measures and it is beyond the scope
of this manuscript: it is an interesting argument, but it is technical and more remote from biological
considerations, which is why we chose to do so in a different manuscript, see [24]. We provide below a
heuristic result, that should become rigorous with a proper definition of the transfer operator acting on
measures.

Proposition 2.1 (Heuristic proof only). Let T defined by (17), with B € P([0,1]) N C°([0,1]), and
Z € Ry. There exists a unique probability measure iz € P2(Ry) N LY(R) such that

T(iz)=1uz and / 2tz (z)dx = Z.
0

{eq:model-rep

{eq:micro-equ



Moreover there exists C > 0 such that for any Z1, Z3 > 0,
Wa(tiz,,uz,) < C|Z1 — Zs|, 9)
and Wg(ﬂzl,éo) < C|Z1|.

An explicit expression for @iz is known for @z in a few particular cases only, see [1]. We will see that
despite the non-explicit nature of the steady-states of the transfer operator T', a rigorous macroscopic
asymptotic limit of the model (7) can be built. Note also that a numerical approach could be used to
compute approximations of the profiles @.

In the theorem below, we provide an asymptotic limit of the model (7): we show that when v > 0 is
large, the macroscopic quantities N (¢) (defined by (6) and

Z(t,2) = /Ooo ”Jif(;) dz, (10)

are close to solutions of the following ordinary differential equation:

(50 {r s [Eawi@ i sFOIT0. "
Z't) = (r+ [y al@)ugqy(x)de) ([;° zn(x) de — Z(t)),

where @z is the unique solution of (8) such that fooo 2tz (x)dx = Z. The theorem below also shows that

the distribution of z +— n(t, z) is well approximated by n(t,z) ~ N(t)uz) when v > 0 is large.

Theorem 2.2. Let 3, M, B, K,a,ny, and iz (for Z > 0) satisfying Assumption 1. We assume that the
initial population n® € C°(Ry) satisfies [ 2?n®(z)dz < M, and define t — (N(t), Z(t)) € (R4)? as the

solution of (11), with
_ _ _ °°n0 o) de < an(z) N
(N(0). 2(0)) = ( J) e [ )

There are C > 0 and ¢ > 0 such that if v > 0 is large enough and if n = n(t,z) € CY(Ry, L*(Ry))
is a solution of (7) with initial value n°, then,

vt >0, W <m,uz(t)> < \% +Ce ", IN®) - N@)|+|2(t) - Z(t)| < % (12)

where N(t) = [ n(t,z)dz, Z(t,x) = [;° ”J\(,t(’tz)) dx, and Uz is defined by (8).

The proof of this theorem is given in Section 3.3. Theorem 2.2 shows that the dynamics of solutions
of (7) can be described by the system of two coupled ordinary differential equations (11), provided
v > 0 is large. One consequence is that the two first moments of the population, that is N(¢) and
Z(t), are sufficient to describe its distribution when v > 0 is large, which is an interesting property of
the population. Indeed, we observe in (11) that the growth rate of the population only depends on the
population size and the mean number of PgP, while the dynamics of the mean number of PgP, that is
Z(t) can be approximated by a closed relaxation differential equation.

In Theorem 2.2, we show that the population, for v > 0 and ¢ > 0 large, is close to U ooy (2) da-
However, it does not show the convergence of the population to a steady-state when ¢t — co, when v > 0
is large but fixed. Obtain such a convergence would complete the analysis of the dynamics of the model.
A strong asymptotic theory for such models could unlock of models related to (7) (see [18]) and allow us
to use these as building blocks for complex biological models. We have not succeeded to DEVELOP the
approach introduced in Theorem 2.2, based on a meso-macro decomposition and on the W5 distance,
to prove the long time convergence of solutions. We show below that it is possible to use a different
idea, based on the Wasserstein distance W1, to prove this convergence. We believe however that this Wy
approach is less flexible. It however shows how Wasserstein approaches can be used to obtain long time
convergence of solutions in non-linear biological models:

{eq:different

{def:Z}

{eq:EDO}

{eq:distance-



Theorem 2.3. Let 3, M, B, K,«a,ny, and uy (for Z > 0) satisfying Assumption 1. Let v > 0 and

K =1+ min Oé(il’) - 3MHO/HL°°(R+) >0,
zERL

If n=n(t,z) € C'(Ry, L' (Ry)) is a solution of (7) such that [xn(0,z)dx < M, then it converges to
a limit Nn, with N >0 and 1 € P2(Ry), as t — oo for the weak-* topology of measures over Ry.. More
precisely, there exists a constant C' > 0 such that

Tl(t,) _ K — min I{,%
vt >0, W1<N(t),n>§Ce L, |N(@) - N|<Ce ( )ﬂ

where N(t) = [ n(t, x) dz.

Remark 2.4. Note that the limit Nn of the solution n is actually a steady-solution of (7), but since it
could be measure-valued, we do not define it as such here. The argument (52) in the proof of this Theorem
actually shows that this limit is unique and independent from the solution n and its initial condition.

This theorem is proven in Section 4. This proof relies on the convergence of the renormalized function
t — % for the Wasserstein distance Wj. This convergence can then be used to prove the
5 ;

convergence of N(t). The method employed in the proof is more specific to (7) than Theorem 2.2: it
relies on the fact that the distribution of ny(+) is not affected by the solution, and on the fact that the
transfer operator is a contraction (although not a strict contraction, as it is with W) for the transfer

operator.

