Journal of Mathematical Biology (2024) 88:16 ° o

https:/doi.org/10.1007/500285-023-02036- Mathematical B|0|Ogy
Check for
updates

A Lifshitz-Slyozov type model for adipocyte size dynamics:
limit from Becker-D6ring system and numerical simulation

Léo Meyer' ® - Magali Ribot' - Romain Yvinec?3

Received: 7 March 2023 / Revised: 4 December 2023 / Accepted: 10 December 2023 /
Published online: 17 January 2024
© The Author(s), under exclusive licence to Springer-Verlag GmbH Germany, part of Springer Nature 2024

Abstract

Biological data show that the size distribution of adipose cells follows a bimodal distri-
bution. In this work, we introduce a Lifshitz—Slyozov type model, based on a transport
partial differential equation, for the dynamics of the size distribution of adipose cells.
We prove a new convergence result from the related Becker—Ddoring model, a sys-
tem composed of several ordinary differential equations, toward mild solutions of the
Lifshitz—Slyozov model using distribution tail techniques. Then, this result allows us to
propose a new advective—diffusive model, the second-order diffusive Lifshitz—Slyozov
model, which is expected to better fit the experimental data. Numerical simulations
of the solutions to the diffusive Lifshitz—Slyozov model are performed using a well-
balanced scheme and compared to solutions to the transport model. Those simulations
show that both bimodal and unimodal profiles can be reached asymptotically depend-
ing on several parameters. We put in evidence that the asymptotic profile for the
second-order system does not depend on initial conditions, unlike for the transport
Lifshitz—Slyozov model.
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1 Introduction

White adipose tissue is mainly composed of cells, called adipocytes, which store lipids
in the body under the form of triglyceride droplets. Experiments in most animals (Jo
et al. 2009, 2012; Soula et al. 2013) show that the size distribution of adipocytes fol-
lows a striking bimodal distribution with a peak of large amplitude for small adipocytes
around the minimal radius, see Fig. 1. The changes in volume of an adipocyte are
governed by two opposite phenomena: lipogenesis, that is to say size increase by
triglyceride intake, and lipolysis, that is to say size decrease through the hydroliza-
tion of triglycerides and the excretion of fatty acids. Modeling the dynamics of size
evolution of adipocytes is of great interest in order to study metabolic disorders, such
as obesity or type 2 diabetes. Correlation between such diseases and the size and
metabolism of adipose cells has been well established in the biological literature.
Indeed, in Varlamov et al. (2010), authors show that the size of an adipose cell has
a strong correlation with its insulin sensitivity. As such, large cells are less sensi-
tive, therefore a higher body weight leads to greater risks of type 2 diabetes. This
study also shows that adipose tissue are very heterogeneous in terms of size of cells.
Those findings have also been described in Lee et al. (2019), where the authors show
that the adipose tissue is composed of cells that are different both molecularly and
phenotypically.

Some computational models have also been used to provide insights into the adipose
tissue physiology. In Kim et al. (2008), the authors use an ODE model to investigate the
role of lipases in the biochemistry of lipids. They are able to show that determining the
active metabolic subdomain in the tissue is the key for accurate simulations, as well as
the different activation rates of lipases for diglyceride and triglyceride breakdown. The
rate of lipid turnover has also been studied in Arner et al. (2019), where a decrease of
the lipid release rate is correlated with the age of the individual. Finally, there are strong
links between the adipose tissue and its extracellular matrix, and in case of obesity,
one may observe tissue fibrosis such as described in Divoux and Clement (2011).
In Peurichard et al. (2017, 2019), adipose tissue is modeled by a 2D agent-based
model which takes into account the mechanical interactions between adipose cells
and fibers forming the extra-cellular matrix. The authors study the spatial distribution
of adipocytes under the form of lobules or in the case of tissue regeneration.

However, only a few mathematical models have been proposed in order to describe
the size dynamics of adipose cells and no previous work has tackled a mechanistic
understanding of the bimodal feature of adipocyte size distribution.

A first model has been derived by Jo, Periwal et al. Jo et al. (2015, 2012) using
a PDE for the adipose cell growth with a phenomenological cell growth rate. They
are able to recover the bimodal feature of distributions as well as to perform some
curve fitting on biological data. In Soula et al. (2013) and later in Soula et al. (2015),
the authors describe the velocity of size change of adipocytes by biological consid-
erations for lipogenesis and lipolysis, leading thus to some transport PDE models.
They obtain bimodal distributions by using stochastic variations of the parameters. In
Gilleron et al. (2020), the authors perform the analysis and numerical simulations for
a size-structured model describing the evolution of a set of adipocytes, including the
creation of new adipocytes through differentiation processes from mesenchymal cells
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and preadipocytes, and accounting for a size velocity inversely proportional to the
total surface of adipocytes. Finally, in Prana et al. (2019), authors use an ODE model
to investigate interplay and feedback loop between inflammatory response of bigger
adipose cells and the immune system, which may lead to type 2 diabetes. The size of
adipocytes is updated at each time step according to some probability of swelling and
by a factor depending on the surplus of calories intake. However they do not concern
themselves with the size distribution but with the whole tissue inflammation and the
body weight dynamic.

1.1 Transport equation for adipocyte size evolution

Following the work in Soula et al. (2013), we first describe intake and release of lipids
trough the cellular membrane, thus describing how the size of an adipose cell evolves.
This will in turn allow us to build a model based on continuity equations.

Our first assumption will be the correlation between the amount of storage in an
adipose cell and its radius. Cells shall be considered as spheres of a certain radius r,
and the amount of lipids in the cell is denoted by x. Let us denote by r (x) the radius of
a cell containing x amount of lipids, by V{ the volume of an empty cell and by Viipids
the molar volume of triglycerides.

We express the total volume of the cell in two different ways and we obtain the
following relation:

4 3
Viipiasx + Vo = gﬂr(x) ;

which leads to:

1

3 3
r(x) = (E(Vlipidsx + Vo)) . (D

We also denote by L the amount of external lipids in the medium.

Henceforth, x will be considered as the size of our cell. Its variation ‘(11—;‘ depends on
two flows: the intake of lipids by the cell from the medium and the release of lipids
in the medium. As those two flows go through the membrane of the cell, they should
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be surface limited. We will also consider fast diffusion of the lipids in the medium so
that the amount of lipids available for each cell is the same.
The intake term is a product of three factors:

e a term for a surface limited flow ar (x)2, where the constant « is the rate of this
flow;
e a Hill-like term with a radius cutoff p to describe resistance toward indefinite
n
intake of lipids '0—;
r(x)" + p"
e aterm that accounts for the available amount of lipids in the medium, in the form
. . L . .
of a Michaelis-Menten term T with a saturation effect when the amount of
K

external lipids L is large, with k giving the order of magnitude of the threshold.
The release is a product of two terms:

e aterm with a basal level of release 8 and a surface limited flow yr(x)?, where the
constant y is the release equivalent of the constant «;

e a Michaelis-Menten term for the available amount of lipids in the cell j_ s
X T X

where x is the equivalent of « for the release.

.Lodx . .
The variation m can therefore be expressed as the difference between intake and

release as:
dx 2 o s X
— = — . 2
rrialaC)) r()" +p" L +x (B +yrix) )erx 2
intake release

We can now build a transport equation for the distribution f (¢, x) of adipose cells
by amount of lipids x > 0 at time 7. According to Eq. (2), the transport velocity will
be given by:

L
v(x, L) =a(x)L+K —b(x), 3)
where
B 2 pn
a(x) = ar(x) o TR 4
and
bx) = (B + yr(x))——. )
X+ x

Consequently, the function f satisfies the following transport equation:
O f(t,x)+ox(vx, L) f(t,x)) =0, x=0, ¢>0. (6)
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We now need to describe the behaviour of the available amount of lipids in the
medium L. As per our assumption, the total quantity of lipids in our system, denoted
by A, should be constant. There are two types of lipids in the system: the ones contained
in the cells, and the lipids in the medium and we therefore have the following equality:

L(t)—i—/ xf(t,x)dx = A. @)
Ry

Another hypothesis is that the number of adipocytes does not change in time. Thus,
in regards to boundary conditions, we want to preserve the total population number
and therefore we impose that:

f(t, x)dx = fo(x)dx =mforallt > 0. (8)

This leads for Eq. (6) to boundary condition
(v(x, L(1)) f(t, x))|)(:0 =0, forallr > 0. O]

Notice that by Egs. (4)—(5), we have b(0) = 0 and a(0) > 0. Hence, the boundary
conditions (9) is equivalent to the Dirichlet boundary condition:

f@t.x)| _,=0forallz > 0. (10)

To sum up, the transport model for adipose cells with initial conditions (f°, L), that
will be called first-order Lifshitz—Slyozov model in the following, reads as:

0 f (&, x) + dx(v(x, L(2)) f(z,x)) =0, (11a)

L) +f xf(r, x)dx = A, (11b)
Ry

W, LO)f(t. )| _y =0. (11c)

£0,x) = %) and L(©0) = L°. (11d)

Regarding the value of the parameters of the model, a biological estimation of both
B the basal release rate and y the surface release rate were made from biological
experiments in Soula et al. (2015). The value for other parameters are estimated in
Giacobbi et al. (2023) thanks to experimental data.

1.2 New models for adipose tissue dynamics
In this subsection, we present the various models under consideration in this article.

Starting from the description of lipogenesis and lipolysis as done in Eqgs. (4) and
(5) following (Soula et al. 2013), we build size-structured PDE model following the
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framework of Becker—Doring system (Becker and Doring 1935) and Lifshitz—Slyozov
equations (Lifshitz and Slyozov 1961) initially derived for polymerization.

The aim of this model is to reproduce the adipocyte size distributions observed
experimentally and their bimodal structure. However, the transport equation (6) pos-
sesses asymptotic solutions as a linear combination of Dirac masses centered on the
zeros of the asymptotic speed. This was proved in Collet et al. (2002); Calvo et al.
(2018) for simpler choices of the rates a and b and in the case of convergence toward a
single Dirac mass, but these results are currently not applicable to our model. Solutions
with growing and unbounded support, with self-similar long-time behavior, have been
detailed for the Lifshitz—Slyozov and Lifshitz—Slyozov—Wagner models, notably in
Niethammer and Pego (1999). However this situation has been described for coeffi-
cients such that lim,_, o % = 0 (the most common choice being a(x) = x!/3 and
b(x) = 1, shown to be physically relevant Niethammer 2004). This choice together
with monotonicity ensures a crucial assumption on the velocity (Calvo et al. 2021),
which is the existence of some critical size x..;; (t) such that for all x < x.i/(t)
the velocity v(x, L(¢)) is negative, and positive for all x > x.,;,(¢). For the case of
adipose cell modeling, the choice of a and b is rather complex and in most cases the
velocity changes sign multiple times, but from numerical simulations, see Figs. 10, 11
and 12, we believe the asymptotic solution to be a linear combination of Dirac masses.
Actually, due to the boundedness of a and strict monotonicity of b, starting from a
compactly supported solution, it is for instance easy to show that the support of the
solution stays in a compact set, uniformly in time (see lemma 6.1 in Annex). Addi-
tionnally from numerical simulations, see Fig. 10, and from the fact that we are in
the sub-critical case, we do not believe such behaviours to be likely to happen here.
Moreover, due to the boundedness of a, starting from a compactly supported solution,
it is for instance easy to show that the support of the solution stays in a compact,
uniformly in time.

