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Abstract

In this paper, we study the well-posedness in scales of Hilbert spaces E*,a € R de-
fined by the non-coupled system partial differential operator of a chemotaxis model of
aggregation of microglia in Alzheimer’s disease for a perturbated analytic semigroup,
which decays exponentially in the large time asymptotic dynamics of the problem to
a finite dimensional set K ¢ R? of the spatial average solutions. Uniform bounds in
Qx(0,T) of solutions and gradient solutions to the system of equations are proved.
Thus via a bootstrap argument solutions to the problem are shown to be classical solu-
tions. Furthermore, under natural conditions on the coupled elliptic system quasilinear
differential operator, we prove the existence of a fundamental solution or evolution
operator for the model equations in cited function spaces. In conclusion numerical
simulation results are provided.
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1 Introduction

In this paper, we study the well posedness and asymptotic global dynamics of the following
chemotaxis system of equations modelling the aggregation of microglia in Alzheimer’s
disease

U+AU = PwU (.1
UO) = Uye FPXEYXE',B<y<B+1, '
where U = (u,v,w)" with components holding the following meaning
u := cell density of activated microglia,
v := chemical concentrations of attractant,
w = chemical concentrations of repellent,
-d1A 0 0
A = 0 —dzA + Ay 0 ,
0 0 —d3A+ A3
(1.2)
—Div(ud(Vv, Vw))
PwU = aru , d(Vv,Vw) = xoVv—y3Vw,
asu

ofdi,Aj,aj,x; € R*\{0},i=1,2,3=j# 1 all different constants with biophysical importance
of the following,

d; := motility coefficient,
d; := diffusion coeflicients,
X2 := chemotactic coefficient towards attractant,

X3 := chemotactic coefficient away from repellent,

&
~.
i

rates of decay of chemicals, and

rates of production of chemicals.

IS
<
I

Let Q be a smooth open and bounded subset of R with boundary dQ = I'. We consider as
domain D(A) for the operator A in (1.2) given by

4|
D(A) := { 22
23

where 77 denotes the unit normal vector pointing outwards of I'. Still in (1.2), P(u)U
is a linearly coupled vector function, with the first entry featuring a divergence-0 operator
acting on a vector field d of concentrations of chemicals, while in the second and third
components productive effects on activated microglia cells. At this point we point out that
related systems of equations from biomedical chemotaxis have been previously studied
from a mathematical view point by many authors [8, 10, 16, 18, 19, 21, 36, 26, 42, 43, 44,
45] among others.

e HX(Q):

d10571 }
dy0:72 =0 on I}y, (1.3)
d30;73
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Getting back to the system of equations (1.1)-(1.2) we note that neither proliferation,
nor death of cells has been considered. Also, we note that the decay of chemicals follows
a simple linear kinetic representing either an uptake by surrounding tissue, or deactivation
by some other mechanism. The production of chemicals is taken to be proportional to the
density of chemotactic cells. This represents in a non both exclusive manner a constant
rate of secretion by the cells or indirect production by other cell types in response to local
effects of the motile cells e.g. microglial IL-18 enhances the processing and production of
amyloid by neuronal tissue. The system of equations (1.1)-(1.2) see [13, 16, 20, 31, 32, 36]
and other references therein cited is a chemo-attraction and repulsion model of aggregation
of microlgia in Alzheimer’ s disease (AD for abbreviation).

This disease is characterized by a progressive decline of cognitive and mental function
that eventually leads one to death. It is known that the brain of Alzheimer’s disease sufferers
develop abnormal foci called senile plaques i.e. lesions composed of extracellar deposits
of the f— amyloid protein, degenerating neurons and other nonneuronal cells called glia.
Amyloid plaques are the major markers of Alzheimer’s disease. According to the amy-
loid cascade hypothesis initial stages of Alzheimer’s disease include local accumulation of
soluble S— amyloid protein with levels correlating with severity of the disease. This leads
to local deposits called diffuse plaques that over time build up to form relatively insoluble
dense plaques which from the view point of other researchers is believed to be the main
cause of the pathology with resultant stress and death of neurons in the central nervous
system. Alzheimer’s disease is known to be associated with inflammation involving cells
called microglia and astrocytes. Following activation, these glial nonneuronal cells prolif-
erate and migrate chemotactically to sites of injury where they secrete a host of chemicals
including cytokines. The paper by M. Lucas et al has treated the role of microglia early in
the development of diffusive senile plaques though astrocytes were also implicated in the
later stages. On more and most recent biomedical results relating to Alzheimer’s disease
see [13, 20, 31, 32, 33] and other references therein these given.