2.4 Equations satisfied by moments of n

For t > 0, we define N(t), by (6), Z(t) by (10) and Z(t), n(t, ) by

n(t, ) =

We can integrate the equation (7) to get the following equation on N:

d

SN (1) = (r + /0 " aa)ii(tx) dr BN(t)) N(?). (14)

We derive next an equation on n:

1
N()

(T n /0 ~ aly)ilt,y) dy) (ny(x) — Alt, )

n(t, r)

5‘tﬁ(t,x) = N(t)2 /(t)

on(t,z) —

+ [/000 /000 K(z,xq1,z2)n(t, x1)0(t, x2) day dog — ﬁ(t,x)} . (15)

We notice next that Z(t) = fooo

an(t,z) dx and (15) then implies
d

T2 = /O " wdyii(t, ) do = <r + /O " a@)i(ta) do:) (2 = Z(1)), (16)

where Zy, := [ xny(z) da.

3 A macroscopic limit for the model (7)

The estimates we derive on the transfer operator (Section 4.1) and on the pure transfer model (Section 4.2)
have been considered for related models in e.g. [6] and [3], using different methods: Fourier transform
techniques or probabilistic tools. We have chosen to derive all the necessary estimates required to prove
Theorem 2.2 using Wasserstein distance methods.

{def:tilden}

{eq:N2}

{eq:model-til



3.1 The W;—distance contraction implied by the transfer operator

Let T : P2(R;) — P2(Ry) the transfer operator: for u € Pa(Ry),

x) = / / K(z,x1, z2)u(zr)u(ze) da das, (17)
o Jo
where K is defined by (5). To understand the effect of T', we will use the following technical lemma:
Lemma 3.1. Let x1, 22, 2, #5 € RY, and K as in (5). We define A\, A2 € [0,1] as
1 1
A1 = / xB(z)dz, Ao := / 22 B(z) da. (18)
0 0
We have
W2 (K(-,xl,mg), K(-,x;,xg)) < (14 Ao — 20 (@1 — )2 + Aa(@s — 75)?

Proof of Lemma 5.1. To estimate the Wasserstein distance W3 K(-,xl,xg),K(-,x’l,xé)>7 we will use

the Kantorovich dual formula. We consider (p,) € &3 (see (57)), and estimate

1

/OOSD(SC)K@ Ty, T2 d$+/ Y(X)K (X, 2, 25) dX

Y1 Y2

/ / / Op—gy — O :1: B (x1> B (1@) dyy dys dx

i 1 Yi Y5
+/ 1ZJ(X)/ / 5X:m;—y;+y;7x,1x,23 <x’1) B (33,2 dyy dys dX

1
0 T1T2 961 T2
1 y ys

r_ / B J1 B J2 d /d)

+A /0 w('rl yl + y2)x/1x/2 <1,/1> (x/z yl y27

and then, thanks to the changes of variable §; = %= and §; = z—, for i =1, 2, we get

I = / / (1 — z1y1 + 22y2) B (Y1) B (y2) dy1 dy
0 0

1 1
+/O /0 Y(xy — Yy + 2hys) B (y1) B (v3) dy) dys

/0 / (a1 — 2191 + Ta2) + (@, — Thgn + 2hye)) B () B (92) dyn dye. (20)

Since (@, 1) € P2 (see (57)), we have

1

IN

/ / (21 — 2191 + 223m) — (& — 2ygn + )’ B (1) B (y2) dys dyo
0 0

/ / (@1 = )1 = 92) + (@2 — 23y B (1) B () g iy

/ / (o1 = 2021 = 90)% + (2 — 2)%3 + 21 — 2) (w2 — 7)1~ y)3s
B (y1) B (y2) dy1 dys
(o1 — a})? / (1= B ) dn + (a2 =5 [ 35 Gm)

12z — 7)) (w2 — ) ( / B ) dyl) ( / s dyz) ,

{def:exchange

{def:lambdai}

{eq:Kw2}



and then, with the notations (18),
I < (.’El — .’Ell)z(]. + )\2 — 2)\1) + (.’EQ — .’E12)2A2 + 2(1’1 — l'/l)(CEQ — 1'/2)(1 — )\1))\1.
Since this is true for any (¢, ) € @2 (see (57)), we can use this estimate and (56) to show that

2 . . ! ! f—
W (K( , &1, x2), K( ,thQ)) (g;fpl?é(@z I
< (1 + Ao — 2)\1)(.131 — .Tll)2 + )\2(.132 — .13/2)2 + 2(1 — /\1)/\1(331 — Z‘/l)(xg — .13/2)
O

We can now prove the following result, which provides an explicit estimate of the Wy —Wasserstein
distance contraction implied by the transfer operator T

Proposition 3.2. Let T defined by (17), with B € P([0,1])NCY([0,1]). Then, for any u1, uz € P2(Ry)
we have

WQ(T(ul),T(Ug)) S SWQ (Ul,UQ) . (21)

Moreover, if
o0 o0
/ xu () dx:/ xug(z) dz, (22)
0 0

we have

Wo(T(u1), T(usz)) < <1 + 2/0 xz(z — 1)B(x) d:r) i Wo (u1,ua), (23)

(1 —1—2/0133(37— 1)B(x)dx>% <1

Proof of Proposition 3.2. We want to estimate the W distance between T'(u;) and T'(uz) thanks to (56).
We consider (p,1) € ®a, and estimate

1= [ e@T @+ [ 00T () () ax
= /0 @(x)/o /0 K(x, 21, z2)u1(x1)u (x2) doy dag dx
+/0 w(X)/O /0 K(X, 2y, 2%)uz (2] )uz (z5) do'y daty dX

/ooo /ooo (/ooo p@)K(@,21,22) dx) wr (1)1 (2) dry diy
+/OOO /OOO (/OOOWX)K(X, w&wé)dX) s (a2 Yug () da’ dy

Since uy, uz € P2(Ry), we have [ ui(x)dz = [~ uz(x)dr =1 and then

1—/ / / / (/ K(z,1,22) dx—i—/ WX (X,x'l,xg)dx>

wy (w1)ug (22)ug (2] )ua(2y) doy dos dal dxl

Moreover,

Let now 7 € II(uy,uz) (see (55)). The above equality can be rewritten as follow

I= ./11&2 /R? </ (x,xl,xg)dx—l—-/Ooow(X)K(X,m’l,x;)dX> dr(z1, 7)) dr(xe, h)

