Fluid mixtures and applications to biological
systems

Hans Wilhelm Alt and Wolfgang Alt

Abstract We apply the free energy principle to fluid systems, where the components
react with each other. As example we treat the predator-prey system and cyclic re-
actions. We deal with the polymerization of actin filaments and with the general
diffusion limit.

1 Introduction

We consider a mixture of fluids with applications as they widely occur in biology,
biophysics and biochemistry. It is assumed that for each fluid a conservation law
for the momentum is satisfied. This is true for a mixture of particle systems, where
the attraction force for molecules of the same kind is stronger that the attraction
between different species of the mixture. For example, this is the case for liquid-
solid mixtures, see Rajagopal [10, 3.3 Basic Equations].

In section 3 we consider mass and momentum balances for each component of
the mixture, each component having it’s own velocity with interaction terms be-
tween the different momentum equations. See the system (1).

Constitutive equations will be derived with the help of the entropy principle in
the version of 1. Miiller [9]. That book also contains a treatment of mixtures, but his
theory of mixtures of fluids is restricted to the non-viscous case [9, Chap. 6 (6.18),].
We insert also viscous terms in the momentum equations.

We consider the isothermal case. In this case the entropy principle becomes the
free energy inequality. We show how this leads to restrictions on the constitutive
equations and end up with an equivalent system (17), which is the basis for further
studies.
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We deal with several special topics, among them free energies depending on gra-
dients (section 6), the system for total density and fractional densities (section 9), a
contribution to quasistatic problems (section 8), which is followed by a considera-
tion of a diffusive limit (section 10). Beside this we give some particular examples
from biology (sections 5 and 7) as the Lotka-Volterra system and the polymeriza-
tion of actin filaments. There is a full theory for chemical systems, but a theory for
general biological problems goes beyond this and is new. The reason is that the non-
negativity for each reaction is a too strong assumption for the non-negativity of the
free energy production. In this paper we cannot give a full theory for all cases so
this is reserved to considerations in a future paper.

Wir mochten uns an dieser Stelle bei der DFG bedanken, die in den Sonder-
forschungsbereichen SBF123 “Stochastische Mathematische Modelle”, SFB72 “Ap-
proximation und Mathematische Optimierung”, SFB256 “Nichtlineare Partielle
Differentialgleichungen” und SFB611 “Singuldre Phianomene und Skalierung in
mathematischen Modellen” fiir eine ausgezeichnete Umgebung fiir Mathematiker
gesorgt hat. Dies hat uns das systematische Forschen auf dem Gebiet der Partiellen
Differentialgleichungen erst ermdglicht.

This paper is published by Springer in 2013 in the book of the SFB611.

2 Fluid mixtures

We consider a mixture of compressible fluids, where py, is the mass density and vy
the velocity of the ¢-th constituent. The balance laws for mass and momentum for
each fluid component o are !

9 Po +div (pava) = Ta,

. 6]
at (paVa) —I—le (paVa@Va +Ha) = ga + TaVa +fa .

This holds for each «. Here 7, are reaction terms, f, are possible external forces
and g are interaction forces. The matrix Il is the pressure tensor containing as
part the negative stress tensor, as we will see later in statement 10.

Besides these balance laws we have constitutive relations for 7y, Iy, and gq,
which couple the equations. These conditions are subject to restrictions coming from
the principle of objectivity (see the remark 7 below). So the mass production 7y is
an objective scalar, the pressure tensor I, an objective tensor, fy transform like an
external force and the coupling term g, is an objective vector.

1 Constitutive equations. Using the notation

p:(pﬁ)ﬁ’ VZ("ﬁ)ﬁv 2)

! Note: In the second equation the divergence acts on the second index of tensors.
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we assume constitutive relations for

Tou 8as HOC7

in general depending on (p,v, Vp,Dv). We do not specify fy.

In a single fluid it often happens that dependencies on the velocity drop out by
objectivity. For mixtures the situation is quite different, since differences vo, —vg, of
two velocities are objectives vectors (see [10, 4. Constitutive Equations]). Therefore
we define in accordance with [7, Chap. XI §2]

2 Barycentric velocity. A mean density and a mean velocity is defined by

p:=XaPa, V= %ZaPaVa

where « runs from 1 to N, the number of components. We define the relative veloc-
ities by
Ug i=Vg =V, 3)

and it follows that these are objective vectors (see remark 7).