Hence even if the stationary solutions of system (11) are able to recover the position
of the two peaks, we are interested in a model that is able to recover the whole range
of possible sizes. A natural extension is therefore to include a diffusion term to the
transport equation (11) which is expected to smooth the stationary solutions. We can
either add a diffusion term with a constant rate with no real biological meaning, or
we can compute a time and space dependent diffusion term coming from the discrete
nature behind the Lifshitz—Slyozov formalism (Hariz and Collet 1999; Vasseur et al.
2002). For that purpose, we come back to a Becker—Doring system of ODEs giving
the evolution with respect to time of the number of adipocytes with discrete sizes and
from this, we derive a second order Lifshitz—Slyozov equation with a diffusion term.

Note that our final goal, which is out of the scope of the present article, is to per-
form parameter estimation thanks to experimental data. For that purpose, asymptotic
solutions to Lifshitz—Slyozov equation with diffusion, which are smooth functions,
are more adapted than the discontinuous asymptotic solutions to Lifshitz—Slyozov
equation or than the discrete solutions to the Becker—Doring equation.

Therefore, in the following, we will consider three different models for the size
distribution of an adipocyte population, namely

e the ODE system (14) with discrete sizes, a variant of the Becker—Doring model.
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e the previously published transport equation (11), also called first order Lifshitz—
Slyozov equation,
e the transport-diffusion equation (18), the second order Lifshitz—Slyozov equation.

In all three models, the lipogenesis and lipolysis rate will be given by Eq. (4) and (5),
respectively.

Note that we impose in all three models two conservation laws: (i) the conservation
of the total amount of lipids and (ii) the conservation of the total number of adipocytes.
Therefore, all these models have a constant population number and are coupled with
a lipid conservation equation which ensures that the sum of the lipids in the external
medium and the lipids inside the cells is constant.

1.2.1 A brief insight into the Becker-Doring equations

Becker—-Doring equations have been introduced in Becker and Déring (1935) to model
polymers undergoing aggregation and fragmentation. The Lifshitz—Slyozov model
was introduced in Lifshitz and Slyozov (1961) and first used for nucleation in super-
saturated solid solutions and polymerisation processes. A rigourous treatment of the
mathematical properties of the Becker—Doring equations was given by Ball et al.
(1986). The relation between Becker—Doring equations and Lifshitz—Slyozov model
goes back to Penrose et al. (1978). For a detailed review of both models, see Hingant
and Yvinec (2017) and references therein.

Let us explain briefly the idea of these models for polymers. We denote by c;, the
amount of polymers containing i monomers for i € N* and hence ¢ stands for the
amount of monomers. A polymer of size i denoted p; can gain one monomer and
grow to p;41 with rate a; or lose one monomer and shrink to p;_; with rate b;. We
may write as a system of ODEs for the time evolution of the number of polymers c;,
one for each size i. Furthermore, the total amount of monomers, i.e free monomers
and monomers within polymers, is assumed constant, which leads to a conservation
equation. Stationary solutions of the Becker—Doring equations can be easily computed,
and long time behaviour has been characterized by Ball et al. (1986).

1.2.2 A brief insight into the Lifshitz-Slyozov equations

Another possibility for the modeling of polymerisation-fragmentation processes is to
describe continuously the size of polymers through a variable x € R. The distribution
of polymers of size x at time ¢ is therefore denoted by f(f, x) and the quantity of
monomers at time 7 is denoted by L(¢). The distribution is classically transported as in
Eq. (6) with speed v(x, L) = a(x)L(t) —b(x) where a(x) is the rate of polymerisation
for size x and b(x) is the rate of depolymerisation for size x. As previously, the total
amount of monomers is conserved. Depending on the sign of a (0) L (#) —b(0), boundary
conditions should be provided for the system, see Deschamps et al. (2017) for example.

After an adapted rescaling, it has been shown in various papers (Conlon and
Schlichting 2019; Deschamps et al. 2017; Laurengot and Mischler 2002; Nietham-
mer 2004; Schlichting 2019; Vasseur et al. 2002) that the solutions to Becker—-Doring
system tend to the solutions to Lifshitz—Slyozov model. Formally, the limit up to
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second order can be considered and gives rise to an advection—diffusion equation
as computed in Hariz and Collet (1999); Vasseur et al. (2002). Existence of solu-
tions is widely known for both models, see the seminal paper (Ball et al. 1986) for
the Becker-Doring model and (Calvo et al. 2021; Collet and Goudon 2000) for the
Lifshitz—Slyozov model..

Remark that Becker—Doring and Lifshitz—Slyozov equations have already been
used in various contexts, for example modeling of biological phenomena, such as
prions (Doumic et al. 2009; Laurencot and Walker 2007; Simonett and Walker 2006;
Prigent et al. 2012; Greer et al. 2006) or modeling in oceanography, see (Wurl et al.
2011; Jackson and Burd 1998).

1.2.3 A Becker-Doring model for adipose cells

Now, let us explain how we adapt this formalism to derive new models for adipocyte
size dynamics. The purpose of this construction is to investigate the classical conver-
gence theorems from Becker-Doring to Lifshitz—Slyozov and deduce the form of a
diffusion term to add in our model.

We mention the main differences with the classical Becker—Doring and Lifshitz—
Slyozov systems for polymerisation. First, velocity (2), arising from biological
considerations, possesses three zeros for a well-chosen range of parameters which
leads to bimodal asymptotic distributions, whereas classical choices for a and b are
constant or power laws of x, which yields the existence of a single positive root. See
also Calvez et al. (2010) for a polymerisation-fragmentation model without diffusion
giving rise to bimodal asymptotics. Second, in our model, external lipids L cannot be
assimilated to monomers ¢ and the conservation law (7) is therefore ilot the same as

1S not com-

in the usual polymerisation models. Moreover, the saturation term

mon in polymerisation modeling. Finally, our model conserves the totla{ﬂ population
number due to the boundary condition (11c), which adds an additional conservation
law compared to the classical Becker—-Ddring model.

We shall now consider that an adipose cell is a bundle of smaller vesicles of typical
size A. Hence the size of a cell can be defined by the number of vesicles it contains.
We denote by ¢; the number of cells of size i and by / the number of vesicles in the
medium. A cell will aggregate a new vesicle with speed a; M (I),where M (l) = ll{%
following Eq. (2), and loose a vesicle at speed b;, following this reaction:

a;M()
A+ih == (i + DA.

bit1
We define ¢ = (¢;)i>0 and J;(c, [) the flow of the previous reaction given by:
Ji(e,l) = aiM(D)ci — biyiciy1,1 =0, (12)
where a; (resp. b;) is a discrete counterpart of the continuous function a defined at Eq.

(4) (resp. b defined at Eq. (5)).
Therefore, the Becker—Déring system may be written as:
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d .

= Jiie ) = Jile D). Vi = 1, (13a)

dcy

— =y 1

o o(c, D), (13b)
o0

IOA+ iAci(t) =&, V1 =0, (13¢)
i=0

10y =1, ¢0) = Vi>1. (13d)

The rescaling procedure we use is akin to the one in Deschamps et al. (2017);
Vasseur et al. (2002). We introduce the following scaling constants:

A rescaling value of (a;);>0,
B rescaling value of (b;);>1,
C rescaling value of (c;);>0,
T rescaling value of the time scale,

We previously denoted by A the typical size of a vesicle. Hence it plays the role of

a rescaling value and should be treated as so.
Now, we introduce the rescaled variables:

a®=“?W

Vi >

L) =1GET)A.

The quantity L therefore describes the total amount of lipids in the medium instead

of the number of lipid vesicles.

We compute from equation (13) the derivative of ¢; fori > 1:

o Tde .z

dt @ = c dt( )
Bz, STy S
= c (al*] l(lTT)A +K‘171(IT) (a l(lTT)A Tk +bi)c; (tT) +bI+IC1+I(tT))
s L(7) S L(7) R e
—AT(a,_li(l_HKc,_l(r) a,T_HKc,(t)) BT (hiéi® — b ().

The derivative of ¢y writes as:

co - - = _
)= —ATay

& (t) + BT b1é1(7)
I+ " 1
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and the conservation equation for lipids as:

L)+ CA Y ici(P) = 1.

i>1
We now relate all the rescaling constants to a single variable ¢ > 0, such that:

_ _ 1 -
AT =BT = —~,CA = ¢*and § = &.
&

At last, we drop the bar above the variables and replace it with ¢ as superscript to
show the dependency of the solution on ¢.

Remark Depending on the process we are trying to model, the interpretation of the
rescaling may vary. Some rescaling procedures intend to capture the large time asymp-
totic of the Becker—Ddoring model (Niethammer 2004; Conlon and Schlichting 2019)
while others are more in the spirit of hydrodynamic limits (Laurengot and Mischler
2002; Vasseur et al. 2002), using assumptions on initial conditions and coefficients.
For adipose cells we fall into the latter case: this rescaling can be seen as if the rate of
reactions is of order %, but each reaction size is of order ¢ and the size of the individual
vesicles is also of order €.

We finally get the following ODE system:

dcf 1 & & & £ & & .

T g(fi—1(c yLP) = J7 (¢, L7)), Vi > 1, (14a)

dct 1

% = —J§(* L), (14b)
o0

LE@t) + Y ig*cf (1) = 1, Vi =0, (14¢)
i=0

LE) = L*O, ¢£(0) =0 Vix1, Vi >0, (14d)

which is similar to Becker-D&ring equations except for the definition of the flux J?
(saturating fluxes of monomers)

&

& & EN __ £ £ £ &
Ji (", L%) =q ¢ +Kci —biticiq

and the minimal size is 0 and not 1. Proper assumptions on the discrete rates are given
at the beginning of Sect.2. Observe also that there is no ’boundary’ flux, thus the
quantity

m=-¢ Z ¢ (1) is constant in time. (15)

i>0
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This is the discrete analogue to the previous conservation (8) of the zeroth order
moment of f.

A solution to the previous system exists according to Theorem 2.1 recalled in Sec. 2.
Now let us define the following step functions depending on both time and space:

FEx) =) L) (1),

i>0

where I'f = [(i — $)e, (i + 3)e[, and (cf);>0 is a solution to (14).

Convergence of function f® when ¢ — 0 towards a solution f of the Lifshitz—
Slyozov equation (11) is a classical result, see Theorem 2.3 recalled in Sec.2. In the
present work, we prove that a similar convergence result hold in a stronger topology,
and with a control of the speed of convergence, of order at least ¢.

To that, we introduce the tail distributions:

Ft,x) = / Fody,  Fo(t,x) = / £ dy.

The main analytical result of this article is the following theorem, whose more
rigorous statement will be specified later in Theorem 3.1:

Theorem 1.1 (Convergence of tails of distributions) Let T > 0. Suppose that there

exists some constant Cinit > 0 such that for all ¢ > 0, / |FE(0,x) — F(0, x)|dx <
Ry

&Cinit- Also assume that hypotheses (HI)—(H9) hold true. Then there exists some

constants C(T) > 0 (independent of ¢) and &* (independent of T ) and such that for

all0 < e <e*andforallt € (0,T]:

|L8(t)—L(t)|+/ |Fe(t,x) — F(t,x)|dx < eC(T).

Ry

This result provides a new approach for looking into convergence from Becker—
Doring to Lifshitz—Slyozov. Contrary to more classical results where convergence
towards a weak solution is achieved using Ascoli-Arzela’s Theorem, this theorem
yields convergence towards mild solutions and gives a bound of order ¢ on the speed
of this convergence.