/ W2 (K (21, 20), K (-2, 2)) dre(ar, o)) dre(wa, ), (24)
]R2 ]R2

{eq:estW2gene

{eq:lermoment

{eq:estK1}

{est:L}



where we have used the fact that (p,¢) € @5 as in formula (56). We now use the result of Lemma 3.1
(and the notaions A1, As introduced in that lemma) to obtain

- 21— x1)° + Ao(wg — 25)? — MM (21 — ) (xo — )
IS/Ri/Ri((1+>\2 2M)( )7+ Ao )%+ 2(1 = Ap)Aa( ) )

dr(xq, 2)) dr(ze, 25)

< (1+A2—2A1>/Ra (/R
+)\2/Ri </RQ+
F2(1— A (/]R? (71 —9Cl1)d7T(371,96/1)> (/R

If the equality (22) holds,

J

and then, since this estimate holds for any (v,
(p, 1), we can use the Kantorovich dual formula (

(x1 — x))? dw(ml,x'l)> dn(z2, 7h)

2
+

(z9 — xh)? dﬂ(l‘27$/2)> drn(z1,2})

(xo — %) dw(xg,x§)> . (25)

2
T

(@ — o) dn(z,2) = /OO 2 (x) da — /OO un(w) da = 0, (26)

2
T 0 0

) € ®5 and the right hand side is independent from
56) to obtain
WE(T(u1), T(uz)) < (142Xg — 2)\1)/ (z1 — 22 dr(xy, o).

R}

Since this inequality holds for any 7 € II(u,us) (with the notation II introduced in (55)), we can take
the minimum over such 7, and get

W3 (T (ur), T(u2))

IN

(142X — 20)W3 (u1, uz)

(1 +2 /01 z(z —1)B(x) dx) W2 (u,uz) .

1
Moreover, (1 +2 fol z(xz — 1)B(x) dg;) * <1, since B is a continuous function and a probability distribu-
tion, and thus 1 + 2f01 x(z —1)B(z)de <1+ 2f01 1B(z)dz = 1.

If the equality (22) does not hold, we can estimate the two last terms of (9) with a Cauchy-Schwarz
inequality to show

IT<((T4+X—=2X) + X2 +2(1 = A1)\) / (x1 — 2h)* dr(xr,2)) < Wi (uy,us),

2
R

where we have used (1 4+ Ao —2X\1) + A2 =1+ Qfol z(x — 1)B(z)dr <1 and 2(1 — A\;)A; < 1/2. This
estimate proves (21) when we consider the maximum of I over (¢, %) € ®s. O

3.2 Fixed points of the transfer operator: Heuristic proof of Proposition 2.1

In this section, we will apply the transfer operator T' to probability measures. We have not extended the
operator T’ to measures and our arguments in this section are thus not rigorous. We refer to [24] for an
extension of 7' that would make the present argument rigorous.

Note that {u € P2(Ry); [y~ au(z)de = Z} is a closed subset of Py(R) for W5 and thus

<{u € Pa(Ry); /OOO su(x) dz = z} ,Wz) (27)

{eq:different

{eq:different

{eq:setT}



is a complete metric space (see e.g. [30]). For any u € Po(Ry), [;°T(u)de =1 and T(u) > 0, that is
T'(u) is a probability measure. Moreover,

/ dx‘/ / (/ 22K (x xuu)dx) () )u(es) day dzs
/ / </ / (w1 =91 +12)" B (1‘1> B (ii) %yll Cif) w(x1)u(2s) day dos

= / / (x%(l + Ay — 2/\1) + l‘%/\g + 2x129 (/\1 — )\%)) u(xl)u(xg) dry dxo

— (/ z?u(x) dx) (142X —20) +22Z% (A — A]) < o0
0

We can thus define T' as an operator mapping Pa (R ) into itself. Moreover,

/0 dm—/ / (/ oK (x xhxg)dx) u(zy)u(ws) doy day
/ / </ / (@1 =1 +42) B (y1) B <iz> %3/11 C:f) u(z1)u(z2) dry dos

o0
= / / (1 — 1M1 + 22\ u(z)u(z2) dey dag = / zu(z)de = Z,
o Jo 0

for any u € {u € P2(R4); fooo zu(x)dr = Z}. The application T' therefore maps the set defined by (27)
into itself. Finally, thanks to Proposition 3.2, the application is a strict contraction on this set for the
distance W5. We can apply the Banach fixed point Theorem to show the existence of a unique measure
i€ {uePyRy); i zu(x)de = Z} such that 4 = T'(a).

To prove (9), we can reproduce the proof of Proposition 3.2 until (25) with u; := @z, and ug := tz,.
Here, (26) becomes

/ (x —2')dr(z,2") = / xup(x) do — / aug(x)de = Zy — Za,
R? 0 0
and then, since this estimate holds for any (¢, 1) € ®5, thanks to the Kantorovich dual formula (56),

WE(T(ug,),T(iz,)) < (142X — 2)\1)/ (x1 — ) dr(xy, 2)) +2(1 — MM |Z1 — Zo]2.
R2

Since this inequality holds for any = € II(uz,,uz,) (with the notation of (55)), we can take the minimum
over such 7, and get

W3(T(uz,),T(uz,)) < (1+2Xg = 2\)W5 (uz,, uz,) +2(1 = M)Ai|Z1 — Zo[*.