3 Lemma. Obviously
Yo Paltea =0. 4)

As a consequence
DV = Y4 %Dva+Yg 54a®@Vpa. (5)

Proof. Equation (4) is a direct consequence of the definition of ¥. Computing the
derivative of (4) one obtains
0=D (Za pa“a) =Y Ua®VPa + Yo PaDua
= Laua®Vpa+ YLy PaDva —pDy
by using that uy = vy — V. a

Here we consider materials, where all velocities vy are independent variables.
Likewise v and the u, obviously with the constraint (4), are independent variables.
Summing up the equations (1) and using (4) we obtain, that these mean quantities
satisfy the total mass and total momentum balance equations

AP +div(p7) = Lo Ta,

N S (6)
9 (pv) +div (PV®V + Lo Palta@ua + Yo Ha) =Ya(8a+ Tava +fa).
We now interpret the quantities in these common equations.
4 Collective quantities. It follows that (6) is equivalent to
op+div(pv)=1,
(N
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if the production of the total mass p is
T:=YqTa
and if the pressure tensor IT for the total fluid is
IT:=Y 4 Patta®uq+ Yoy

We assume that IT is a symmetric objective tensor (the tensors IT, do not need to
be symmetric). Moreover, the momentum production terms are given by

g =Ya(Tata+8a), F:=Yqfa.

For a closed system one assumes that T and g vanish (see statement 11). To include
other systems we will proceed with arbitrary values of 7 and g, although then one
would insist to extend the system to a closed one, or to say on which closed system
the model relies.

For further considerations it is important how the total kinetic free energy is
defined. The sum of the kinetic energy of each fluid

Skin == Za%‘vaF: g|‘7|2+2a p7a|“a|2 ®)
is a basis for it, and a single kinetic energy satisfies the following evolution equation.

5 Proposition. For each o it follows from the equations in (1) that the following
identity

o (%x \va\z) +div (%x|va|2va + HoTtva)
T
=Dvgelly +vae(ga +fu)+ 705|v05|2
is satisfied.

Proof. (This is standard.) For each index & and any linear first order differential
operator L = fy0; + Y ; B;d; we compute

|Vtx|2
2

Vel

2

2
L(P% vy ?) = Lpa +vasL(Pave).

> Lpg + paveelvg = —
and for L = d; + vqeV we write the differential equations (1) as

Lpa = _padiVVa + Ta 5
L(paVa) == 7pa(diVVa)V(x - diVHa —+ (g(x + TaVa +fa)

and obtain
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Val? val?
L(%) :_‘ g‘ Lpa +vaeL(Pave)

2 2
= (% fvaova)padivva - |vg| To — Vo odivIIy +voe(ga + Tave +fa)
2 2
% ) i %
:—l ;' padlvva—dw(HaTva)+DvaoHa+vao(ga+fa)+| g‘ Tq -

This gives the result

a,(%“waﬁ) +div (”7“|va|2va +n§va)
|2

:L<%|va|2) + |v; Padivve +div (T vg)
_ ‘Voc‘z
=Dvgelly +voe(ga +fa) + Ta )

O

The equations have to be supplemented by the entropy principle, which in the
here considered isothermal case is equivalent to the free energy inequality. This
requires a definition of the (total) free energy, which as a part consists of the kinetic
free energy f*.

6 Free energy principle. The postulate is that there exist a (total) free energy [’
and a free energy flux @', such that for all solutions (p,v) of the mixture problem
the inequality

8tf[()l +div (pl()l _ gl(]f S O (9)

holds, and (f™, ¢, g'") satisfy certain constitutive relations. Among this
[ =L B valP +f ="+ (10)

where the internal free energy f is an objective scalar. The constitutive assumption
on f is a consequence of the materials considered here (see (11) and (23)), in any
case it will depend on p. For the flux we assume

(Ptm =Ya p7a|va|2"a +f‘7+ZaHoTzVa+(P7

where @ is an objective vector, which has to be determined later. The term g’ has
in accordance with objectivity the form

T
gmt = D) “7‘2 +gov+ Yy vaefy.

This contains the usual external force terms fy, but also terms containing the exter-
nal quantities 7 and g.

It is important to say, that the inequality (9) implies that

h = atflot + le (Plot _ gt()l
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has to be an objective scalar (see [1, Lemma 10.3]). That is the reason, why a term

g is necessary. The free energy f'* transforms in the same way as fX" does. This

determines the transformation formula for the flux ¢’°’, which has an unknown term
¢ and which turns out to be an objective vector. It can be written as

(pt()l = flol5 4 (Za p7a|Va|2”0! +Yo Hgva) + 0.

7 Remark on objectivity. The objectivity of the system itself can be found in [1,
Chapter 8]. In [1] an arbitrary observer transformation is given by amap Y,

H =7 N )= {xz;fﬁﬂ  XE) = QU ("),

X X

where the quantities with respect to the new observer are indicated by a star. Then
besides well known transformations of terms in the a-system (1), in particular, the
following is true. The velocity transforms like

veoY =X + Qv
the force of the a-system transforms like
faoY = py (X +20vy) + Ofy,
and the force for the global system (6) transforms like
foy = p*(X +20v") + Of*,

which is consistent with the definition of the collective f. The objectivity about the
terms in (9), which assumes (7), can be found in [1, Chapter 10]. As mentioned
above, the term g’ has to contain the not objective scalar terms

T -
S 71+ (@ + Do,

and it can be shown that the term Y, uyefy is an objective scalar. (It is not clear,
where an objective scalar should be placed, in g’ or h, one has to perform the
entropy inequality to clarify this.)