Stationary solutions of the Becker—Doring equations have an explicit formulation,
see Ball et al. (1986). However since the model we introduced has no biological rele-
vance, we are not interested in studying them. Moreover we are ultimately interested in
doing parameter estimation on biological data and a continuous model is more suited
to the methods we want to use. Also, establishing a theoretical connection between the
stationary states of the Becker—Doring and Lifshitz—Slyozov equations is not a triv-
ial matter. In Hariz and Collet (1999), the authors introduced a diffusive term to the
Lifshitz—Slyozov model, whith the intend that this modified Lifshitz—Slyozov model
will have stationary states which are more easily linked to the stationary states of the
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Becker—Doring model. There are able to establish a connection when the rates are

constants and where A is close to the critical value lim %. We shall see in the next
X—>00

section a slightly different version of this diffusive Lifshitz—Slyozov model which we
call the second-order Lifshitz—Slyozov model, the difference being in the boundary
condition. Nonetheless, for a general choice of rates a and b, we are unaware of results
establishing a theoretical connection between the stationary states of both models.

1.2.4 A second order Lifshitz-Slyozov model

Another goal in this article is to derive a new model with a diffusive term from Becker—
Doring system (14). One can see this diffusive term as a second order term emerging
from the convergence theorem 3.1. There are various ways to yield this term, see for
example (Vasseur etal. 2002; Schlichting 2019; Deschamps et al. 2017). The derivation
of the diffusive term will be detailed in Sect. 4, but we present the model here for the
sake of completeness.

The so-called second order Lifshitz—Slyozov model therefore takes the form of a
transport-diffusion equation, with a diffusive term which depends both on x and L(¢),
ie.

&
dg+dc(vg) = Ea)%(dg), Vx > 0,
where

d:(x,L)e Ry xRy - d(x,L) =a(x)

A + b(x). (16)

We need to complement this PDE with adapted boundary conditions. Since we want

the conservation of the zeroth order moment denoted by / g(t, x)dx = m, we need
Ry
to impose the following null-flux boundary condition:

e
(—vg + 2 0:(dg)| _ =0, an
2 x=0
Therefore, we consider the following system, which consists of the previous PDE

and boundary conditions, complemented by previous constraint (7) and initial condi-
tions for g and L:

g + 0 (vg) = 507 (d). (18a)
L(t) +/ xg(t,x)dx = A, (18b)
Ry
£ o —0 18
(—ve+30.0)| _ =0 (180)
20, x) = g°(x) and L(0) = L. (184d)
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We provide interesting numerical evidence of stationary solutions of the advection—
diffusion model (18) following a bimodal distribution. The numerical simulations are
performed using a well-balanced scheme developped in Goudon and Monasse (2020).
We also demonstrate that to observe a bimodal asymptotics, parameters should be
taken into an adapted parameter range.

1.3 Outline of the article

In Sect.2, we will give some preliminary results on the existence of solutions to
systems (14) and (11). In Sect. 3, we will show the convergence theorem thanks to the
tail of distributions technique. Then, in Sect.4, we derive formally the second-order
Lifshitz—Slyozov model, that is to say system (18) and we give the expression for its
stationary solutions. In Sect.5, we display some numerical results and we show that
bimodality of the stationary solution can be observed in well-chosen parameter range.
Finally, we discuss our results in Sect. 6.

2 Preliminary results

In this section, we give the main already-known results of existence of solutions to
systems (14) and (11) and convergence of solutions to system (14) towards (11). Proofs
have been easily adapted to our framework.

2.1 Existence results on Becker-Doring system

We consider first the Becker—Doring system (14) for fixed . From the modeling
we introduced for adipose cells, we have an explicit expression for the functions a
and b, from which we deduce consistent discrete approximations, in the spirit of
numerical analysis (see for instance Laurencot and Mischler 2002). In turn, we will
introduce assumption (H4) that relates af to a and bf to b when we describe the
convergence result. However when studying the existence of solutions to the Becker—
Déring system, we can take weaker assumptions on the rates a; and b;. Nonetheless
assumptions (H1)—(H4) imply both assumptions (H’1) and (H’2).

We assume that there exist some strictly positive constants A, B, C,, Cp, K4, Kp
and §, all independent of ¢, such that for all i > 0O:

af < C, and b < Gy, (H'1)

laj —ai, || < Kqe and |b] — b7 || < Kpe. (H’2)

The classical result of existence in Ball et al. (1986) assumes a;, b; = O(i), with
typical coefficients being of the form ¢; = i*, b; = i",0 < v, u < 1 as well as
additional assumptions on the initial conditions. These assumptions were relaxed in
Laurencot and Mischler (2002), by considering ‘smooth’ coefficients in the sense of
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assumption (H’2). Assumption (H’1) ensures that for large i we fall into the case
a;, bj = O(i). Note that our model with assumptions (H’1) and (H’2) falls into the
classical choices for the rates a; and b; because we already know the target rate
functions a and b, which are smooth, bounded for a, and sub-linear for b.

We define the state space for Eq. (14) by

+00

. N | :
X = XZ(X;)520€R+ -lei <OO},

i=0

endorsed with the norm || x|y = Z;;ogi|xi|. We denote x > 0if x; > Oforalli > 0,
and XT := {x € X : x > 0}. We give the following definition of solution to Eq. (14):

Definition2.1 Let T > 0 and ¢ > 0. A solution (c¢®, L?) of (14) in [0, T) is a
pair of a function L® : [0,7) — R and a sequence of functions ¢® = (c});>o0,
c;“? : [0, T) — Xsuch that:

(i) Forallt € [0, T), Lf(t) > Oand c®(¢) € X T,

(i) Foralli > 1, ¢} : [0, T) — R is continuous and sup, o 1y lc* () x < +o0,

(iii) L :[0, T) — R is continuous and sup, (o 7 |L*(#)| < +00,
t

+00 ! too
(iv) Forall ¢ € [0, T),/ Z o aici (s)ds < oo and/ Z o bici (s)ds < oo,
0 = 0 =
(v) Forallr € [0,T), foralli > 1:

l t

0=+ - /0 LJE (¢F (), LE(s)) — JE (e (), L (s))]ds,
1 t

cf(1) = cg’o - g/o J5(c®(s), L®(s))ds,

¢ o0
Le(t) = L0 — e/ ST o /(€ (s), L ())ds
0 =

Well-posedness of solutions to (14) as defined at Def.2.1 can be shown by finite
dimensional approximation, using the method developped in Ball et al. (1986):
Theorem 2.1 Let T > O and ¢ > 0. Let L®° € Ry et ¢*° € X such that L*° +

;08 iszcig’o = A < oc. Assume that (H’1), (H’2) hold true. Then there exists a
unique solution (ct, L?) to Becker—Ddoring system (14) in the sense of Def. 2.1 which

satisfies initial conditions ¢®(0) = ¢®° and L¢(0) = L&,

The uniqueness and conservation properties of the solution are obtained using the
following proposition that will be needed later on, see Sec. 4. In particular, the follow-
ing proposition states that any solution of the Becker—Doring system (14) preserves the
first two moments for all times, and provides the starting point to compute any admissi-
ble moments for the solution of the Becker—Doring system. In Ball et al. (1986), we can
find the following Theorem 2.5 that we reproduce here for the reader’s convenience:

Proposition 2.1 Let (¢;)i>0 be a given sequence. Let (c®, L) be the solution of (14)
on[0,T), 0<T < +o0.

n S
Assume that forall0 <t; <t < T, / Z |pi+1 — ¢ila; ci (t)dt < oo and that
n i—0

either of the following holds:

@ Springer



A Lifshitz-Slyozov type model for adipocyte... Page 150f50 16

(a) ¢ = OG) and f > It — Gilbl ety (0d < oo or
(b) Z,_O ¢ici () < oo, fork = 1,2 and ¢iy1 > ¢; > 0 for i large enough.

Then:
& & - & ¢l+1 ¢z
D dici) = ) dicf )+ | Z P P e e (Dds
i=0 i=0

/ Z¢t+l ¢l;<; Le(t) Cf(t)dl.
Lé(t) +«

2.2 Lifshitz-Slyozov system and classical convergence result

Even though we have precise forms for the intake and release functions, for the sake
of generality we make the following assumptions on functions @ and b occurring in
Eq. (46):

a,beC' (R, Ry), (H1)
a(0) > 0and sup |a(x)| = Cy, (H2a)
XER+
|b(x)] < Cpx forallx €e Ry and lim sup Q =0, (H2b)

R—ooy>p X

sup |a’(x)| = K, and sup |6’ (x)| = Kp, (H3)

X€R+ X€R+

with C,, Cp, K,, K;, > 0. We first define measured-valued solutions to the Lifshitz—
Slyozov system (11), following (Collet and Goudon 2000)

Definition 2.2 Given an initial condition ( f°, L%) € CO(R) N L' (R4, (1 4+ x)dx) x
R4, a measured-valued solution to system (11) is composed of two functions f €
C(0, T; M0, o0) — weak — %) and L € C(0, T) such that for all 0 < r < T and
forall ¢ € C'([0, T] x R, ) the following relations hold:

T
Jo Jo, @t x) + v(x, LE)Bxp(t, %)) [, x)dx + [ ¢(0, %) fO(x)dx =0,
L)+ fR+ xf(t,x)dx = A.
Now, let us state the convergence of solutions to Becker—Doring system towards
solutions to Lifshitz—Slyozov system. In order to compare solutions to Becker—Doring

system to solutions to Lifshitz—Slyozov system, we need to define the following piece-
wise constant functions. Let Ff =[G — %)8, i+ %)e) and cf be solutions to (14),
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then we define

TR ED PRI OLAOR (192)
i>0

a*(x) =) Ir:(0af, (19b)

i>0
b(x) =) Lps(x)bf (19¢)

i>1

where we assume that:

ai = a(ie) and b} = b(ie), foralli > 0and e > 0. (H4)

Given our definitions in Eq. (19), from Proposition 2.1 and with ¢; = f re @ (x)dx,

we deduce the following proposition, that is the starting point to study the coflvergence
of the solution of the Becker—Déring system (14) towards solution of the Lifshitz—
Slyozov equation (11).

Proposition 2.2 Let ¢ € L*(Ry). Then for every t > 0, we have the following
equality:

/ P)(fO(t, x) = £°(0, x))dx

// (Ae¢>(X)a()L8(t)(:)_ — Ao ()b () £ (1, x)dxdr,

where

App(x) = M (20)

Finally, we obtain the following convergence theorem from the Becker—-Déring equa-
tions to the Lifshitz—Slyozov equations, as in Vasseur et al. (2002):

Theorem 2.2 Consider an initial condition (L0, (cf’o)izo) and the corresponding
solution (L¢, (Cf)izo) in the sense of Definition 2.1. We assume that there exists a
constant K > 0 and 0 < s < 1 both independent of ¢ such that:

o L0 42y yici =1,
°* &) i cf’o <K,
o eY i olie) T’ < K.
We also assume hypotheses (H1)—(H4) to hold. Then there exists a sequence &, and
a solution (f, L) to (11) in the sense of Definition 2.2 such that:

fér — £, xfo — xf in CO([0, +o0[; M (0, +00) — weak — %),
Lé — L uniformly in C°([0, T1).
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Now, let us consider the existence of mild solutions to (11). For that purpose, we
first define the characteristic curves.

Assume L € CO(R+) to be given. The characteristic curves associated to (11) are
solutions to:

0s X (s;t,x) =v(X(s;t,x), L(s)),
X(t;t,x) =x.