Before giving the organization of this paper, it is worthwhile noting that in space di-
mensions of Q c RN, N =2 it is well known [10, 42] that the solution to the equations in u, v
only of (1.1)-(1.2) blow-up in a finite time if |, uo > 8”;;;“2 and if [, uolx— xo* < 1is suffi-
ciently small with x¢ € Q. In [36] relating to the system of equations as given in (1.1)-(1.2)
in Q c RV, N =2, with A, = 13, if attraction dominates repulsion i.e. if azy3 —azy2 <0 and
if fg up > —Z then the solution U to the model system of equations blow- up again in

: . x2—asys
a finite time.

In this paper, we prove in twofolds that the model system of equations (1.1)-(1.2) par-
tial differential operator is an infinitesimal generator of an analytic semigroup acting on
Uo € Zs—p+2y = EP x EY x EY where E®,« € R are scales of Banach spaces in L>(Q) defined
by the operator in (1.2). In this context Section 2 gives some preliminaries. In Section 3,
we prove the system model equations (1.1)-(1.2) defines a perturbed analytic semigroup to
the semigroup generated by the operator —A using from [9, 17, 24, 22, 29] abstract semi-
group theory results for semilinear evolution equations. Section 4, is devoted to proving
the existence of a priori uniform bounds in QX (0, T) of solutions and gradient solutions to
the problem. It concludes using a bootstrap argument in proving that the solutions to the
problem are classical solutions.

In Section 5, we revisit the complete system of equations coupled partial differential
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operator (i.e. in (1.1) we consider the contribution of the term P(u)U of (1.2) appearing
in the left hand side of the equations) to prove that it is an infinitesimal generator of a
fundamental solution operator in scales of spaces Zs,6 € R* in as given by quasilinear partial
differential operators. Since we are considering positive time, the results agree with and are
much finer to those of Section 3. An immediate consequence, of our results is that the
large time asymptotic dynamics of the system of equations (1.1)-(1.2) are well-defined and
captured by a subset K in R? of spatial average solutions. This conclusion coincides with
other well known results [18, 44, 34, 35, 36] related to the minimal chemotaxis model
or Keller-Segel chemotactic problem. In Section 6, we give a much simplified coupled
system of equations to (1.1)-(1.2) in which the Div operator in P(#)U is independent of u,
an assumption equivalent to studying of the problem (1.1)-(1.2) in case of when a priori
uniform boundedness of the solution component u in QX (0,7) is known. Furthermore,
given that solutions to the simplified problem are classical solutions results relating to the
original problem can be obtained via maximum principle arguments.

In appreciation, it should be highlighted that the results of this paper imply nonlinear
diffusion, proliferation and death of cells can be incorporated into the system of equations.
A proposition which agrees with the study given in [20], we suppose also that this citation
is among others. In Section 7, to visualize the aggregation of microglia as in the model
equations, we numerically simulate the equations using a Gradient Weighted Moving Fi-
nite Element method. For the simulations shown in this paper we use the code developed
in [39] using a set of model parameters found in [16], where the parameters used there
are calculated from dimensional values found in Biology, Immunology and Neuroscience
publications referenced therein. In Section 8 we discuss the results of the numerical simu-
lations.

Lastly, we point out that throughout the paper we work in a slightly general setup i.e.
without loss of particularity we do not immediately assume positivity of the initial data to
the system of equations, which naturally imply positivity of the solutions. If positivity of
solutions is assumed note that most of the calculations in Section 4 are very much simplified
and are relatively easier.

2 Preliminaries

Now for a brief review of the functional setting. To this end, clearly by Lax-Milgram’s
Theorem [5, 14, 23, 40], A in (1.2) is a maximal monotone, self adjoint, sectorial operator
in L2(Q) with spectrum

3
(A =|_Jo(=did+ ) = {tn = pa(d;, A);n €N} CRF, 21 = 0 2.1)
i=1

where d;, A; are sufficiently large (see Table 2 in Section 7), such that
O<uyy < <...<u, /"o as n /oo, and 0 € o(A). 2.2)

As pu € o(A) if for some i =1,2,3 = j# 1, u € o(~=d;A + A;) we can choose associated
eigenfunctions
On=¢n-&, where {&:i=1,23}cR? (2.3)
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is a canonic basis of R3, orthonormal in L?(Q2) and a Hilbert basis of this function space.