The free energy inequality reduces to the following inequality for the internal
free energy.

8 Proposition. For the free energy production 4 one computes

0>h=0f+div(fi+ o)
+Ya (Dva'na +ugego+ %Wa‘z)

for every solution of system (1).
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Proof. Summing up in Proposition 5 one obtains
9, fin 4 div (Za(%‘* [va|*ve —|—H§va))
=Y (Dva'H(x +vae(ga +1fa)+ T706|V06|2) .
Inserting this in the definition of /& gives
h= 0, f" +dive' — g
= A+ )+ div (Lo (% alva+ Thve ) + f7+9) — g
= o f +div(fi+¢)—g"”"
+ Eo (Dvaella + vas(ga +fa) + Fval?)

Since
Lo (vas(ga +1a) + % val?)
= Lo (e 7)o+ § it + 7 ) + L ol
Yo (wasta t Slual) +R.
where
R= Yo (oga+ % Quaei+ 1)) + Lo vasta
=ve)y (ga + Taua) + PP Lo % + Yo vasta
= o+ |73 + Lavaota = 8,
the assertion follows. O

It is the aim to determine the consequences of the free energy principle. For this
it is now essential, what constitutive properties f and ¢ have.

3 Exploiting the free energy inequality

In this section we make use of the assumption, that the free energy f depends on all
the densities py, and with this assumption we go into the free energy inequality 8.

9 Proposition. If the free energy is given by

f=rp), (1)

then we obtain for the free energy production
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~ fipa)VPa)

[~

h=dive +Zaf’pafa+2a”a'(8a+ %a”a‘i‘ (

+ZaDV0€'(Ha +Pa<% —f/pa)ld) .

helll

Thus the production term is written in the independent gradient terms Dvy, and Vpy,.
Proof. Since f = f((pa),) We compute, by making use of the mass conservations,

o f +div (fv) = (d +VeV)f+ fdivi

=Yooy (8,pa + V-Vpa> + fdive

= Yo fipg - (Ta = div (Pava) + 7oV pe ) + fdiv

=YaSipeTa = La fipgtta®VPa = Yo Pafip,divve + fdivy.
We plug this into the expression for /# and obtain

h=divo+Y, fip,Ta — Lo fipstasVPa

—YaPafip,divve + fdivy
+ Yo Dvaelly + ¥ g taega + Yo % ual?.

Now we use (5) to derive
divi=Y, %"‘divva +Yq %uaona ,

which gives
— Yo Patip,divvg + fdivy
=Y (p%f —paf/pa)divva +Y %uaona .

Therefore we obtain for the energy production
h=div O+Ya f/pa To — Yo f/paua.Vpa
+YglUa%8a + Xa %a |ue ‘2 +Xa %ua'vpa
+ X Dvae (Mo + (25 = pafi, )1d)
=dive+ Y4 frp, Ta

+ZaDV(x'(Ha +pa(§ —f/pa)ld) .

O
We define the specific free energy and the specific pressures by
pr=L pp=re, (12)

5) Pa
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where the specific pressure pi is defined with respect to the density py. Then we
obtain the following theorem as a consequence.

10 Theorem. Let f = f(p) and
PE = fipg— %, Hai=fipy- (13)
If in addition to assumption (11) we suppose ¢ =0 and

Iy =peld—Se, pa=Paba
T, s (14)
8a =P VPa — Taua +g{xr —Pag”’,

where the objective quantities Sy, T, g'gr, and g7 are arbitrary constitutive func-
tions, then for solutions of (1) the free energy production / reads

0>h=—YyDvaeSe+ Yo Talla +¥qgh ety . (15)

We also have the identity

flpai

i

and therefore
Sp __ = pSp
Pa *p'f’pa' (16)
The friction terms g{; are those terms of the interactive force, which contribute to
the free energy production. The vector field g*7, which is independent of ¢, is due
to the constraint (4) and contributes to the external term g and to the differential
equations, see the statements 12 and 13.

Proof. This follows immediately from statement 9, where one has to take into ac-
count the constraint (4) for the relative velocities u. O

11 Remark (External quantities). Define
g—fr =Y ggtr-

Then

T ZOCTO(’
§=Ya Fua+p(VFfP—g?)+g".

Note: The external terms T and g vanish for a completely closed model as mentioned
in section 2, see statement 13 below.

Proof. From (14) we obtain

T )
8o+ Tallqg = 7(1”06 +pf§chpa +g£cr —Pag’?,
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hence

g=Yo %o+ Lo(PdVPa—pPag”)+3"
and from (16)

Yo(re VP —Pag”) =LaPfiy VPa— (LaPa)g” =p(V 7 —g").