Since v is C! in both x and L, the characteristics are uniquely defined and form an
ordered family. We denote [; , their maximal time interval and by X.(¢) = X (¢; 0, 0)
the characteristic curve that is equal to O at time 0. Then, a mild solution to system
(11) is given by the following definition:

Definition 2.3 Given a smooth initial condition f© and L € C%(R..), a mild solution
of

¥ f + @, L) f) =0,
(w(x, L) f(1,x))|,_, =0,
£(0,x) = fOx),

is given by:

t
ft,x)= fO(X(O; t, X)) exp (—/0 0y v(X(s; 1, x), L(s))ds) L(x,(1),00) (X).

A pair (f, L) is said to be a solution of (11) if f is a mild solution associated to
Land L :R, — R, solves L(¢) + fR+ xf(t,x)dx = A forallt > 0.

Remark Since we impose null-flux boundary conditions on this system: v(x, L(¢)) f (¢,
X)|x=0 = 0, there is no term involving "incoming characteristics" 1o, x. ) (X).

We follow the proofs in Collet and Goudon (2000) and Calvo et al. (2021) and we
obtain in a straightforward way the expected existence and uniqueness result:

Theorem 2.3 Given an initial condition (f°, L°) € CO(R;) N L'(Ry, (1 4+ x)dx) x
Ry and assuming hypotheses (H1)—(H3), Lifshitz—Slyozov system (11) has a unique
solution on the interval [0, T'] in the sense of Def. 2.3.

Note that the mild solution given by Theorem 2.3 is also a weak solution in the
sense of Definition 2.2, see Calvo et al. (2021), and under hypotheses (H1)—(H3) both
definitions coincide.

3 A new convergence result from Becker-Doring to Lifshitz-Slyozov
equations

In this part of our work we introduce a different way to see the convergence from the
Becker-Doring equations to the Lifshitz—Slyozov equations. Using tail distributions
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allows to reduce the non linearity of our system by pulling the speed of advection
outside of the space derivative. Tail distributions were also found to be useful to
obtain a quasi comparison principle in Cafiizo et al. (Aug. 2019) and to obtain refined
uniqueness properties in Laurencot (2001); Calvo et al. (2021). The main idea is to use
results on the tail of the distributions to show convergence. Finally, we note that our
result uses the fact that a solution to system (11) exists while the previous result also
shows existence of solution of (11), by showing a convergence to a measure valued
function which turns out to be a solution of (11).

Let (f¢, L?) be the solution of the Becker—-Doring ODE system (14) and Eq. (19),
and let (f, L) the mild solution of Lifshitz—Slyozov equations (11). We recall the tail
distribution definition,

o0 o0
Ft,x) = / fydy,  Fox) = / 2. )dy, @)
X X
and introduce their difference
E(t,x)=F(t,x) — F(t, x). (22)

We introduce the following additional hypotheses to use in our main theorem:

sup |a”(x)| < +ooand sup |b”(x)| < +o0, (H5)
xeR4 xeRy
Z|ci€f1 — cf’0| < 400, uniformly in ¢, (H6)
i>0
€ Zilcffl — cf’0| < 400, uniformly in ¢. (H7)
i>0

There exists some constant L > 0 independent of ¢, such thatinf,.¢ 150 > L.
(HB)

There exists some constant K > 0 independent of ¢, such that sup,_, cg’o < K.
(H9)

We now state our main theorem.

Theorem3.1 Let T > 0 and denote E(t,x) = F®(t,x) — F(t, x), see Eq. (22).
Suppose that there exists some constant Ciniy > 0 such that for all ¢ > 0,

|[E(0, x)|dx < eCinit. Also assume that hypotheses (H1)—-(H9) hold true. Then
Ry
there exists some constants C(T) > 0 (independent of €) and &* (independent of T )

and such that for all 0 < ¢ < &* and forallt € (0, T]:

[L®(t) — L(1)| +/ |E(t, x)|dx < eC(T).

Ry
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The proof proceeds as follows. Taking inspiration from Laurencot (2001); Calvo et al.
(2021), we first note that owing to the total population number conservation, the lipid
terms can be controlled by the tail, |[Lf(t) — L(t)| < fR+ |E(t, x)|dx. The control
on the tail relies on a Gronwall’s lemma argument. For that purpose, we derive the
equation followed by F®(¢, x) (Lemma 3.5). We point out that the case x < &/2 has
to be treated separately due to remaining boundary terms. This allows us to give a
first estimate on the integral fR |E(t, x)|dx. We then make use of the mild solution
formulation to derive the partiaT differential equation followed by F and in turn the
one followed by E (Lemma 3.6). The proof follows by bounding the terms in the
estimate on fR+ |E(t, x)|dx, and in particular we show that F* (¢, x) satisfies the same
equation as F up to an order ¢ (Lemma 3.7). To this end, the key argument relies
on refined estimates of the difference between the first order derivative of F*(z, x)
and its discrete analog. This estimate needs uniform control on the solutions c{ of the
Becker-Déring system and their increments ¢ | — ¢j (Sect. 3.1, Lemmas 3.1 t0 3.4),
which is new, up to our knowledge.

Hypotheses (H1)—(H4) are classical in the study of our model. However, other
assumptions are less common but arise naturally from the result. Contrary to the
classical convergence result, we work with mild solutions of the Lifshitz—Slyozov
system. Hence, we need proper bounds on second order terms. We shall see in Sect. 4
that those terms lead us to the second order Lifshitz—Syozov model. Nonetheless, those
terms involve second order derivatives of both a and b which leads us to hypothesis
(HS5). Hypotheses (H6) and (H7) simply tell us that the initial condition for the Becker—
Doring system must have finite zeroth order moment and first moment increments
independently of e. Lemma 3.4 shows that this property propagates in time. Additional
assumptions have to be made to obtain our main theorem. The assumption (HS) on
the initial condition L& is necessary since it leads to strict positivity of L¢ in finite
time, uniformly in ¢. The assumption (H9) on the initial condition CS’O is technical
and ensures that the proper boundary condition (11c) is satisfied for all times. Finally

the assumption on / |E(0, x)|dx is made to conclude after using Gronwall’s lemma
Ry
at the very end of the proof. This assumption relates both initial conditions (cf’o) i>0
and 0. A fair choice for the initial condition (cf’o)izo is cf’o = fO3e) foralli > 0.
Then the assumption is verified as long as (fo)’ elL! (R4, xdx).
In all this section, we assume that hypotheses (H1)—-(H9) hold true.

3.1 Preliminary results on Becker-Ddring system

We start with a lemma that allows to control the lipid term away from O, in the lines
of previous results from Calvo et al. (2021).

Lemma 3.1 A solution (L?, ¢®) of (14) with A > O independent of ¢ verifies that there
exists C > 0 independent of ¢, such that for all t > 0,

inf Lf(1) > Lexp(—Ct), (23)
>0
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where L is defined at (HS).

Proof For all t > 0, we have, using the three first equations of system (14):

dLE L*
(t) =—& Y JE(CE @), LA (1) = —eZ( L0 i (1) —b§+lcz-+1s(t))

&
i>0 i>0 L (t) T«
L*() e e
—c ajc; (1
L) 4k Z ®.
and thus, because sup |a(x)| = Cg, and LFLH < ,ng
XER+

dLé(t C Foo
@ e FE(t, x)dx
dr K —&/2

—+00
and by conservation of the moment (15), e, x)dx = ¢ Z ci (1) =m,
—&/2
&€
dLé(1) - _Cam
de  — K

L.

We conclude by Gronwall’s lemma and using Hypothesis (H8). O

We next state a lemma adapted from Deschamps et al. (2017) that allows to obtain
pointwise estimates of the density f* near the boundary, through the uniform propa-
gation of exponential moments. For x € R4 and ¢ > 0, let

HE(t,x) =) ci()e ™.

i>0

Lemma3.2 Let x € RY. Then there exist some constants e* > 0 and K > 0 indepen-
dent of €*, such that for all 0 < ¢ < &*:

HE(t,x) < H*(0,x) + K forallt > 0,
and in particular:

foralli =0, sup sup cf (1) <¢& < +oo. (24)

O<e<e*t€(0,T]

Proof Using Lemma 3.1, and the assumption (H8) on L? (0), we have that 1ng 1(%fT] LE(t)
e>0re

> L exp(—CT). Thus we can find a constant ¢ > 0 such that:

. LE(t)
inf inf ——— >
£>01€(0 T1 L8(t) + «
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Now we choose § > 0 such that ¢ > 2§. Using Taylor’s expansion, we have
a(ie) = a(0) +iea’(0) + O((ie)?). Then with hypotheses (H2b) and (H3) and for &
small enough, we find that a(ie) > % (a(0) —ieK,) > 0. Therefore we have that for
¢ small enough:

0)

vi < 7 atiey = . (25)

In turn, by hypotheses (H2a), (H2b) and (H4), we have that for ¢ small enough and
foralli < —:
NG

bi _blie) . VE

5 — <2Cp —
as a(ie) a(0) -0

Letx € Ri. Hence, one can find ¢* > 0 such that:

€
sup sup|—| <de™*
g<e* 1
l<\/§ i

This gives us that for £* small enough, ¢ < ¢* and i

Slf

LE(t b;
#——’exz%—az& (26)
LE(t) +k  af

Now we proceed with the bound on H? using Egs. (14) and (12):

e HE(t,x) = (e =) Y Jf(c)e™

i>0

(e X Le (1) e L(t) 75): 3 —ix
=( 1){“0+ (z)+2 (T ae ~at S d0e }

Now we split the sum on the right depending on } with & small enough as before.

Note that since x > 0, we have that (e —1) < 0. The first sum is treated using (26)
and the bound (25):

ed HE (1, x) < (6™ —1) | 28a§ch (1) + —a Z e ™ —et Y bfcf)e ™
iz I+l
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The term in ¢ and the first sum are combined and using our choice of 4, it yields:

L

a0 & - a(0) :
23a5cg(r)+752cf(t)e*”zTa He(x)— Y e ™

i=l iz I+l
Hence:
ed, HE(t, x)
—_e ¥ @ _H¢ £ —ix X e € —ix
<(l-e S| -H w0+ doodwe ™ [ +et Y b
iz 7]+ iz ]+l

Observe that for ¢ small enough depending on x, for alli > L\/LEJ, we have:

0 ; /
(5“( ) +e*bf)e ™ < K(Cy + Cp)(1 +ig)e™™ < Ke,

which leads to:

()

e HE (1, x) < —=8(e ™ =) H (£, x) + (1 —e ") Km.

We conclude by using Gronwall’s lemma and K = 21{((’;1) and (24) follows imme-

diately. O

A direct consequence of Lemma 3.2 is the following refined estimate on ¢ which
shows that at the limit ¢ — 0, the density f* vanishes at the boundary, in agreement
with the limiting boundary condition (11c):

Lemma 3.3 There exist constants C1, C» > 0 independent of € such that for ¢ small
enough and forallt € (0, T]:

C
&) <e ' 50460 27)
Proof As in the proof of Lemma 3.2, there exists ¢ small enough such that:

det() 1 LE(1) , (O
0 = ~ (i) —a G o 0<t)>schc1—“75c0<t),

thanks to hypothesis (H’1). Now applying Gronwall’s lemma, we obtain:

ch(1) < e T 5(0) + Cpit —— (1 — e~ 01,
= sa (0)

which gives the desired result. O
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We end this section by a last lemma that will be useful to control the first spatial
derivative of F¢.