Thus, by [2, 9, 24, 22, 27] the scales of Banach spaces E%,a € R are well defined. Note
that the spaces E%,a € R~ define the dual spaces of the scales of spaces E*,«@ € R*, and in
equivalent of norms we can identify the spaces

E'=DA), EY?=HY(Q) and E°=L*Q), E'?=H'(Q.
In general, E® = H**(Q) and Sobolev type space embeddings [1, 4, 5, 12,9, 22, 24],

< o ifN=1
E°cl'(Q) < r < o0 if N=2  are satisfied. 2.4)
< A ifN23
Also E2 c CYQ), 60€(0,1) = 2a- % > 0. (2.5)
In addition, it holds
for any @,B € R if @ > 3, then E* C EP (2.6)

continuously, densely, compactly if & > 5, and constant of the inclusions i, g := ,uf_a. Fur-
thermore, if @, € R and 0 € [0, 1], then for every u € E7, y = max{a,} we have

e+ 1-ep < Nualllaally ™ 2.7)

Next, for every a,& € R, A° : E*** — E® is a surjective isometry with (A®)! = A
Moreover, for every a,f,y € R, AYAP = A**F as operators between the spaces EY*7 and
E”. In particular, for every ¢ € R we can define the 6— product

<< UV >>gi= Z,uﬁunvn (2.8)

n=1

for every e € R, u € E®%,v € E®. Clearly, if @ +p+2y = 6, then for every u € E**” and
ve EPY,
<< U, >>5= (A% u, Av),
and the O— product describes all the dualities between the E* spaces, while the — describes
. [ . . .
among others the scalar product in £2. Occasionally, we will use the notation

Z(S = Ea/+ﬁ+27 — Ea/+y XEﬁ+y = E%x Eﬁ XEZY.

If there is no confusion caused we will simply write ¢ € E* with understanding that Vg €
E®% whenever its derivatives are involved.

It follows as well from [2, 9, 24, 22, 29], that the operator —A is an infinitesimal gener-
ator of an analytic semigroup

(s@)=e":1eR"\(0}) (2.9)
in the spaces E%,a € R, such that if @g,a; € R, S(¢) : E** — E®! it satisfies that
e M| if ay < ayg

_c_ <
mom - fori<io } if a1 > ao, (2.10)

S(t <
IS ( )”ao,al { |/11|‘“_“0€_/“t for ¢ > 1
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where C = C(B-a), C(0) = 07¢™7, and 1y = fo(@1 — @) = (@1 — ao)u; . In particular, for
any
w € (0,inf{y; u € a(A)),

whenever a; > ap we have that

Ce—wt
1S Dllagor < 55> ¥1>0 (2.11)
for some C € R*\ {0}.
Getting, back to (2.1)-(2.2) since 0 € o(A), if we take V = (1,1,1)7 in (1.1)-(1.2) as a
test function in the scalar product of L*(Q), i.e. by integrating over Q then followed by over
(0,1), we getas t /" oo that

U = (u,v,wfeK:={(¢,¢,w)e[U<9)J3: fg pdx = fQ b0 = Qg

ay az\ _ —
I, Yl L1 @xri @) < (/1—2 + /1—3)|Q|¢o}, (2.12)
which turns out [30, 40, 41] to be a closely approximate limit set for the long time asymp-
totic dynamics of the system of equations in large diffusion. Throughout this paper all
generic constants will be denoted by C > 0, unless a distinction is necessary.

3 Well posedness of the system of equations

In this section, we first recall some abstract analytic semigroup theory results proved in
[9, 17,22, 24, 27]. Then, we will prove the well posedness of the problem (1.1)-(1.2) in the
product scales of Banach spaces Zs,6 € R*.

To this end, consider the following Cauchy problem

3.1

{<Pt+A90 = f(»
o(t)) = @o€EP

where f : [fo,11) — EB, B €R, A a maximal monotone, self adjoint and sectorial operator
with compact resolvent in L*(Q).

Definition 3.1. A function ¢(-) is a strong solution of (3.1) on [ty,#) if and only if ¢ :
[t0,11) — EP is a continuous function satisfying that ¢, € EB, () e EF*Yon (to,11), ©(to) = o
and the differential equation in (3.1) is verified on the open interval (¢y,#;) as an equality in
EP.BeR.

The the evolution problem (3.1) is well-posed in the sense given by following theorem.
Theorem 3.2. Consider the Cauchy problem (3.1). Assume f € LP(ty,t1,EP),1 < p < co.
Then, the solution to the problem (3.1) given by

!
@) = e A, + f e A9 f(s)ds (3.2)

fo
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satisfies that
(i). ¢ € C(to, 11, E?) with y < B+ [} where [1-, + 1} = 1. If gy € E? then ¢ € C([tg,11), E?), and
the mapping

E? X LP (19,11, E) 3 (g0, f) = ¢ € C(lt0, 11, E”)

is Lipschitz continuous.
(ii). For any Be R and y € [B,B+ 1) the mapping

E? x L (19,00, EP) 3 (o, ) — ¢ € LP(tg,00; E7)
is Lipschitz continuous. In particular, if p =2, and y = B+ % Then, the mapping,