We summarize:
12 Conclusion. Under the assumptions of Theorem 10, the mixture system (1) is
equivalent to
0ipo + div (Pave) = Ta s
Pa (azva+(Voc'V)Va) (17)
=divSy —pa(Vpy +8"7) — %aua +gl +fo

for all o.. The free energy inequality (15) is satisfied.

Proof. With the assumptions in 10 the momentum law in (1) becomes

0 (Pave) +div(peva@ve + peld — Sq)
= TaVa +8a +1a
V+vg

2 + p‘g’Vpa —pag’? + gér +fo,

= T(X
or if we use the mass equation in (1)

Do ((Zva + (vaoV)va) +div (peld—Sq)

=gat+1fq
T \
= —Taua +PEVPo— Pag’” + gl +fa,
or equivalently
Pa (ana + (Va'v)va)

=divSy — Vpg +ga +1q
. T r

= leSa —|—pfxpra - Vpa - poggsl7 - ?aua +g£ +f06
. T

= divSy —pa(VPY +§7) — St g+,

Here we have used the fact that

Vpa =V(paprd) = pPaVra +pa Voo -
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The additional term g*” can be chosen so, that g = 0.
13 Consequence. Itis g =0, if we choose g*7 as
¢ = Yo Tatta+ VP + 13"
2p p
This follows immediately from the representation in 11. With this assumption we

obtain the following theorem.

14 Theorem. Under the assumptions of theorem 10 and if g*” is chosen as in 13,
the system (1) is equivalent to
9,Po +div (Pava) = Ta,
Pa (atsz + (Va‘V)Va)
fr  Pa =fr

) 1
=divSy — pa VUl — (54—%)70:“01 + 8o — Fg +fo

for all . Here pg := fi,, are the chemical potentials.

If one chooses the g&r with /7 = 0, the g/ term in the momentum equation van-
ishes.

Proof. Ttis pif + f* = fi pe = Mo With this the assertion follows from the previous
statement 12. O

The easiest way to verify that the free energy inequality (15) is satisfied is to
assume that all three components of the free energy production have a sign. (We
remark, that in [2, §4] a different splitting is used.) This is the case in the following

15 Lemma. Denote u = (Ug), and u := (ug) . If

Se = Sa(p, (Dv)5) := Y5 (aap(Dvg)S +byp - div(vg)-1d),
T =Talp.H), 84 =gl (p.u).

with
agp = agp(p), bap = bep(p) positiv semidefinite in (e, ),

TpHptp(p i) <O, Lpugegh (p,u) <0,
then the free energy inequality (15) is satisfied.

4 Remark on pressure

If we change in the equations (1)

Iy = M1 + weld, go = g% +Vay, (18)
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the differential equations stay the same, since div (wgId) = V@y. This would only
transfer a part of the pressure to the right side of the equations. Exactly this happens,
if one chooses in the proof of the free energy inequality a nonzero term

¢ =Yy Oqlia
(compare [9, (6.52)4]). If we define
D =Yq 0
then, using the representation (5),
div @ = ugeVy + Duge(@yId)

~ 0] ~ 0]
=ugo(Vg — EVPQ) +Dvge((0y — Epa)ld)
= ugeV®y +Dvge(wyld) if Wy = Oy — %pa,

since (4) holds. If we would use this in the computation of section 3 we would get
the new terms in (18). We remark, that then

Q=)o Wqlg With } o 0g =0.

S Examples

We describe three examples, the first is a gradient flow, for which the 7, are propor-
tional to Uy, the second is the predator-prey system, for which the 7, are partially
orthogonal to Ly, and the last one is a cyclic reaction with an intermediate state of
To. In all cases the sum of the 7, values are 0 and the free energy inequality (see 15)

YoTalla <0 where U= fiy (p) (19)

is satisfied. Besides this we assume, for simplicity, that the relative velocities u, are
all 0, and that the fluid as a whole is incompressible or, is a rigid body. Then the
mass equations reduce to

Po = Ta,

where = d, ¥ + VeV for functions y. The following considerations generalize to
the general case of system (1).

16 Gradient flow. For given free energy function f consider the gradient flow
system

Po = —Ala,
where A = A(p) > 0. Then inequality (19) is satisfied. In this case the sum of the
reaction terms does not need to be zero.
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In the literature you will find a system consisting of the second and third equation
below, the classical Lotka-Volterra system. We refer to [8, Chap. 6] and [Wikipedia:
Lotka-Volterra equation].

17 Lotka-Volterra system. For the predator-prey model we let x > 0 be the number
of prey and y > 0 the number of predator and consider the system

b=—Ax,
x=x-(a—PBy),
y=-y-(y—46x),
Z="1xy,
d=xy.