Lemma 3.4 Forall T > 0, there exist constants Cz and C4 independent of € such that
for € small enough,

sup Y lef,y — ¢f|(1) < C, (28)
=T 20
sup & X:ilcf+l —ci (1) < Cy. (29)
=T i>0

Proof Let u; = c; o c? and let’s estimate its time derivative. Then, for all i > 1,
we have from Eqgs. (14) and (12):

& & & & &
du; Lo()  (ai 4 =4 . aq Aiv1 — 4
— = Ui — = — —uj — ————cjy,
dt  Lé(t) 4+« £ £ £ £
& & & 3 e _ e
bi b, by, biy by —biy .
_Jis_l(u, Lf) — Jig(u, L?)
&

Le(t a;,_, —a’ a®  —af® a , —af
+ ( ) i—1 i uj — i—1 i + i+1 i Cf+1
Lé(t) +« € € £

b — bt b — bt bt — bt
+1 +1 +1 +2
+ = . ’ui+1+(’ L4 - : )cf+2.

e €
We multiply the previous expression for i > 1 by sign(u;) on both sides, which gives:

dlu;| I (ul, LF) = JE(ul, LF)  laj_ — a] lai_y —2a; +a;j 4| ,
5 = . + |uil + . Ciyl
£ & £ & &
iy — il 1biya = 2biy + b1,
+ il + . -

Hence, thanks to hypotheses (H3) and (HS) and Lemma 3.2, there exists ¢ small enough
such that fori > 1:

djui| _ JEy (ul. L) = JF (lul, L)
de — &
H18 oo ltir 1] + 116" [looCf - (30)

!/ "
+ lla"lloc lui] + ella” llooct

Now, for i = 0, we obtain:

dug
dt

aj —a5 L@ty ., a; L°(1)
At 7oL, %
£ Lé(t) +« e Le(t) +«

1
= ——JS(u, L) —
&

&

b5 — b b§
2 lee et

&
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Since by = b(0) = 0, we can treat the remaining terms in b as before by adding
and removing the right terms for free. The terms with ¢{ are bounded using Lemma
3.2 and the one with c(, using Lemma 3.3. Hence, there exists ¢ small enough such
that:

duo| 1 -, a0 o
a S*EJS(\MI,LS)JrIIa/IIooq+Te Sy +aO)Ca 16 loolu | + £l1b" loch-

We sum the previous estimates for all i > 0 and we get:

d
3 il = 1 lloo + 18ll00) Dl

i=0 i=0

(0)

Cq
+(lla" oo + 16" loc)e > ¢ + lld/llooft + —— ¢~ =" c5* + a(0)Ca.

i>0

We integrate the previous inequality over [0, 7], for 0 < ¢ < T:

D il (0) <D i) + (la oo + ||b’||oo>f > luil(s)ds

i>0 i>0 i>0

a(0)
+ (la"lloe + 116" lloc)m T + < ¢ ¢t + (@(0)Ca + [l [l o).

And finally Gronwall’s lemma yields:

> luil() < Cu(T)

i>0

with

Cu(T) = Z|“i|(0) + (la"lloo + 116" lloc)m T + (—1) ¢ + @0)Ca + [l o)) T

i>0
x exp(([la’{loc + 116"[l00) T),
which gives Eq. (28).

Using the definition (14c) of A, estimate (30) and hypothesis (H’1), we obtain the
following inequalities:

JE U = JE , |
Zz|u|<ez T el o+ 18 o) Y i

l>l i>1 i=1
+(la"lloo + 16" llo0)e™ Y ic
i>0
< S TEuD + (1 lloo + 15 lo0)e Y iluil + (la” oo + 15" lloc)x
i20 i>1
< Ca ) _luil + (lla'lloo + 18'lo)e Y iluil + (la” oo + 115" lloo) -
i>0 i>1
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Integrating over [0, ] and using the previous bound on ) |u;|, we conclude using
i>0
Gronwall’s lemma:

e ilui|(t) < | &> ilui|(0) + CaCu(TT + (lla”" oo + 16" loc) AT

i>1 i>1

exp((lla’lloc + 116" l0) T,

which yields Eq. (29). O

3.2 Proof of theorem 3.1

In this section, we make use of the lemmas from the previous section. As such, from
then on, ¢ is taken small enough to apply those lemmas. We first derive the equation
satisfied by the tail distribution F¢ defined at Eq. (21). Recall that operator A, is
defined at Eq. (20).

Lemma3.5 Forallx > £ andt > 0:

2
- 1 IR0 L()
i (t,x)=g ( “(y )Lg(t)jL _a(x)L(t)—i— ) fE(t, y)dy —a(x)
L) ]
2 A P x)
L(t)+«
1 x+e
— f (B5(y) — b)) F (1, y)dy + b() A FE (1, %) 31)

and for all x < 5 and t > 0:

1 X Ls 1 x+€
IFC ) = f cf(y)m%fs(r, ydy - - / B () £ (0. y)dy. (32)

|
I

Remark The function f* is defined on [—5, 4-oo[ whereas f is defined on R, . How-
ever we will only concern ourselves with x € R in the following subsections. Hence
we will treat the case x < ¢/2 independently to accommodate for boundary terms that
might be left off from f*. We also point out that:

+00 e
f fe@, x)dx =m — —cj(t) (33)
) 2

Owing to Lemma 3.2, the right hand side is bounded and tends to m as ¢ — 0.And
for the first order we have an exact computation:

+00
LE(1) +/ xfE(t, x)dx = A (34)
0
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Proof For all x € Ry and ¢ € [0, T], it comes directly from the definitions (20) and
(21) that the following equations hold true:
forallx >0andt > 0,

1 x+e

AF (1, x) = - / £ y)dy, 35)
&

X
and for all x > "3 and ¢ > 0,

1 X

A Fo(t, x) = —~ / 2t y)dy. (36)
&

Denote Hy = 1|, o). First observe that:

1 1

AgHy(y) = - (Lix400) (Y + &) = Lx 400) () = gl[x—s,x)(y)a
1

A_Hy(y) = g]l[x,x+8)(y)~

Then we use Proposition 2.2 for the Heaviside function. It yields that for all x

l\)lm

8IF8(I’X)Z/R Hy ()0, f(t, y)dy

_ 2D _ t(y)) £
= /R+ (Ang(y)a (y)LE(t)H A Hy(y)b (y)> fr@, y)dy

L | . LE() . x+81 . .
f SO o Oy / SH )6 1y

Lé(t) +«

- L)

_ / @ )i e
a()—D ey — a@)—= A Fo (@, x)
L(t)+« ' L(t) +« '

1 [xte
- / (B5(y) — b)) F (1, y)dy + b() A FE (1, %)

+00
The caseforx < 5 follows from simple computation, using that / fe(t, x)dx =
—&/2
m by conservation of the moment (15):
d [T d [~ e d
arten =1 [ rend -4 [ et =—a i
(1, x) dt_Tgf(y)y ar _Tgf(y)y (x 2)dtc°()

L LU (¢, y)dy — ~ Hsbe £(t, y)d
—sfzsa@)Lg(,)ﬂf(,y)y—S/; D, y)dy.
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O

We then derive an upper bound for the time derivative of fR+ |E(t, x)|dx, where E
is defined at Eq. (22).

Lemma 3.6 Forallt > 0, we have:
d / /
— [E(, x)|dx < (la'loo + 1671l0) | 1E(2, x)|dx
dr R, R,

+/ |0 FE(t, x) + v(x, L(1)0, F°(z, x)|dx
Ry

L(t)

mco (1). 37

+§a(0>

Proof From the definitions of the tail distributions in Eq. (21), the following equations
hold true:

axF(t,x) = _f(t,x),
O Fe(t,x) =—f°%(t,x),ae. inR,.

By Def.2.3, we have:

+o00
F(t,x) = / FOX(0; 1, )8, X (0; 1, y)dy

max(x,X.(1))

_JET oy i < Xe),
Jee o POy ifx = Xe().

Therefore if x < X (¢), then 0;F(t,x) = 0 = 0, F(¢t,x). And if x > X (¢), the
following expressions hold:

O F(t,x) = —fO(X(0; 1, )8 X(0; £, x),
B F(t,x) = —fO(X(0:1, X)), X(0; 1, x) = —f (1, x).

By properties of characteristics we have: 9; X (0; 7, x) + v(x, L), X(0;#,x) =0
and thus:

0:F(t,x) 4+ v(x, L(t))0,F(t, x)
= —fO(X(O; £, x))(0:; X(0; ¢, x) + v(x, L)3, X (0; ¢, x)) =0.

We then compute:

QE(t, x) = 8, FE(t, x) — 8, F(t, x)
= —v(x, L(1))0, (F® — F)(t,x) + 0, F*(t, x) + v(x, L(1)d F°(z, x).
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We integrate the previous equality, we use the definition (46) of v with hypothesis
(H3) and we find:

d
— |E|ldx = —/ voy|E|dx +[ sign(E)(3; F® + v(x, L(1))d, F®)dx
dr Jr, R, R,

= —[v(x,L<r)>|E<t,x)|]g°°+f axv\E|dx+/ sign(E) (8, F® + vd, F®)dx

+ Ry

SU(O,L(I))lE(t,O)l+(||a,||oo+||b/Hoo)/ \Eldx+/ 18, F® + vd, Fldx
R4

Ry
L)
o
L(t) +«

&
:(Ha/||oo+||b/||oo)/ |E|dx + \3th+v3xF£|dx+§a(0) ®).
Ry

R4

The last equality is obtained since »(0) = O and |E(¢, 0)| = |/ (f* =, x)dx| =
Ry

%cg(t), see Eq. (33). 0

Thanks to the equation on F? given by Lemma 3.5, we control the second term in
Eq. (37) in the next lemma.

Lemma 3.7 There exist some constants C1, Co» > 0 independent of ¢ such that for all
te(0,T]:

/ [(0; F® + v, F®)(t, x)|dx < eCy + C2|L*(t) — L(?)|. (38)
Ry

Proof First by construction of both a® and b, and the fact that a and b are lipshitz
continuous, one has for all x, y € R such that |y — x| < &:

|M| <200

and similarly for b®. Also observe that the derivative of x — Xj‘r—K is bounded by %

Then using equation (31) and definition (46) of v, we find the following estimate

forall x > 5:

- £ - & / * & ] a(x) & x £
[0 FE(t, x) + vy FE (1, x)| < 2|la"loo fe@, y)dy + ———I|L°(t) — L(1)| fo@, y)dy
x—€ & K x—¢

X+
205 oo / 20 y)dy
X
L)
L(t)+«
+b(x)\8xF8(z,x) — AgFe(t,x)l.

+a(x) [0y FE(t, x) — A_¢ FE(t, x)|
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&

Now, for all x < 5, using equation (32), assumption (H’1) and since 9, F*(z, x) =

— fe(t, x), we find:
|0, F°(t, x) +vd, F° (1, x)]

1 r L¢
< |—/ 02D pe vy —at)—=D e
e )¢ Le(t) +« L(t )+

1 x—+e
+l / B () 4, W)y — b(x) £ (2, D).
2

The term involving a and a® is bounded by adding and removing the appropriate
terms and observing that for all x < &/2, f*(t, x) = cj(1):

1 ! e Lé(1) fd gt
|8/_%a(y)Lg([)+ 23y = a@o) 7o £
SR VA0 L)
<| a(O)Lg(z)-f— c§(t) —a(x) o+ 0()|
enita _LO
< a(0)cy(1) lLS(z) —
L@ x5 Lo
T T+ I T Ol 0

< Mx T3y - L)+ (|a(x> —a(0)] +a(0)2 ;x> c5(1)

K

0)ci (¢
< %\L%) — L@+ (%”LI,HOO + a(0))cy(2).