Since T'(uy) = uy = 4z, and T(uz) = ug = Uz,, this estimate implies

W22 (azl ) 7jLZ‘z) <

and notice that B € C°([0,1]) implies A\; — Ay # 0, and thus a 1);122‘1 < oo. Finally, we notice that
T(§0) = dg, and then WQ('ELZ1750> < C‘Z|

3.3 Macroscopic limit: Proof of Theorem 2.2

Step 1: Preliminaries
We recall the definition (6) of N(t), (10) of Z(t) and (13) of n(t,z), as well as the equations (14),
(16) and (15) they satisfy. Thanks to (14),

T+ ol e )

vt >0, 0 < min (N(O), 3

;) < N(t) < max <N(0)7

10

>, IN'(Oll oo,y < C: (28) {eq:NLinfty}



where the constant C' > 0 is independent of v > 0. Moreover, (15) and a Duhamel formula can be used
to show

t, z) = (0, z)e”FI=Jo [i aW)ilo) dy do

t o}
+ / o~ (AN (t=5)= [ [5% a(y)i(oy) dy do { (’I“ + / a(y)i(s,y) dy> np(z) + T (7(s,-))| ds, (29) {eq:tildenduh
0 0

where we have use the notation T introduced in (17). Since o > 0 and thanks to (16), we have

n(0, z)
N(0)

Vvt >0, 0<min(Z(0),7Z,) < Z(t) < max (/ x dx Zb) HZ’(t)HLOO(R” <C, (30) {eq:ZLinfty}
0

where the constant C' > 0 is independent of v > 0.

Step 2: Estimates on W (ﬁ(t, '),ﬂz(t))
Since 1z () is a fixed point of T' (see Proposition 2.1), it satisfies

0=~ (ver+ [T ot dyac)uzo + (r+ [ o) dyds ) aze +Tlaze)
0 0
for t > 0 and o € [0,t]. Then, for any ¢ > 0, uz(t) satisfies a relation similar to (29):

Uy () = Uz (T)e —(yr)t=fy J5° aly)i(oy) dy do

t o]
+/ e~ (N E=9)= [ 5™ alw)ilo,y) dy do { <r +/ a(y)n(s,y) dy d0> Uz + VT(ﬁzu))(w)] ds.
0 0

We consider (p, 1)) € @, and estimate

I::/O o(x)n(t, z) dx—l—/o Y(X)tge (X)dX

[ = e~ Ott=fo I~ a)itow) dy do (/ o(x)n(0, z) d +/ P(X)uz (X)dX>
0 0

t 00
+/ e~ () (t=8)= [ [g* a(y)ii(oy) dy do (r +/ a(y)i(s,y) dy)
0 0

(/OOO e(z)np(x) dr + /OOC ¢(X)u2(t)(X)> ds
+7/Ot o~ () (=)= [! [5* a(y)ﬁ(a,y)dyda</ooo w(X)T(ﬁ(s,.))Jr/OOO go(m)T(aZ(t))(X)dX> ds.

We can now use the Kantorovich formula (56) to get:

[ < e GBI o) o2 (0, )
. o0
+/ () (=) [ [ aly)il(ovy) dy do <r+/ a(y)n(s,y) dy) W3 (nb,ﬂz(t)) ds
. 0
+y / ~On =) =[] [T aWlew) dydoyy2 (T (7(s, ), T(tig)) ds. e
0
We notice that

Wa(7(0, ), tiz)) < Wz(ﬁ(()’ ), 00)+Wa(do,uzw)) < C,  Wa(ny, tizw) < Walne, o) +Wa(do, tizm)) < C,

since Ws(do, f) f]R x)dx and 72(0,-), np and Uy have uniformly bounded second moments (see
(9) and the umform bound ( 0) on Z(t)). Furthermore,

Wy (T(fz(s, ~)),T(ﬂz(t))) < W, (T(fb(& -))7T(ﬁz(s))> + W (T(ﬁz(s)),T(ﬁZ(t)))
< (142X — 2X0)Wa (A(s,+), tig(s)) + ;Wz (tz(s), Uz ) ;

11



thanks to Proposition 3.2. (30) provides a uniform bound on Z’(s), which combined to Proposition 2.1
implies

WQ (T(ﬁ(s, )),T(ﬂz(t))) < (1 + 2)\2 - 2)\1)1/2W2 (fz(s, ‘)71_142(3)) + C|S - t|

These inequalities can be used to estimate (31) further:
t
I<Ce M4 C/ e~ (VAM(t=9) 44
0
t 2
ﬂ/ e~ (1 7)(t=9) ((1 +2X — 20) V2 Wy (i(s, ), iz(e)) + CJt — s|> ds
0
t
< Ce M4 C/ e~V AN(t=9) 44
0
t
+ v/ e” IOt hg — M)W (s, ), tiz(s)) + Clt = 5[ ds,
0
where we have used a Young inequality, that is (a + b)? < (1 + 2¢)a® + (1 + 2/2¢)b? and notice that

0 < M =1+ >\2 — A1) < 1. Thanks to a change of variable, 'yfg e*(7+”)(t*5)|t —s2ds <
fo ~O9) (ys)2 d(ys) < 2, and then, for ¢ > 0,

C t C
I§06_”+;+7(1+)\2—)\1)/ e—’Y(t—s)I/VQ2 (ﬁ(s7->7ﬂz(s)) ds—l—?.
0

Thanks to the Wasserstein duality formula (56),

W3 (it izo) = swp [ @it ayde+ [ o(Xuz(X)dX = swp T,

() €D (o) P2
and then
C t
W3 (7t ), tzm) < Ce " + ot (14 A2 — )\1)/ e YEIWE (s, ), tzs)) ds,
0
and we apply a Gronwall inequality (see [38], Theorem 1) to show, for ¢ > 0,

C ¢ C
W3 ((t, "), tz@) < Ce™ "+ = +y(1+ X — )\1)/ (Ce—w + ) e V=) er A= A)(t=s) g
Y 0 v

C
<L et
vy Y(A1 — A2)