The additional variables are a quantity b proportional to birth of prey, d proportional
to death of predator, and z proportional to interactions between predator and prey.
This system satisfies the inequality (19), which reduces to

eAx+Cxy+&Enxy >0,

if the free energy is given by

fEf(bvxvyazvd) = —ylogx—alogy—&-&c—&-ﬁy—&-eb— Cd_€Z7

which is a convex function for constants y > 0 and ¢ > 0. The inequality (19) holds,
if in addition the constants €, {, 17, A, k and & satisfy eA >0, {x > 0,and En > 0.
The remaining quantities  and & are positive because of biological reasons.

The variables transform into (bio)mass densities by p, = bmy, px = x1my, py =
ymy, pg = dmy, p, = zm; with positive mass constants satisfying

am m

A= Ty

mp mq
Bmy,— omy
n=——,

my

)

(20)

which implies that the sum of the mass production terms are 0. The parameter 7 is
positive if and only if biomass is lost during transfer from prey to predator.

Proof. Ttis f = —logK +¢&b— {d — &z with

xTy%

K=K(xy) = o re—By
and one computes for solutions of the system that K = 0, that is, this convex part
of f is constant for solutions, and moreover, we see that solutions rotate around the
equilibrium

Y a
S’ y= B

X =
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This is the basis for the entire result: For the mass densities the system is

~

Py =Tp =mpTy, = —Ax,
px:Tx:mxT)/m r;:x-(oz—ﬁy),
Py:Ty:myT)lm ‘L';:—y~(}/—5x)7
pZ:TZ:mZTz/v T, ‘= Nxy,
Pa=Ta=mgTy, Ty:=Ky,

Sy

~

and, using the identities (20), that is

Bmy=6my+nm;, Amp=o0mc, Kmg=ymy,

we obtain
Tp = —Ip, Ip.= ;Lmbx,
T =Tp Ty, Tyi=cxy, c:=fmy,
nm;
Ty=—-T;+(l—-0)ry,, o= —

T, =0ry, (0c=nm, (1—0)c=7m,)
T4 =TY4, Tq:.:=Kmgy,

hence T = 0. Then one easily computes
ot Ty = é (TKr, +TKs)
= —%(XKIX—}—)}K/),) = —%K =0,
and therefore

L5 TpHp = Thfip+ Tofre+ T fy + T+ Thf
=T fi+Tfr,+ Tyfrg = —€Ax— {ky—Enxy <0.

ey

O

As a last example we consider cyclic reactions, which are important cases and

often the basis for biological processes.

18 Cyclic processes.
Ppoa=1tqfora=1,...,N,

To = Na+1Pa+1 — NaPa

(22)

with cyclic repetition, py+1 := p1, Ny+1 := 7N1. Here 1, are positive constants. This

system satisfies the inequality (19), if

F=7p)=fo(p)+b(p) Lo NaPiy

with positive functions b(p) > 0.
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The stationary solutions are values p® = {p9; a} with
0 0_.,0
Na+1Pg+1 = NaPo = 1" -

This p® € IR is a unique point, if the value of p® is considered to be given. For
general solutions p is rotating around the stationary line and converging to a value
pY, what can be seen from the free energy. We mention that the sum in the free
energy can be written as

Yo NaPg = LaNa(Pa—pa)* +21°p — LaNa(pg)*
Moreover, we again obtain overall mass conservation, that is T = 0.

Proof. If f = f(p,p), the derivative with respect to p has no effect, since the total
mass production is zero. Therefore is is enough to consider a free energy

1
f=rflp)= EZabapgu

so that
Ha = frp, (P) =baPa -

Then, with by, = naZa and assuming Ea >0,

Yo Tabla = Yo(Mat1Pat1 — NaPa)baPa
=Y (ba na+1pa+1) NaPo) —ba(Napa)?)

- Za ‘stx—&-léa ‘soc

where &y := Nopa\/ba. Letting

ba
Co = =
bo+1

and using Eq &gt < 3(E2+E2. ), thisis

Yo (Cocéowléa - ‘:gc) <Ya (%xééﬂ + %xéo% - éé)
Za(co‘z’l —1—%"— )‘ﬁé:Oifcazl,

that is o
b = ba = ba+1 > O fOI‘ all o,

or ba = T'ab O
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6 Handling gradient terms

It is often necessary, to consider a gradient dependence of the free energy. For a
biological application see for example [6]. In general we consider f to depend on
all densities p, and density derivatives Vp, that is

f=1p,Vp). (23)

In particular situations f usually depends only on the gradient of one species or on
the gradient of a fraction. Both are special cases of (23). In analogy to section 3 we
state a version of 10, but now with the following chemical potentials

1)
g = % = frpn —div (Frup, ). (24)

and the following generalization of the specific pressures

Sp . 5f f 1

S,

_-9f
_p5p

V4
d+YpVPp@ Ly,

o

with f = pf*” as usual. (If f does not depend on the gradients, the matrix Py’ will
reduce to py'1d.) With these definitions the following holds