In the right hand side of the last inequality, the first term is bounded using Lemma 3.2
as well as the term involving [’ || s. The remaining term a(0)c((7) is bounded using
Lemma 3.3, hence there exists a positive constant C 1ndependent of ¢ such that for ¢
small enough and for all ¢t € (0, T], a(O)cO(t) < 8(6‘0 + C) and since we assume
assumption (H9) to hold true, we finally obtain for all x < £:

£
Do O .
|g/§a(y)mf(hwy—a(x)L()+ fE@, x)|
< “(O)C°|L ) — L(t)| + ¢ <K+C+ lallosco ”2°°C°).

The term in b and b® is easily bounded using assumption (H2b) and Lemma 3.2:

1 x+e
E / B () 42, )y — b() £ (2, )]

2

x+5 .«
= | zb‘f ‘i(t) b(x)cg(t)| < Cpe <Cl + 30>
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el
| o 2C o T .
! i—1)e ) ‘

, ( f
(i—3)e (i—3)e (i+3)e (i+2)e

Fig.2 Representation of the cells I';_;, I'f and I';, | and of the value & L]

Now we can integrate |0; F¢(t, -) + vd, Fé(z, -)| over R using the two previous
estimates. Note that using Fubini’s theorem and Eq. (33), we have

@

+o00o X
/ fE@t, y)dydx

3 X—¢&

+00 y+e
= fe@,y) dxdy

5 max(y,&/2)

y+e +00 y+e
Y / dxdy + / £ y) / dxdy
‘ 5 5 y

e |

(STE

& % € oo £
= cy(1) v+ z)dy + 8]; £, y)dy
2

-5
£2 +00 5 +o0
763(04-8 fg(t,y)dy=8f o, y)dy + ¢ S, y)dy

: 0 :

~+00
8/ fe@, y)dy < em.
0
Therefore, we get:

/ |9, F¥ (2, x) + vd, F* (1, x)|dx < e2[|a[loc + 2[1b"[loc D
Ry

lallso .
#1015 — Lol

Loy (e :
+||a||oomf§ 0, F¥(1.3) — Ao F* (1, ) dx 39)

+00
+/ b(x)|0y FE(t, x) — A FE(t, x)|dx
2

a(0)c( 'l wce ;
+ 20D ) -1y v ek v 04 102D g (51 + 30)

We now compute the difference between the continuous and discrete derivatives on
F¢.Wedenote by | x] the nearest integer function with the upper-rounding convention:
[0.57 = 1. Figure 2 shows a representation of the cells I';_;, I' and I'; | as well as
an example of the result of L);‘] forx e T'}.
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Let us first compute the integral of |3, Fé(z, x) — A_  F*(¢, x)|, using Eq. (36) and
the fact that £ is constant equal to c{ (¢) on the cells I';:

+00
/ |0y FE(t,x) — A_F®(t, x)|dx
2

+00 1 X
=ﬂ Ifs(t,X)—g/ fE(, y)dyldx

2
X

+oo
_ / —| (5t x) — f5(2, y)dyldx
2

X—¢&

o

+00 1 8([5]—7)
_ / | (ot x) — f5(t y)dyldx

2 x—&

+o00 1y -
-, €0 — ey 0 S TR T Dy,

2

Now, observe that for all x € I'{ one has Ciﬂ () — CEHT—I () = ci(t) —ci_; (),
which gives: ’ ’

+00 xy_ Ly
fs |0x F (2, x) — A F*(t, x)|dx —ZIC () —ci_ I(I)I/ lelzp - 8)dx
2

&
i>1

= EDcf(z)—cf_l(m.

i>1

Hence, according to Lemma 3.4 there exists a constant C(7") > 0 independent of
¢ such that:

+00
/ |0x FE(t, x) — A_Fé(t, x)|dx < eC(T). (40)
2

We proceed similarly for the term fR+ b(x)|0, Fé(t,x) — A F(t, x)|dx:

[ee] 1 x+e€
ﬁ BCOLFE (1, x) — ~ / £t y)dylda

2

b
- / sy / (F5(.x) — f5(6. y))dyldx
2
b(x) e B
=f —|/, (FE(tx) — f5(6 y)dyld
5 & Jef1+d

= —e(X1— 1
/e lel2741®) Cfﬁ(t)lb(x)wdx
s L
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= lef (1) - c<t>|/ by 2 (H 2y

i>1

Owing to hypothesis (H2b), we simply bound the last integral as follows:
x—e(|2] -1 2 1
/ pooy el =)y e L
re & 2 6

Hence, according to Lemma 3.4, there exists a constant C(7') > 0 independent of
¢ such that:

+00
/ b(x)|0, FE(t, x) — AxFo(t, x)|dx < gC(T)(l + %). (41)
2

We conclude from Eqs. (39)—(40)-(41) by regrouping together terms not depending
on e.
O

We now proceed with the proof of Theorem 3.1.

Proof of Theorem 3.1 Let T > 0 and consider ¢ € (0, T']. We begin by integrating (37)
over [0, ¢], using Lemma 3.7:

t
/|E(t,x>|dxsf |E<o,x>|dx+<||a/||oo+||b’||oo>// |E(s. v))dxds
R, R, o Jr,
t
+// |8,F8(s,x)+v(x,L(s))8xF€(s,x)|dxds—|—ga(O)Tc_o
0 Jry
t
sf |E<o,x>|dx+<||a’||oo+||b’||oo>/f |E(s. v)|dxds
Ry 0 Jr,
t
+eTC + C2/ ILE(s) — L(s)|ds + %a(O)Tc'o.
0

Then observe that:

/ xfe(t, x)dx —/ Z]lrs(x)c (t)dx = Z/ xdxci (1) = lezcg(t)

i>0 i>0 i>0

Using conservation equations (14c) and (7) and Fubini’s theorem, this leads to the
bound:

ILE() — L(1)] = I/O x(fO(t, x) — f(t, x))dx|

_ |/°O(F8<t,x) Pt 0)dx| s/ |E(t, x)ldx,
0

Ry
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which finally yields:

IL*(t) — L] + / |E(z, x)|dx

Ry

< 2/11@ |E(0, x)|dx + 2(llalloo + 115"]l0)

n
t

// |E (s, x)|dxds
0 JR,

t
+2eTCy + 2C2/ |Lf(s) — L(s)|ds + £a(0)T ¢o.
0
By the assumption on E (0, x) and Gronwall’s lemma, we finally conclude that:

[Lf(r) — L(1)] +/ |E(t, x)|dx

Ry

< &(2Ci +201T +a(O)T Q)
exp2([1a o + 1B llo0 + C2)T).

4 Derivation of second order model and stationary solutions
4.1 A second-order Lifshitz-Slyozov model with diffusion

Up to this point we have studied a Lifshitz—Slyozov model, that is to say a transport
PDE. However, this model leads to stationary solutions which are combinations of
Dirac masses centered at the zeros of velocity v. Hence, since we aim at obtaining
asymptotically bimodal distributions, we would like to add a diffusion term to our
model in order to smooth the stationary solutions. Unfortunately and up to our knowl-
edge, no biological argument can be found to explain such a diffusive term or to give a
proper way of deriving it from biological considerations. Nonetheless, one can see this
diffusive term as a second order term emerging from the preceding convergence result,
see for example (Vasseur et al. 2002; Schlichting 2019; Deschamps et al. 2017). We
expect the asymptotic solutions to Lifshitz—Slyozov model with diffusion to approxi-
mate better the solutions to Becker—Déring system, when ¢ is small. However, we are
not able to provide convergence results in the large time limit.

We follow here the derivation of the diffusive term presented in Vasseur et al. (2002)
and we use the notation introduced at Sect. 3.
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Now, from Proposition 2.2, we can add and subtract the appropriate terms in ¢ to
get:

/0 (ff(t,x) = £7(0, X)) (x)dx

t o0 . Lg(l‘) . .
_ f / (B ()0 ()L AL (x)bF (1)) £ (1, x)dxdr

Le(t) +«
¢(x+8) ¢(X—8) L#(1) e e
/ / (a (x)Lg(t)+K —b"(x)) f*(r, x)dxdr
d(x + 8) 2<Z5()C) +ox —¢) e Lf(t) .
/ / (x) 0 +Kf (t, x)dxdt

/f d(x +¢e) — 2¢(x)+¢(x )ba‘(x)fs(t x)dxdr

/ / Ap(0)(@® (’“)Ls(>(+) bt () £ (1, ) dxdr

// A¢(x)(a (X)LE()(-I)— + b%(x)) f(t, x)dxdt

where Ay (x) = LEHIOON and A2g (x) = SEHN=20G0+OC)
This leads us to study the PDE (18).

4.2 Stationary solutions for the second-order Lifshitz-Slyozov model

In this section, we present the stationary solutions of system (11) without diffusion and
system (18) with diffusion. The stationary solutions of system (18) have previously
been described in Hariz and Collet (1999); Vasseur et al. (2002); Goudon and Monasse
(2020). We notice that stationary solutions are very different in nature from one model
to the other. Equation(11) does not yield nontrivial smooth stationary functions, and we
rather expect stationary solutions to be linear combinations of Dirac masses, located
at roots of the asymptotic velocity.
We can compute explicitly stationary solutions of system (18), namely:

£
dg =0 d,(vg) — Eaf(dg) =0.

Together with boundary conditions (17) this leads to stationary solutions denoted
by My, . depending on stationary L € R4 under the form:

C(m, Lstar) 2 (" v(y, Lstat)
My (x) = —————ex —/ ———dy), (42)
Fota d(x, Lgar) P (8 o d(y, Lsa) y)
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Fig.3 Plot of function
L — &(L)for L e [10712, 1] 15 7
with functions a and b defined at
Eqgs. (4) and (5) and parameters 10 A
given at Table 1 )
KA
5 .
0 -
T T T T T
0.00 0.25 0.50 0.75 1.00
L
where the constant C (m, L) is determined in order to satisfy My, (t, x)dx =
Ry

m, that is to say

m
1 2 [F , L
/ e (2 / BBt g Vg
Ry d(x, Lstat) ¢ Jo d(y, Lsat)

and L, solves the constraint equation

C(m, Lgay) =

Lstar +/ XMLstat (x)dx = A. 43)
Ry

Note that function ® : L — L + / xMp (x)dx is continuous on R_.. Moreover,
Ry

straightforward computations show that thanks to expression (42) and expressions

for a and b that ®(0) = 0 and ® . —  +400. Therefore, for all A > 0, there exists

—+00
at least one value for L which satisfies Eq. (43). Regarding unicity of stationary

solutions, it would need to prove strict monotonicity of ®, which is so far an open
question. However, we may observe numerically that the application ® : L — L +
foxma* xMrp (x)dx seems strictly non-decreasing, see Fig. 3.

Remark In other modeling contexts, one may choose different functions a and » such

that existence of stationary solutions may not be true for all value of 1. For example,

a(x) = 1and b(x) = x* with s < 1 implies lim+ ® (L) = Ao > 0. Hence for values
L—0

of A such that A < Aq, the system might not have smooth stationary solutions, see
Sect. 5.2.5 and Figs. 13 and 14.