Q

(32) {est:tilden-b

Step 3: Estimate on |Z(t) — Z(t)]
The equations satisfied by Z(t) and Z(t) (see (16), (11)) imply

i (=2l -

L ) c
<o/ |y (Wi (AL, ), Gzy) + Wi (Gzq), Gz¢))] < ﬁ+ce Y=t L o Z(8) — Z(t)]

/000 a(z) (azq)(x) —a(t,z)) de| < ||| g @)W (AL, ), dz))

thanks to (32) and Proposition 2.1. Since Z’(t) and Z'(t) are bounded (see (30)) and Z(0) = Z(0), we
have |Z(t) — Z(t)| < Ct and then,

Z(t) — Z, c c,  C 2
1n(Z(t)Zb)’ \ﬁt—i- +C/ |Z(s) (s)]dsgﬁt—kﬁ—kCt,

and thus
2 2
(Z(t) - Zy) e*<%”%+0t ) < Z(t)— Zy < (Z(t) — Zy) e(%t+%+0t )

12



As a consequence,
_ e C C
\Z(t) - Z(t)| < C (ecﬁ”%+c‘f2 - 1) < —t+—+Ct,
provided ¢ € [0,1], and in particular,

vVt e [0,771/4}, |Z(t) — Z(t)| < (33) {eq:shorttime

For t > v~'/%, we estimate

Z(t) = Z(t) = (Z(t) — Zv) — (Z(t) — Zy)
) Zb)e fo (r+ [ a(z)ii(s,z) dz) ds _ (Z(O) _ Zb)e_ f(;(r+fa(m)ﬂ2(s)(x) dz) ds
—(Z(0) — Z) (e— Sy (S5 al@)(fi(s,@)~uz (o) (@) dz) ds _ 1) o= Jo (r 57 al@)iz, (z) de) ds

We notice that
Wh (’FL(S7 ')aaZ(s)) < W, (’FL(S, ')7aZ(s)) < W, (771(8, ')aaZ(s)) + W (aZ(s)7aZ(s)) )
and thus, thanks to (32) and Proposition 2.1, for ¢t > C’ 1“77 (and provided we select C’ > 0 large enough),

Wi (s, ')7712(5)) < \% +C|Z(s) — Z(s)]. (34) {est:intalpha

We can use this estimate and the Kantorovich-Rubinstein formula (see (58)) to show

/ot /O°° a(x) (A(s, x) = tiz(y(x)) do

C’In ’y/’y
< /
0

t
ds—l—/
C’lnvy/vy
C'lny/y

t
< 2ol e ey ds + ||0/HL00(R+)/ Wh (s, ), tizs)) ds
0 C’'lnvy/vy

ds

/00 o(z) (s, z) — Ugz(s (v ) da

0

/00 a(z) (n(s, z) — Ttz (T ) dz| ds

In~ C t - c ¢ >
<onle Tove [zt - 26 as< Lo [ |26 - 2] as

Then, provided v > 0 is large enough and ¢ > v~ 1/4
|zu>—zuﬂs|zm)—zw(a%uﬂwéﬁww%ﬂ$wf—ﬁe—HV#Ww@Wﬂ»“”@“
<c ( L (1+6)+C J32(s)-Z(s)|ds 1) . (35) {eq:intermtim

—1/4

We have the following estimate as well, still for ¢ > and v > 0 large enough,

]Z(t) _ Z(t)| < Cg%(l+t)+é’fg|z(s)72(s)|dsfrt < CeC‘f(ﬂZ(s)fZ(s”dsf%t’ (36) {eq:longertinm

Note that we have specified the constant C' > 0 in the expressions above ((35) and (36)), to define

f::min{t>0; -/Ot‘Z(s) |dsl:11(c)t},

and notice that (33) implies £ > Cy~'/* (we recall that v > 0is large). For ¢t € [y~/4 min(In(v)/(4C), )],
thanks to (35),

;m@fzw|49u+t+c/|z ~ 2(s)| ds /|z 2(s)] ds.




This inequality implies, thanks to a Gronwall inequality,
Clny Ot < C
NG T/

provided v > 0 is large enough and ¢ € [y~'/*, min(In(v)/(4C),#)]. This estimate implies in particular
that ¢ > In(y)/(4C), provided v > 0 is large enough. If ¢ > In~/(4C), we notice that, thanks to (36),

|Z(t) — Z(t)] <

(37) {est:ZZmoyen}

vt € [In(v)/(4C), 1, ‘Z(t) — Z(t)‘ < Ce it < Oy~ Toe, (38) {est:ZZlong}
and in particular { = oo provided > 0 is small enough. Brought together (33), (37) and (38) imply

V>0, |Z(t)—Z(t)| < Ce it < Cy T, (39) {est:ZZtotal}

Step 4: Estimates on |N(t) — N(t)|
We define N := % (r+ J;° a(z)ig, () dz) > 0. For t >0,

8 (50 -R) = (r+ [ e @ - 550)) 510

_ K + /0 " @)z (@) do ,BN(t)) - ( + /0 " @)z, (x) dz — mv)] N(t) (40) {oq:Nan}
- (O(eirt) B (N(t) B N)) N(t), (41) {eq:NmN2}

where we have used |Z(t) — Z,| < Ce™", thanks to the equation satisfied by Z(t) (see (11)) and
Proposition 2.1 to estimate

/O " ala) (g (@) — iz, (2)) de

< CWh (zqy, tUiz,) < CWy (g, tiz,) < C|Z(t) — Zy| < Ce™™.