19 Proposition. If the free energy is given by (23) then we obtain for the free energy
production

h=div (@ +Eabafvp, )
+ Fo Tabta + Lo o (80 + Fita— P Vpa)
+EoDvas (T~ paPl)
Proof. The proof follows the one of 9, but now we have to use the identity
(9jPa) = (0, +7eV)d;pa = djpa — (9;7)sVPa,

hence for z € IR"” .
(Vpg)ez = (VPy)ez—Die(Vpy®7). (26)

We therefore compute
O f +div (f¥) = f + fdive
=Y fipuPa+ Lo frvpe®(VPa) + fdivD
= Ya(fipuPa+ fivp,sVPa) + Die( f1d—~ Eo Voui frvp, )

= div (LaPafvp, ) + La o -Pa-+Die( /14— Eo Vpu® vy, )
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and
Ya 567]; “Pa =YL Ha- (Ta —div(pava) + 17°Vpa)
=Y o HaTa — Lo Hatta®VPa — LgDvae(pPatiald).
We plug this into the expression for 4 in 8 and obtain
0>h =0 f+div(fi+¢)
+ZO{ (DVa.Ha + Uge8a + 7701 ‘Ma |2)
—div (@ + Lo Pafvp, ) + Lo HaTa
+Yala%8a+ Ly %ZWO(‘Z +R

with
R = ~ Lo HattgsVpa+Dis(f1d— Lo VPai frvp, )

+ Yo Dvae(ITy — pobield).
Using formula (5) for Dv this equation for R becomes
R = La(ta®Vpa)e( — pald+ 4 (f1d - X Vps@ fivy, ) )
+ EoDvae (Tla — pattald+ 2 (f1d — T Vpg fivp, ) )
= Yo (a®VPa)oP + ¥ o Dvae(Ily — paPil)
and (ug@Vpg)oPy = uge(Py'Vpy).
Then we obtain the following version of 10 as a consequence.
20 Theorem. Let
f=1P:Vp), ¢:=—YaPafvp,-

Suppose that
Iy =P ld—Sg, Py=paP .

T
8a =Pl Vpo— Tautx +g5f —pag”,
then for solutions of (1) the free energy production % reads

0>h=—YyDveeSe+ Yo Talla + Lo gh ety .

17

e

(28)

(29)

The result is the same as in section 3, where only the scalar p, is replaced by the
matrix Py. It follows directly from 19, where now in the free energy inequality the
new chemical potentials i, from (24) are used. We remark that also now the term

P,/ Vg, in the momentum equation cancels since

div (paPe’) = Po’ Vo + Padiv Py .
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We summarize:

21 Conclusion. Under the above assumptions the mixture system (1) is

9,po +div (pava) = Ta,
pa (alVa =+ (Va.V)Va)

T
=divSy — po(divPy) +g7) — %ua + gl 1y

for all o.. The free energy inequality (29) is satisfied.

Again a statement like 14 holds, if in the momentum equation one considers the
term pg (div Py + Vf5P).
We now go back to the standard case pj .

7 Polymerization of actin filaments

We consider a four component system, a reactive polymer-solvent mixture. The
mass densities are p,, for actin monomers, p, for polymerized actin filaments, p.
for cross-linked actin filaments, and the mass density p, for the solvent. We con-
sider the following conservation laws

0ipe +div (peve) = 10 1= —1¢,
0Py +div(pavy) = T, :=T.— 1,

30
01Pm +div (Pmvm) = T i =14, (30)
d,ps +div (psvs) = 7,:=0.
Here the reactions are given by
Iy = Aa(p) (nupa - me> )
_ . G
re= /’LL(P) (Tlcpc XKQ +p3) )

where 7,4, N, X, V, and K are assumed to be positive and constant, and A, and A,
are positive functions. Obviously the sum of the mass productions

T= Za:m,a,c,s T = 0.

The following theorem shows the existence of a free energy. We emphasize, that
there might by a different free energy also satisfying the free energy inequality. It is
important for the dynamics of the system which free energy one chooses.

22 Theorem. With p = (P, Pa, Pc, Ps) @ possible free energy is defined by

_ e

F(p) = 2 P2+ X Wi (Pm) + XV, (Pa) + f5(p5)



Fluid mixtures and applications to biological systems

where VK, = 19K, and
Wk (z) = z— Karctan (%) forz€R.
The function f; is an arbitrary (convex) function. Then

Yp Tpktp < 0.

Therefore this part of the free energy inequality is satisfied (compare 15).

Proof. Ttis
1 22
= 1 —_ =
therefore we obtain
He = NePe s
2
p
Ha = XK[% jpg
2
PRV B (G.pn)
m — - .
KntPi K2+ (Lpm)’

We therefore compute

Zﬁzc,a,m,s Tglg = Tele + Talla + Timfm

= —TIcU¢ + (rc - ra)lvlu + oy =T¢ - (,ua - ,uL) +r,- (,um - ,ua) 5

and obtain

—TIc- (.ua - .uc)

p2 )220’

= )Lc(p) ' (nCpC_XK2+pa2

—Tg- (“m - lJa)

\%
:)va ak \———Pm—Pa -
(P)Nax (naP P, )(K3+(,;;pm)2 K2+ p2

This shows the result.