In the following section, we will present some numerical simulations for system
(18) and control that stationary solutions M, follow a bimodal distribution for well-
chosen parameters.
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5 Numerical simulations

In this part, we use a finite volume well-balanced scheme introduced in Goudon and
Monasse (2020) to approximate time dependent solutions to Eq. (18). This scheme is
inspired by the work in Jin and Yan (2011). Afterwards, we explore numerically the
solutions to system (18) for various sets of parameters. We also compare the Lifshitz—
Slyozov diffusive equation with the transport equation (11) and with the transport
equation (11) with a constant diffusive term. We will finally explore the case when
A < Ap =lim;_, g+ ®(L) => 0 mentioned previously in the remark of Sec.4.2.

Note that in this section, unlike the previous ones, we are working on a bounded
domain x € [0, xmax] rather than on RY.

5.1 A well-balanced numerical scheme for system (18)

In the following, we will need to compute some approximations for the stationary
solutions My, since we need them in the well-balanced scheme, see later on. More-
over, it will enable us to compare the asymptotic profiles with the stationary solutions
in the numerical tests.

Let us recall that stationary solutions My, are defined by an explicit expression
given at Eq. (42) with Ly, satisfying constraint equation (43). Therefore, to compute
this stationary solution, a simple dichotomy method is implemented to find the solution
to (L) = A, since the application & is increasing in the range of L that interests us,
see Fig. 3. We use the trapezoidal rule for the computation of the integrals.

Since we are interested in a conservative PDE, we use a finite volume scheme. We
also aim at capturing correctly stationary solutions and for that purpose, we implement
a well-balanced scheme introduced in Goudon and Monasse (2020). Let us detail the
scheme here.

The scheme is based on a change of variables in the PDE (18) to obtain a symmetric
operator. This will allow simpler calculations down the line. Denote D; the spatial
operator in the PDE, i.e.:

Drg=d,F(g:x, L) = ax< —o(x, L)g + 9, (d(x, L)g)).

We recall that the stationary solution associated with the value L is given by:

. L) (. L)
M@ = oo exp(/O d(y’L)dy). (44)

This stationary solution satisfies Dy My = 0 and we can rewrite the operator D,
in the following way:

Drg = d(dle, ML ).
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Then we perform the change of variable & = JLMT and introduce the new operator

Dy, which is symmetric for the L? inner product:

X 1 1
DLhzMDL(h,/ML)zMax(d(x,L)MLax(

h ))
NI/

Note that we use an implicit discretization in time in order to avoid a constraining
time step for the diffusion operator.

Given a mesh of size Ax > 0 in space, we discretize the interval [0, xmax] and
consider N cells C; = [xj_1/2,Xj412], 1 < j < N centered at point x;, with
xj = jAxand xjy1/20 = (j +1/2) Ax. We also introduce a time step Az > 0 and the
discretization times t, = nAt, n € N.

We denote by h’} an approximation of the average of function 4 on cell C; at time

1
t,, that is to say h’} ~ Ar f h(t,, x)dx. We also define My ; as an approximation
x Je;

of stationary solution M » defined at Eq. (44) at point x; with L = L", and D;’ 41288
an approximation of diffusion coefficient d (x 1,2, L") at point x 41,2 with L = L",
see expression (16).
h
We denote by F 7 412 a0 approximation of flux d(x, L)M 0y (———) at the bound-

: VML

ary xj 1,2 of cell C; at time 1,,.
We therefore discretize Eq. (18a) as follows:

Vs B
Al Ax /ML",j
1
1 h’%il/
(D;?H/Z,/MUZJHMU,J J

N Ax,/MLn’j
h’;“/w /M j — h;’.ﬂﬁ /M -1
_DI;_I/QN/ML" jMLﬂ j—l )

: ' ’ Ax

n hn_ 1

(Filiip—Fisyp)

JMpn i1 —h’}""]/,/MLnJ
A

X

Regarding boundary conditions, we want to preserve the zeroth-order moment
Xmax

Xmax
gt,x)dx = f go(x)dx, which implies to use the following null-flux
0

0
boundary conditions:
e
—v(x, L{)g(#, x) + 50 (dx, LIS, X)) x=0,1max = 0-

The boundary conditions are implemented by using the null-flux conditions for the
flux computed at x_1,2 and xy41,2. This amounts to setting Ffl/z = Fzr\l/+1/2 =0in
the text.
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In order to update the value of L, we derive Eq. (18b) with respect to time and we

discretize the equation 0;L = — / x0;g(t, x)dx, which gives:
Ry

N
L' =" — Ax in(gl’»”] —gh.
i=1

This update leads to a restriction on the time step At to preserve positivity of L"*!
as seen in Goudon and Monasse (2020). Then a sufficient condition would be to set :
At|P~1B"||Pg"| < L".
where B" is defined as:

Mipn 2

-D" , ifi =0,
B = 11/2 My
l
M—(DLn,i+1/2MLn,i+1/2 — Di'y ,Mpni—1p2), otherwise.
i

5.2 Numerical results

The previous numerical scheme enables us to explore the properties of system (18)
as a model for adipocyte distribution evolution in time. Table 1 presents the value of
most parameters for the simulations. Unless stated otherwise, these parameters shall
be fixed for this section. Concerning values of parameters, a few of them are chosen
in accordance with biological observations. Vjipigs and r have fixed given values. The
value of y is taken from Soula et al. (2015). Values of other parameters are chosen
as to observe bimodal distributions. We refer the reader to Giacobbi et al. (2023) for
further investigation into the values of those parameters.

5.2.1 Asymptotic behaviour of the second order Lifshitz—Slyozov system (18)

To begin with, we check that the asymptotic profile obtained with the time evolution
of the solution thanks to the previous described scheme coincides with the stationary
solution of Sec.4.2.

First, one may assume that given an initial condition (g°, L), the asymptotic
behaviour of the system is governed by the two parameters m and . This means that
given two initial conditions (g(l), L(l)) and (gg, Lg) such that m; = mo and A1 = Ao,
the stationary solutions are equal. In Fig. 4b, both initial conditions are Gaussian func-
tions centered at x; = 1 and xp = 3 with m| = m» and initial values L(l) and Lg are
chosen so that A1 = XA,. We indeed observe that the asymptotic profile is the same
for these two initial conditions. From numerical explorations, we believe that this is
a general behaviour of the model. For different boundary conditions, a proof of the
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(b) Comparison of two asymptotic profiles from
two different initial conditions.

(a) Comparison with stationary solution and
asymptotic profile of the numerical scheme.

Fig.4 Left: Distributions of adipocytes with respect to size, i.e. amount of lipids, starting with A = 3.5 and

1 2
initial distribution gO (x) = Cexp (— - (%) > (in dashed blue line): asymptotic profile (dotted yellow

2
line) and stationary solution (black full line) both present bimodality. Parameters of the system are given at

Table 1. Right : Asymptotic profiles g?sympl and ggsympt, fron? twp inbitiay conditions (g?, L?) and (gg, Lg)
such that m1 = my and A1 = Ap. Note that the two asymptotic distributions are superimposed

uniqueness of stationary solutions can be found in Hariz and Collet (1999). We are
unaware of a proof that would work in our case, but we think that the result should
also hold true. Moreover, up to our knowledge, no proof of the asymptotic behaviour
of the diffusive Lifshitz—Slyozov system is available for the moment, see Conlon and
Schlichting (2019) on a related but different equation.

5.2.2 Bimodality vs unimodality

Since the main aim of the model we develop and study in this paper is to represent
bimodality of the distribution on the stationary solution, we check if we effectively
find some parameter ranges for which we observe this behaviour. In particular, we
investigate the dependency with respect to A. Note that, since X is defined by expres-
sion (7), we change A by changing the initial conditions L? and g°, in the case of time
evolution of the system, or by changing the value of L5 when considering stationary
solutions.

In Fig.4a, we plot densities of adipocytes as a function of size x. It shows
the result of the scheme starting from a Gaussian initial condition gO (x)

1 (x—-3

2 < 0.5
The value of C is determined such that m 1. The stationary solution is denoted
g™ = M- in black full line - and the final result of the scheme at time ¢ = fmax
is denoted g(fmax, ) and represented in dotted yellow line. fy,x is determined such
that the relative difference between the size distribution g(#max, -) and the stationary
solution My, is less than 5 x 107>, We can observe that bimodality is obtained for
the stationary solution as well as for the asymptotic profile of the adipocyte size distri-

bution and that there is a good correspondence between the two functions. Up to some

Xmax
g% (x)dx

3.5.

2
Cexp ) plotted in dashed blue line and L° such that A

numerical error of order 10712, both the initial number of cells m = /
0

@ Springer



A Lifshitz-Slyozov type model for adipocyte... Page410f50 16

0891 & — t=0001 051
o 1=0.00161
I t=0.0215 |
L0641 1) 0.4
=] 1
g 1
s =031
g 0.4 7 g
|
=
z 0.2 -
0.2 -
0.1
0.0
0 5 10 15 0.000 0.005 0.010
x t

Fig. 5 On the left: time evolution of the size distribution with respect to size in the bimodal case; on the
right: time evolution of the external lipid concentration. We observe that the asymptotic profile coincides
with the computed stationary solution. Parameters of the system are given at Table 1
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Fig.6 On the left: distributions of adipocytes with respect to size, i.e. amount of lipids, starting with A = 7

2\ 05

of the external lipid concentration. Asymptotic profile (dotted yellow line) and stationary solution (black
full line) both present unimodality. Parameters of the system are given at Table 1 (color figure online)

—6\2
and initial distribution gO (x) = Cexp (— = (x ) (in dashed blue line). On the right: time evolution

and the initial amount of lipids A are conserved, as expected. In Fig.5, we plot the
time evolution of the solution : on the left, adipocyte density is displayed as a function
of x for various times and on the right, the evolution with respect to time of external
lipid concentration L is plotted. We observe that L tends to a stationary value and g
to a stationary profile with bimodality as expected.

Now we may investigate the behaviour of the stationary solutions and the asymptotic
profiles with respect to A. A first crucial information is that depending on A, different
types of modality can be observed. Figure 6 presents a case where the stationary solu-
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(b) Different types of modality for stationary so-
(a) o7 (N) lutions

Fig. 7 Different types of stationary solutions : on the left we plot the inverse of the function ¢ : L —
L+ fg’o xMjp (x)dx. We plot the inverse ¢>*' rather than ¢ because the value we change in the model
is A and not L3, Some points are colored according to the type of stationary solution we obtain. There
are indeed four different types of stationary solutions: left unimodal (in green), bimodal (in red), central
unimodal (in yellow) and right unimodal (in black). On the right: for each type, a stationary solution is
plotted in the same color as on the left for one value of A. Left unimodal (here for A = 0.191) corresponds
to the case where there is not enough lipids in the system and therefore all cells are of small size. Bimodal
(here for A = 3.52) is the expected behaviour of the stationary distribution with both small and large cells.
Central unimodal (here for A = 9.96) happens when the amount of lipids X is too large and most cells are
of large size. This is not observed in vivo, where we expect a little amount of small cells to remain. Right
unimodal (here for A = 14.9) happens when the total amount of lipids is very large and due to the null-flux
boundary conditions most cells are of the maximal size xmax = 15. This behaviour is not biologically
relevant (color figure online)

2

tion is unimodal, obtained with initial conditions go(x) = Cexp —% (xo 56> s
where C is choosen such that m = 1, and L° such that A = 7. We remark that L also
tends to a stationary value and densities converge towards a stationary distribution
with unimodality. Biologically, we can relate this to the fact that if the amount of
lipids in the system is higher, cells have a tendency to put into storage the maximum
amount of lipids and thus cells are bigger in average. From a mathematical point of
view, since the optima can be linked to the velocity zeros, this means that for bigger
A, two of the zeros of speed V - and therefore two optima - disappear and thus only
one zero remains giving rise to a unimodal profile.