Since N (t) is bounded from below (see (28)), estimate (41) proves the exponential convergence of N (t)
to N > 0:
% (emmr AN N () — N|) = sgn (N(t) = N) [ (O(e™) = BON(E) = N)) N(t)emintr#N O

+ min(r, AN (0))eminAN )t (N(t) - 1\7) }

< C + (min(r, BN(0)) — BN (t)) emin(BN Ot ]N(t) N

and (min(r, BN(0)) — BN (t)) < 0 (see (28)) implies
vt >0, ‘]\_f(t) - ]\Nf‘ < Qe min(rAN(O)E (42) {eq:cvbarz}

Thanks to (14) and a calculation analogous to (40),
(N - N) (t) = ( /O " @) (lt, ) — iz, (x)) do — B (N(t) - N)) N(t). (43) {eq:NNtilde}

Note that the definition of N and (11) imply |Z(t) — Zy| < Ce™"". This estimate, (32), (39), and
Proposition 2.1 imply

/000 a(z) (n(t,x) — ag,(x)) dx

<[y Wa (At ), Gzwy) + Wa (Gz ), Gzey) + Wa (Tz), Uz,))

val
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provided v > 0 is large enough. Then, for any v € (0, min(1/2,7/(16C))], | [;° a(z) (A(t, ) — Uz, (x)) dz| <
Cy™" as soon as t > ZIn~. If we multiply (43) by sgn(N — N)(t) and use thlS 1ast estimate, we obtain
that for t > ~1n~y and v > 0 large enough,

d ~ -

—‘N—N‘(t) < (Cy"’—ﬁ‘N( ND W <oy 5 ‘N() N‘

dt C
Since additionally ‘N — N| is bounded uniformly in v (see Step 1), we have, for t > ( %) vinvy and
~ > 0 large enough,

‘N(t) - N‘ <Oy,
This estimate and (42) show that if > 0 is small enough,
C A7 —v
vt> 1+ 3 viny, |N(t)—N(t)|<Cy™. (44) {eq:estN-larg

To estimate (N (t) — N(t)) for t € [0, (1 + C/B)vIn~], we notice that thanks to (14), for ¢ > 0,
(N-NY(@#t) = (r + /OOO a(z)n(t,x)dz — B (N(t) + N(t))) (N(t) = N(¢))
LN () /0 a(z) (7(t z) — iz (x)) dz,
and thus, thanks to a Duhamel formula,
w-m - [ t (36 [ ate) (i) = 1z ) o)
exp { / <7~ + /O a(2)i(o,z) dz — B(N (o) + N(o))) da} ds,

Thanks to (34), (39) and the boundedness of N, for ¢t > 0,

t
_ 1 - . o1
’N (t) = N (t)’ < C/o (ﬁ + fy—wc-> elrlleliLe @ ))(E=s) 1 <Oy~ mln(15Ca§)e(7’+”C‘HL°"(R+))t.

This estimate implies ’N(t) — N(t )’ < Cy(FC/Brtlladlzoe m))v— min( gz .3) for ¢ < (1+C/B)viny. If
we choose v > 0 small enough, this estimate and (44) imply:

Vt>0, |N(t)-N(t)| <Oy, (45) {est:N}

for some v/ > 0. Together, (39), (45) and (32) conclude the proof of Theorem 2.2.

4 Convergence to a unique steady-state:Proof of Theorem 2.3

Step 1: Rough estimate on the first moment of 7(t, -)
We recall the notation 7 introduced in (13), and the equation (16) satisfied by Z(t) = [;~ za(t, ) dz,

which implies
< max (/ xn(0,x) dm,/ axny(z) dx) < M,
0 0

Wi (np, n(t, ) < Wi(ne, do) + Wi (6o, n(t,-)) < 3M. (46) {est:barx}

’Z(t) - /O " oy () da

< ‘Z(O) - /0 " ony(x) da

for ¢ > 0, and in particular

Step 2: The contraction argument
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Let n1, ny two solutions of (7), associated to two initial functions n¢, n9. We denote 71, 72 the two

corresponding renormalized measures, and

wlt)i=r+ ) ( | ewmtndrs [ awiay dy) . (47) {aet :omoga)

Thanks to (15), n;, for i = 1, 2 can be written

t [e'e]
fis(t, ) = ﬁ?(x)e_ J3 w(s)+vyds +/ o~ JLw(s)+vds <T +/ a(y)ii(s,) dy> 1 ()
0 0

. </0°° ()P y)2 7ii(s, ) dy) a5, H/ / K (01, 22)i(s, 0 )iig(s, 9) dary dwl ds,

where i = 1if i = 2, and i¢ = 2 if i = 1. We consider ¢» € W' (Ry) such that |[¢)/[|L=(r,) (see the
Kantorovich-Rubinstein formula (58)), and estimate:

- /Ooo W) (i () — fin(t, 2)) da
= et [% ) () - i)
v [ sreta [ [ e@{((r+ [T awmena) me
([ a0 T gy ) )
(4 [ atwints. ) mie)
</Oooa (5,4) 5 n2(5, ) dy> ﬁ2(s,z)>}dz1 ds
+7/0 e J1w®) ﬂdS[/OOO ¢(m){ (/OOO /OOO K (2, 21,2271 (5, 01 ) (5, 32) dry da:2>

_ (/oo /OO K(z,x1,22)02(s, T1)n2(s, x2) dry dl‘z) }dx] ds (48) {eq:estIrep}
0 0

The first term can be estimated thanks to the dual formulation of the Wasserstein distance (see (56)),
and to estimate the second term we introduce

H(t) — /Oooog(y)ﬁl(t,y)2ﬁ2(t’y) dy,

and consider (we recall the definition (47) of w)

J = /Ooo w(x){( <7~ + /Ooo a(y)7 dy> () + ( a(y)2Y) gf“(s’y) dy> ﬁl(s,x)>
- ( (r + 7 a)ia(s,y)d ) )+ ( OOO afy)8Y) - a(s,y) dy) ﬁg(s,x)) } da
/ W(@) (na(x) — no()) da -+ 0(s Ooow z) — fia(z)) da

9y / U(@) (i (5,2) = my(a)) d
0
the first term on the right hand side cancels, and thanks to the dual formula (58), we get