V5 )2 2
(napm) pa )ZO

19

(32)

a

One can also define a different free energy by applying a given monotone function
to the definitions of the chemical potentials in (32). There is another point to be
mentioned. The proof above shows that each reaction, r, and r,, give a nonpositive
contribution to the free energy production as it is common in chemical processes.
But this is in contrast to the proof of 17 and 18, indicating that the situation in

biological processes generally is more complex.
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8 The quasistatic Problem

The momentum equation of the a-component contains the term I, under the di-
vergence and the term g on the right side. By (14) these two terms have the repre-

sentation
Iy = Ptxl’yld —Sa,

S (33)
8a = Pfxpvpa —Pag’’ — Taua +g£f-
It has been shown in the previous sections that system (1) is equivalent to
atpa +diV (paV(x) = Tq B
pa(a,va + (VO,OV)VOC) =divS, (34)
' T
—pa(Vra +87)— fua N

We suppose that the terms on the right side of these equations have the property in
15 which is the free energy inequality

0> h=—YuDvgeSq+ Yo Talla + LYo gl it -

In biological systems one often has the situation that some of the terms in the dif-
ferential equation have large coefficients compared to the others, for example

o the stress tensor and the pressure and the friction.

o the pressure and the friction (see section 10).

e the pressure and the friction and the external force (for example in a rotating
cylinder).

In the first case, for example as € \, 0,

f Sr

S'Sea*)SOCa e'fé‘*)fv g'g&'(;%g(x7

then it follows also that £ - peq — po (from (13)) and € - gf — g*7 (at least for
closed systems), whereas the other coefficients stay bounded and have a limit. The
solutions (pg,ve) of the e-problem satisfying the system (1)

0,Pea +div (Peavea) = Tea s
8t<PsaV£a) +div (PeaVsa Qveq + Hea)
= gea + TeaVea +Leq

converge in the limit (pg,ve) — (p,v) and satisfy a reduced problem

9P +div (pava) = Ta,

35
divIl, = gq (33)
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for all a. Alternatively, the equivalent system in 12 for (pg,ve) leads to the reduced
problem for the limit (p,v)

0,Pa +div(pava) = Ta,

(36)
0=divSyq — pa (VP +¢°7) —|—g£f.
One also has in the limit
g=p(Vfr—gr)+g" (37)

In addition one has to consider the limit in the free energy inequality. From the
inequality

0> €he ==Y 4 Dveao(€Sea) + Lo Tea(Elea) + Lo (Eggtr)c)‘“ea

one obtains, that the limit ek, — h'ed exists with

0> 1 = — ¥, DvgeSe + Yo Tatla + Lo g ot - (38)

In this connection we refer to [4] where a limit entropy inequality is considered.
In [5] the second author treats a functional, whose first variation with respect to
v are the quasistatic momentum equations.

23 The quasistatic functional. Consider a function J = J(p,v,Vp,Dv) which sat-
isfies

oJ
~— =divlly — ga, (39)
Svy

where 5% :=Jn,, —divJp,,, which requires some assumptions on Il and gq.

Concerning the dependence on (Dv)s, the free energy inequality in the form of 15
is equivalent to the convexity of J in (Dv)>.
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9 Fractional densities

Often in mixture models one is confronted with the fractional densities

Pa P

ea:: P ——
P pittpn

(40)

Then instead of the variables (py ), one can use as new variables (P, (6y), ), where
one has the side condition

Yuba=1. “4n
For the mass equations it holds that
24 Lemma. The N mass equations in (1) are equivalent to
op+div(pv) =T,
péa +le (peaua) = Ta — eaf fOI‘ all OC,

where V := d; ¥ + VeV for any function . These again are N independent equa-
tions, the sum of the a-equations is 0.

Proof. One obtains the new equations, if one subtracts from the old one 6, times
the equation for the sum. Thus

Ta — 0T
= 0ipa — 0001 +div (Pave) — Badiv (PV)
=0,(pOy) — 0qdp +div(pOy(ve —V)) + preVOy
=P0,0g +div(pOyuy)+ preVOy.

Because of (41) and (4) the sum of these equations is equal to zero. O

One could use the same procedure for the momentum equations. We will do this
here for the quasistatic case, that is, for system div Iy = g4 in (35). We obtain

25 Theorem. In the quasistatic regime the equations (35) are equivalent to the
equations in 24 and

divil=3,
div (IMy — 8o IT) = go — 0q g — [TV Oy, for all .
Here the equations (43) and (44) are satisfied, and it holds that
My = papeld —Sq,
8o = PYVPu—Pag” +l -

A different equivalent version is
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div§ =Vp—p(VFr—g?)—g",
div(Se — 80:5) = pOa (Vite — X 05 Vi) — (g — 0ag’") — SV,
for all o. The sum of the ¢-equations is zero.
Here we mention, that the following identity for the entire pressure
pPYpbpVug=Vp
holds, if f is a function of p alone.
Proof. The procedure for the momentum equation says
8o — 08 =divIly — 0,divIT,

where now .
M=Y,Iy, g§=Yu8a-

With this
div Iy — O div I = div (ITy, — 6, 1T) + IV, .