More generally, we can investigate the profile modality with respect to the value of A
using the computation of stationary solutions. In Fig. 7 on the left, we present the type
of modality of the stationary solutions as a function of A. Left (resp. right) unimodality
is labeled in green Y (resp. in black x) when a single mode concentrated on the left
(resp. right) of the domain is observed. Central unimodal stationary solution is labeled
in yellow + when the unique mode is concentrated inside the domain. Bimodality is
labeled in red.

In Fig.7 on the right, a plot for each of the 4 types of modality is presented. We
represent the stationary solution My, with respect to x. Four different values of Ly
corresponding to various A are considered, namely Ly, = 0.05 and A = 0.191 for
the left unimodality (top left, in green), Ly = 0.075 and A = 3.52 for the bimodality
(top right, inred), Lgiae = 0.1 and & = 9.96 for the central unimodality (bottom left, in
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Fig. 8 Different stationary 1.0
solutions depending on the value (o .. e =0.05
of £. We observe that bimodality % 0841 . e =0.0833
holds for values of & small Saadt = 0117
enough. Parameters of the 5 06 1 o
system are given at Table 1 E -0 e=015

g
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Fig.9 Different stationary
solutions depending on the value e D =100
of diffusion rate D taken as = D =250
constant in space and time. S04 T N D =500
Parameters of the system are S
given at Table 1 2

g

Z

10 15

yellow) and Ly = 0.2 and A = 14.9 for the right unimodality (bottom right, in black).
For a biological interpretation, left modality is observed when the amount of lipids is
too low and thus cells are of relative small sizes. Right modality is a consequence of the
amount of lipids being too large and represents the whole cell population approaching
its maximal volume. A mathematical interpretation is given by again considering the
zeros of the velocity with an influence on the optima of the profile. Left (resp. right)
modality is reached when zeros disappear and/or go outside the domain from the left
(resp. from the right). The first mode in the bimodal case can also be localized at 0,
the smallest zero of the velocity being outside the domain (on the left).

5.2.3 Influence of € and comparison with a constant diffusion rate D

In this part, we explore the influence of parameter € on the shape of stationary solutions.
We can observe in Fig.8 that higher values of ¢ smoothen the two maxima of the
solution, as expected. For smaller values of ¢, the nadir (i.e. the local minimum between
the two maxima) gets sharper and for very small ¢ this may result numerically in taking
very small time and space steps. This is easily interpreted as the fact that when ¢ = 0,
we consider the classical Lifshitz—Slyozov system where stationary solutions are sums
of Dirac masses which is difficult to obtain numerically without a dedicated scheme.

The choice we made for the diffusion rate is supported by the convergence results
from the Becker—-Doring to Lifshitz—Syozov model and the behaviour of second order
terms. However this choice is not motivated by biological observation. Hence one
may make the assumption that the diffusion rate is constant in both time and space.
This unfortunately results in quite different results as shown in Fig.9. We point out
that to obtain bimodality some parameters need to be readjusted in this case. Hence
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Number of cells

Fig. 10 Numerical solution for the first order Lifshitz—Slyozov model (11) (in dotted blue line) compared
to the stationary solution of the Lifshitz—Slyozov diffusive model (18) (in orange plain line) with the same
parameters and same initial condition (displayed in black dashed -dotted line). The solution to the first order
Lifshitz—Slyozov model is expected to converge to a Dirac mass and is displayed for a time before reaching
the asymptotic profile (color figure online)

comparing the solutions of the system under consideration (18) and the solutions
with constant diffusion rate proves to be difficult because the behaviour of stationary
solutions is heavily dependent on the choice of parameters.

We still can make a few comments about the resulting solutions. The constant dif-
fusion rate tends to smoothen the first maximum whereas in the non-constant case, the
diffusion is relatively close to zero, leading to a sharper maximum. Our investigation
of the available data for adipose cell distribution leads us to believe that non-constant
diffusion rates have better chances of making the model fit with the data. We also
point out that in the case of constant diffusion, each type of modality, as previously
described, is obtainable.

5.2.4 Comparison with the first order model

Stationary solutions for the first order Lifshitz—Slyozov model are not so easily
computed theoretically. Nonetheless we can explore these solutions numerically as
asymptotic profiles of the solutions of system (11). For that purpose, we use a stan-
dard upwind scheme for transport equations, since the velocity is known. Figure 10
presents the result of an upwind scheme for the Lifshitz—Slyozov model with the same
initial conditions and parameters as in Fig.5. We expect singular stationary state for
the first order Lifshitz—Slyozov model. We may interpret stationary state that concen-
trates at two points as a degenerate bimodal solution. Using the same parameters as
in Fig. 5, we can see on Fig. 11 that the solution concentrates to a singular Dirac mass
and that in this case we cannot recover bimodality, unlike the case of second-order
Lifshitz—Slyozov model, see Fig. 10. We also point out that the asymptotic values of
L are different in both cases.

By changing initial conditions and the parameter B to § = 100, we can nonetheless
obtain a bimodal solution for the first order Lifshitz—Slyozov model (11) as seen in
Fig.12 on the left. However, by changing the initial condition f°, we can see on
Fig. 12 on the right that we do not obtain the same asymptotic solutions. This leads
us to believe that in the case of the first order Lifshitz—Slyozov model the asymptotic
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Fig. 11 Numerical solution for the first order Lifshitz—Slyozov model (11) with same parameters and initial
data as in Fig.5. On the left: time evolution of the size distribution with respect to size; on the right:
time evolution of the external lipid concentration. The solution to the first order Lifshitz—Slyozov model is
expected to converge to a Dirac mass and is displayed for a time before reaching the asymptotic profile
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Fig. 12 Asymptotic profiles for the first order Lifshitz—Slyozov model (11) with m = 1 and A = 2. Left:
f0 (x) = Clpax,11(x). Right: fo(x) = C1jp.5,1](x). The difference in the initial conditions leads to
different profiles. To observe bimodality the parameter 8 was changed to § = 100 in both cases

solutions depend on the initial condition g° and not only on m and A, unlike for second
order Lifshitz—Slyozov model (18).

5.2.5 The case 1 < D (0)

As explained in the remark of Sec. 4.2, for different choices of functions a and b than
those of the adipocyte model, we may find situations where lim+ d(L) =19 > 0.

In this subsection, we explore the evolution of a solution for a value of A such that
0 < A < Ag, that is to say in a case when no smooth stationary solution exists. An
example of choice fora and b is a(x) = 1 and b(x) = (x + 1)2/3 and in Fig. 13, the
function L — ®(L) is displayed in that case.
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Fig. 13 Plot of function 0.175 4
L — ®(L) witha(x) =1and
b(x) = (x + 1)2/3. In that case, 0.150 4

lim; _ 4+ ®(L) ~0.025 >0
and the existence of smooth
stationary solutions for values of
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Fig. 14 Case when a(x) = 1 and b(x) = (x + 1)2/3 and A < Xq. On the left: time evolution of the size
distribution with respect to size; on the right: time evolution of the external lipid concentration

We show in Fig. 14 the time evolution of the density profile (on the left) and of the
external lipid concentration L (on the right) computed numerically in a case where
A < Ao. We observe that, as expected, L tend to 0 asymptotically and that the adipocyte
density seems to converge towards a Dirac mass centered at 0. Numerical simulations
prove difficult because of the constraint on Af to enforce the stability of the numerical
scheme. More precisely, this constraint induces that Az should be bounded above by
L". Hence as the computation time increases, we observe that the value of L” tends
to zero, as the solution gets closer to the asymptotic profile and therefore that the time
step eventually gets smaller than machine precision. In this case, the scheme fails to
conserve both A and m.

6 Conclusion
Our work provides a new approach for looking into convergence from Becker—Doring
to Lifshitz—Slyozov, and numerical results indicating that the second order Lifshitz—

Slyozov model is better suited to model adipocyte size distribution than previous
approach relying on first order Lifshitz—Slyozov model.
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The originality of this study lies in the following points :

e a new second order Lifshitz—Slyozov model (18) for adipocyte size distribution
with a diffusion term derived from a discrete model,

e Becker—Doring and Lifshitz—Slyozov systems with an unusual velocity (46) -(5)
with three zeros and a saturation term in L, which leads to different types of
stationary solutions,

e an additional conservation law (8) with respect to classical systems, enforcing
uncommon boundary conditions, see Eq. (10) and (17),

e a new proof of convergence result from Becker-Doring solutions to Lifshitz—
Slyozov solutions, using tails of distributions, that provides an upper bound on the
speed of convergence.

e numerical results showing that bimodal distributions, as well as unimodal profiles,
can be obtained asymptotically with system (18), according to the parameters,

e numerical results exploring the influence of parameter ¢ and comparing the diffu-
sion term of system (18) with a time and space constant coefficient.

e numerical results shows that the second order system (18) provides universal
asymptotic profile that does not depend on initial condition (but only on A, m),
contrary to first order system (11).

We believe that the distribution tail approach could be further investigated to show
convergence towards the solutions to the second order Lifshitz—Slyozov equation. The
asymptotic behaviour of solutions to the second order Lifshitz—Slyozov model will be
investigated in future works.

Annex: Compactly supported solution

We look at the solutions of

0 f(t,x) + 0 (v(x, L)) f(z,x)) =0, (45a)
L(t) +/ xf(f, x)dx = A, (45b)
Ry
(v(x, L(@)) f (2, X))|x:0 =0, (45¢)
£(0,x) = fOx) and L(0) = L°, (45d)
with
v(x, L) :a(x)L+K —b(x). (46)

We show the following lemma

Lemma 6.1 Assume f° is a finite measure. Assume a and b are C' globally Lipschitz
functions, and furthermore that a is bounded and b monotonously increasing from 0
to +00. Then if O is compactly supported, the unique solution of (45) is compactly
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supported for all times, and there exists x*° such that

llgrolo/ S, ydy < (/0 fo(y)dy> Ly <xoo. 47)

Note that the assumptions on a and b are satisfied by (4)—(5).

Proof Well-posedness under smooth linearly bounded coefficients is granted, see for
instance (Collet and Goudon 2000; Calvo et al. 2021). For the control of the support
of its solution, we use the comparison principle for the tail distribution. Let K such
that a(x) < K for all x, and let define g the solution of the linear transport equation

3:8(1,x) + 0 (K — b(x))g(t, x)) =0, (48)
(K —b(x)))g(t, x)|,_, =0, (48b)
2(0,x) = f(x). (48¢)

Let F(t,x) = [° f(t, y)dy and G(t,x) = [° g(t, y)dy. Using similar calcula-
tions as in the proof of Lemma 3.6, we easily obtain

0 (G = F)(t,x) + (K = b(x))3x (G — F)(t, x)

=|al) L
_<axL+K

so that we have for all times ¢ and all x, by comparison principle (and because it holds
true at time 0),

— K) A F(t,x) >0, (49)

F(t,x) < G(t, x). (50)

The end of the proof follows by trivial calculation on the linear transport equation,
with x® = b~ 1(K). o

Data availibility The datasets generated during and/or analyzed during the current study are available from
the corresponding author on reasonable request.
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