J <100 (Wi (o, r(s,)) + Wi (s, iz, )) ).
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Using the dual formula (58) again, we can show |0(s)| < mw& (71 (s, ), 72(s, ")), which, combined
to (46), implies
J <3M|| || ooy Wh (R (s, ), P2 (s, ). (49)

Finally, to estimate the last term of (48), we notice that for any 75 € II (71 (s, -), a(s, ) (see (55)),

L= /Ooo 1!1(33){ (/OOO /OOO K(x,21,22)n1(8, 1)1 (8, z2) dq dx2>

- (/OOO /OOO K (2,21, 02)7ia (s, 21 )it (s, 22) day dmg) }daz

< / / (/ ¥(z) (K(z,21,72) — K(2, 27, 75)) dm) drs(zy, ) dms(z2, xh)
rR2 JRZ \Jo
< / Wi (K(v T, x2)a K(-, xllv x/2)) dﬂ's(l‘l, xll) dﬂ-S(x% ZJQ)
R2 JR2
T URL
We can now use the second estimate of Lemma 6.1 to get
L< / / (1= A)ler — 4] + Ml — abl] dr (o1, 2}) diy (20, 7))
0OO 0
z/ |z1 — 2| dms (21, 7)),
0

and since this estimate holds for any 7, € II (721 (s, -), (s, -)), we get (see (55)):

L< Wl(ﬁ1(5,~),ﬁ2(s,o)). (50)

Finally, (48) becomes
I <e Jow@+rvdsyy (79 79) + 600 /Ote Jowlrtvdoyy (7 (s, ), fia(s, ) ds
+7 /Ot e Jo @OV (g (s, ), o (s, ) ) ds.

Since this estimate is independent of ¢ € W*°(R,.) with ||¢)/|| Lo, ) < 1, we can apply (58) to get

Wi (i (L), fia(t,)) < e Jo w7y (3, 7d)

+/0t ™ Jo TV (SN |/ || ey ) + ) Wi (Rin(s, ), Tia(s, <)) ds.
Then y(t) := efo “OFVASY (7 (¢, ), 7ia (L, -)) satisfies:
t
1) < WAGG) + [ BM o imey +7) ) ds,

and then, thanks to a Gronwall inequality,

y(t) < Wi (70, 79)e(BMIo L@y +2)t,

that is , "
Wi (11, ), a1, ) < Wa (A, ag)e I et (e,

Since w > r + minger, a(x), we have
Wi (7 (£, ), ia(t, ) < Wi (i, ig)e (mmineens ol =aMllo iz, )t (51)

Step 3: Convergence of n
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For any 0 < o < 7, we use the estimate (51) with 71 (¢, 2) = a(t, x), na(t,z) = n((t — o) + ¢, ), to
get

Wi (a0, s ia () € WA((0,, i — ) (r#minees, o)l iome )
< (W1(n(0,-),60) + W1(0g, (T — 0,-))) o~ (rtminser, a(z)=3M||a’|| ooz, )o

< 6M€_(T+minmeR+ (l(%')—3MHo/”Loo(]R+))O'7 (52>

It follows that for any sequence t, — 00, (7t(tn,*))s is a Cauchy sequence in the complete metric space

(P1(R4),W7), and the sequence then converges to a limit. Thanks to (52), this limit 7 € Py (Ry) is

actually independent of the sequence (¢,). Note that 7 is actually a steady-state of (15). Since we have

not defined the transfer operator on measure spaces, we will not develop this aspect in this manuscript.
With ¢ =t and 7 — oo, we obtain

W, (’ﬁ(t, ')7 'ﬁ,) < 6M e—(T+minz€R+ a(m)—3M\|o/H1,oo(R+))t. (53)

Step 4: Convergence of N and n
Thanks to the definition of 7, we simply need to show that N(t) = [ n(t,z) dz converges to the

following limit:
_ 1 o0
N :=— <r+/ a(x)dﬁ(x)) .
B 0
We recall that N(t) satisfies (14), where

< ||| Lo m ) Wi (R(t, ), 1)

/ " ) d (it ) — ) (z)

< GMHa/“LW(R+)6_(7-+minw€R+ a(w)—SMHa/HLoqRJr))t,

5T az)d (At,) — n) (2)] < &Y, and

thanks to (53). There exists then T' > 0 such that for any ¢t > T,
fort > T,

> . _ - N
N0 = ([ a@dG) - m @) - 5 (80 - §)) N0 2 5 (5 - N0 Vo),
0
and then N(t) > % for ¢ large enough, that is for t > T’. Then, thanks to the equality above, for ¢t > T”,

t
IN(T') = N|e? Sz N(s)ds / e BJIN(o)do 4o

’

IN(t) — N|

IN

/ " a(@)d (s, ) — ) (2)
0

t

IN

T/
< Ce Inin(%,(’r—&-minmeRJr (X(x)_?’MH(X/HLW(RJr)))t.
Finally, we check that the convergence of 7 and N implies the convergence of n for the weak-*

topology of measures. Let p € C°(Ry) and any € > 0. Thanks to the density of C*(R;) in C°(R,),
there exists ¢ € C'(R4.) such that [|¢'[| L= (r,) < o0, and [[¢ — @[|L=(r,) < &. Then,

< o= @llzey) (In(t )z + Nllalz)

/0OO o(z) (n(t,z) — Ni(z)) dz

+

/0 " (@) (N(t, 2)ilt, ) — Ni(a)) de

Ce + |N(t) = Nl|@llzoery) + NG|l ooy Wi (At ), 1)
(C + 1),

IAIA

provided ¢ is large enough, thanks to (53) and (54). This estimate with (53) and (54) concludes the proof
of Theorem 2.3.
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5 Discussion

The model considered in this manuscript describes the effect of PgP transfers on the ecological dynamics
of a population of tumour cells, inspired by the experiments carried out in [30]. In [22], a simple
transfer operator has been proposed, where cells exchange a fixed fraction of their proteins PgP. We
have introduced a generalisation of that model, where the exchanged quantities can be given by a

probability variable. For a full theory of these operators, we refer to upcoming [24], and to [21] for
another generalisation of that model. An interesting property of these generalisation is that while the
transfer model in [30] led the population to a monomorphic population with all cells carrying the same

number of PgP, we observe for general transfer kernels the convergence to a non-singular distribution

(see [24]).