Hence the equation becomes
div ([T, — 0 I1) = go — 008 — 1V Oy, .
Since IT = pId — S and
g=p(Vfr—g")+3". p=LaPara
we can write this equation also as
—div (Sq — 645)
=ga — 008+ SV 0y —div (pgpy 1d) + 4 div (pId)
= PEVPa—pug” +84
=00 )5 P;;pvpﬁ +POug’ — 028"
—V(para)+0aVp+SVq
= —paVp¥ +6a X ppVpy + 8l —0ug'" +5V6q
= —p0u(Vpd —Lp 6pVpy) +85 — 0ag” +5V6q.
Since py = U — f°F we can replace

Vo —LpOpVpg = Via—Yp05Vig.

23

(42)

(43)

(44)

The equation div IT = g becomes 0 = div§+ g — Vp and in the quasistatic case g is

given by (37).

O
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10 Diffusion limit

Usual biochemical and cell-biological situations are characterized by a relatively
low Reynolds number and relatively high friction, so that the quasi-steady-state
hypothesis can be assumed (see section 8). Then the corresponding force balance
equations yield a generalized system of Darcy type equations, see (49). To derive
this we assume the following form of friction forces

gy = — Y Yaptp, Yop =Yap(P), 45)

where the ¥, are called friction coefficients. Also the free energy f is relatively
high, and we assume that there is no mass exchange, that is 7, = 0, and no viscosity,
that is Sq = 0. Then the system (36) with g7 as in statement 13 is equivalent to

0ipg + div (pa ¥+ patie) =0,

r s 46
PaVie = 854 - %xgp (46)

for all a. The free energy inequality (38) reduces to
0> 1 = Yo gl ot = — Lo Yapligeiia (@7)

and this is satisfied, if (%‘ﬁ)a 5 is positive semidefinite. If

Yop Yapup =0, (48)
that is, g/ = 0, the system (46) is

9 po +div (pe ¥ + patte) =0,

(49)
—PaVla =X YapUp -

These equations are of Darcy’s type. Eventually this can be used to compute the
relative velocities uy explicitly, so that by substitution into the mass equations one
obtains a system of diffusion equations. This procedure can be used to derive from
the general system (1) a single momentum equation for ¥ and diffusion equations for
the ar-components containing the velocity, see (49). The equation (48) is satisfied
for the following

26 Example. Choose the following form of friction forces

gér = —YPalta — Yp+a ?aBPaPﬁ (ug —up) (50)

with a nonnegative friction coefficient 7 and nonnegative drag coefficients 7, p being
symmetric in @ and 8. Then g{xr has the properties (47) and (48).

Proof. The property (47) follows from
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Ya g{;ma = VY Palual® - %Zﬁ#a %cﬁpapmua - “ﬁ|2-
O

For example, such friction forces could appear for a mixture of polymers in a sol-
vent.

11 Polymer mixtures including gradients

Consider general mixtures of polymers being of a similar type but attaining different
configuration states. In [2] we have treated a biophysical two-component system of
lipid monolayers in lung alveoli. They can consist of ordered lipid clusters, but the
lipids can also be in a diffusive unordered phase. In such a model the free energy
would typically be a function of the volume fractions of the mixture components,
see section 9, and on the partial gradients

VO, =V (l:_)a) =Y5(PsVPa—pPaVpp)

For more details compare [11, Section 3]. Then the free energy is of the general type
as in (23), namely

f=1(p,Vp)=f(p,6,V0).
Using section 6 for this free energy, we derive the balance equations in 21 and in the
quasistatic case the system (42). However in [2] this free energy was considered in
a one momentum system. Section 10 leads to a connection of these two approaches.

12 Conclusion

We have considered a mixture of fluids in the isothermal case, for which we suc-
cessfully developed a theory based on the free energy inequality. Also a theory with
gradients has been presented, but its comparison with various biological problems,
see [6], have still to be studied. In principle the dependence of the free energy on
other quantities are possible.

The theory has been applied to several biological problems, and it turns out
that the complexity of biological systems goes beyond the well-known methods
for chemical reactions. In biological problems the free energy inequality comprises
several reaction terms as the example of Lotka-Volterra system shows (there K = 0
and K contains two reaction terms).

The diffusion limit in section 10 has opened a possibility to approximate the sys-
tem by diffusion equations plus a single momentum equation. We hope to come back
to this point in a forthcoming paper, where the single momentum approximation for
general solutions of system (1) will be studied.
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