Apart from the transfer model that we introduce, the model we consider includes death and birth
events, that depend on the number of PgP carried by the cell. This is coherent with the protection effect
provided by the PgP against cytostatic drugs used in chemotherapy treatments. These ecological terms
in the models could however take numerous forms, and it would also be very relevant biologically to
include interactions with other types of cells: PgP are produced in larger quantities in Chemotherapy-
resistant cells than in sensitive cancer cells, and the experiments in [30, 31] used a combination of these
two types of cells. Another fascinating effect is the exchange of proteins between cells through different
means: we have considered here transfers through nanotubes (see [30]), but PgP can also be relieves in
the environment within microparticles [19]. These microparticles are then captured by any other cell.
We have chosen to focus our analysis on a simple model, but we believe the Wasserstein Ws-based theory
developped in the proof of Theorem 2.2 could be used for many generalisation of the model considered
here. The approach developed for Theorem 2.3 is probably more limited.

The transfer operator that is at the heart of this study is related to non-linear operators that appear
in different contexts. In [15, 5], a population of bacteria carrying plasmids was considered. An operator
related to our transfer operator describes how plasmids more between cells. More broadly, the transfer
operator can be seen as a model for plastic effect on population phenotypes, and an interesting aspect
of the approach developed here is its proximity with recent developments in the analysis of structured
population models for sexual populations, see e.g. [27, 13, 33, 2, 11, 12], cooperation models (see e.g.
[25, 29, 1]), as well as some models for animal flocking [18, 17]. Having coherent framework for these
models could be an asset to consider more complex models combining several effects.

The model we consider incorporates the effect of births and deaths of individuals, which happen at
a rate that depends on the trait  (number of PgP carried by the cell). It may seem difficult to use the
methods introduced by Tanaka (contraction of non-linear operators based on the Wasserstein distance
Wa, see [34]) in this context: the solutions are no longer probability measures, and the birth-death op-
erator is of a different nature than the transfer operator. Our strategy is to combine the Wasserstein
estimates on the transfer operator to Ordinary Differential Equation estimates on the macroscopic mo-
ments N(t) and Z(t). In the special case where a(z) = ax + b, it is possible to derive closed equations
on N(t) and Z(t), and the two types of estimates (Wasserstein estimates for the transfer operator and
ODE estimates for N(t) and Z(t)) can be done independently. In the general case, those two types of
estimates have to be carefully combined, as we propose in the proof of Theorem 2.2. Notice that the
output of that Theorem is very simple: we describe the dynamics of a complex model through a simple
differential system. This is an asset to build predictions in biological systems that are robust and that
could provide a pathway for experimental testing.

6 Appendix

6.1 Wasserstein distances

Our analysis is based on Wasserstein distances, and more precisely, the W,—Wasserstein distances for
p=1and p=2. We refer to [30, 14] for a detailed description of those distances, but review below the
definition and a few properties of these metrics that we will use in this manuscript. The distance W), is
defined on the set P,(Ry) of measures supported on Ry with a finite p—moment:

Pp(Ry) = {u > 0 a probability measure over R, such that / 2P du(z) < oo} .
0
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for two such probability measures p, v € P,(R), we define

oo o0 %
Wy (p,v) = ( sup / / |z —y|? dﬂ(m,y)) , (55) {def:Wasserst
o Jo

w€Il(p,v)

where II(u, v) is the set on measures on Ri with marginals p and v, that is such that for any measurable
set w C Ry,
p(w) = (W x Ry),  w(w) = 7(Ry X w).

For p, v € Pp(R), the Kantorovich formula states that
Wy(p, V)P = sup (/ o(x)dp(z) —|—/ (X)) du(X)), (56) {def:Wasserst
(p,9)ED 0 0
where the suppremum is taken over all functions
(p:9) € p = {(p, ) € Co(R); p(x) + (X) <[z — X[} (57) {def:Phi}

Finally, for p = 1, the suppremum in (56) can be taken over functions (¢, —%), which leads to the
Kantorovich-Rubinstein formula:

Wi(uv) = sup ( /0 (@) du(z) — /O Oow(m)dy(x)>. (58) {def :Vasserst

1"l ooy ) <1

6.2 Technical lemma on the transfer operator for the W, —distance

Lemma 6.1. Let x1, 2, 2, 25 € RY, K as in (5), and A\, € [0,1] as in (18). Then,
Wy (K(-wl, To), K(-, 2], xé)) < (1= X)|wy — 2| + Mwe — 28 (59) {eq:Kwi}

Proof of Lemma 6.1. The proof of the first part of Lemma 3.1 can be reproduced for (¢,v) € ®; until
(20). Similarly, we can use the fact that (¢, ¥) € ®1 (see (57)) to get

~
IN

1
/ (1 — z1y1 + 2y2) — (2] — Zhyr + x5y2)| B (y1) B (y2) dy1 dyo
0

IN

1 1
|21 — 3?’1\/ (1 =y1)B (y1) dyr + |2 — w’zl/ y2B (y2) dy»
0 0
and then, with the notations (18),
1< |$1 — 33‘/1|(1 — )\1) + |!E2 — .’)3/2|/\1
Since this is true for any (¢, ) € ®1 (see (57)), we can use this estimate and (56) to show that

W(K X1, T ,K~,x’,x’> = max [
(K, @2), K(, 0, 25) (Jhax

|71 — 27 |(1 — A1) + |2 — 25| A1

IN
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