EP*2 x L2(to, 11, EP) 3 (90, f)
— () € (ClLto, 1. B A L2011, B | < o1, BP),

is continuous and the problem (3.1) is verified on (ty,11) a.e.
Gii). If f : (tg, 1) = EP is locally Holder continuous of exponent 0 < 0 < 1 and if

fo+p
f lf($)llgds < co,  for some p> 0.

fo
Then, ¢ in (3.2) is a unique solution of (3.1) such that
¢ € C([to, 1), EF)N C(to, 11, EF* YN C' (9,11, EY)  forany y<p+0.
Proof. The proof of the theorem is classical, see [9, 17, 24, 22,27, 29] where most recently
in [29] the Bessel potential function spaces have been used.

Thus in the case of (i) if we consider the formula (3.2) and let y > §, then in estimating
from above we get that

f
le®lly < lle™ "ol + f le™ g I f(9)llds

fo

where [le™4"~9)||5.,, denotes the norm of L(EP,E?). Since
—A(t-5)

e <—
e Ny < =g
on finite time intervals, it follows withy=Bif p=1orwithf<y <f+ [% if 1 < p < oo that

lle@)lly < lle™ gl + b(t)( f If II;;)p

where

~ 7" 0B)

b(t) = M( f (t— s)—P’W—B)ds)p

o
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so it is bounded on finite intervals. Consequently, ¢(¢) € E? for any ¢ > 0. To prove the
continuity, fix ¢ > #g (or even t = g if ¢y € E7). As

lle(t +h) = eIl
t+h
< e =t)owls [ 1N 7l
t
Since the linear semigroup is continuous we have that
(e =1)e®lly >0 as h—0,

while also

t+h e
[ 0t s
t

t+h , ,%f t+h % 1
< M( f (t+h—s)P W—ﬂ)ds) ( f ||f||g) = 0(h7 P
t t

we obtain the continuity of (3.2). Further on, if ¢ € E¥ we have

lkelcton.en < b (Ikeolly + 1 llro i 59)

which proves the Lipschitz continuity of the mapping (¢, f) — ¢. The proof if p =
follows the same lines with obvious modifications and therefore we shall skip it.

To prove (ii) of the theorem, note that for every S € R and y such that <y <fg+1
(2.10)-(2.11) holds. Hence,

—wt

B

cpy (D) 1= lle™ g,y <
and cg, (1) € L'(0,0) but unbounded at zero, unless y =8. Let p=1, ¢ € E? and f €

L'(ty, 00, EP). Since
e € L (19, 00,E7)

we just need to prove that

W(t) = f e A f(s)ds € L' (9,0, E?) = Z.
to

To this end, set s = (r—fp)o + £ to get that

Y(t) = fo ] e~ A=) £((t = to)or + 1) (£ — to)dLor
Therefore,
llllz < fo 1 lle™ 40D £((2 — tg)or + 1)t — 1o)||zdo
But for any fixed o € [0, 1],
lle™A=0XA=D) £((£ — to)or + to)(t — to)lz

= f lle= A0 £((1 — t9)0r + 10)(t — o)l dt.
To
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Consequently, setting r = (t —f)o + tp, we find that

1 ) -t 1—
@)l < fo fto FUZO%((r—zo)(T”))||f(r)||,;drda.

Again, letting s = (r — to)@ and integrating over o we get that

e @llz < (fo cﬁ,y(s)ds)(f ||f(r)||ﬁdr),

llellz < lleyyllillgolly + llegy Il Al .00, 22)

where ||cgyll1 = llegyllL1(0,00) @and the result is proved.
The case of p = oo, follows exactly as in (i), thus we have that

yielding that

Il (tg,00,E7) < licyylleoliolly + eyl Il .00, 28)-

Note that in fact it holds that ¢ € Cp([t, 00), E?). Now from what is proved above we get by
interpolation that the results are valid for any 1 < p < co. We skip the proof of (iii) as it is
excactly as in [9] pp. 50-52, with which the proof of the theorem is complete. O

Next, we consider the case of perturbations of analytic semigroups, for this assume that
Pe L;,(E*,EF),0 <a—p <1 and let the evolution problem

{ut+Au = Pu, (33)

u(ty) = up€ E'B,l‘() >0,

be given. Then, following [9, 17, 24, 29] abstract semigroup theory results for semilinear
equations, let Y ¢ E” and P : Y — EP be locally Lipschitz continuous. We define as a
solution to (3.3) the following:

Definition 3.3. A continuous function u : [fg,t;) — E® satisfying that u(¢) € E%, u(to) = uo,
u(t) € EP*' u, € EP on (to,1) and the evolution problem (3.3) holds on (9, #;) as an identity
in EP is called a strong solution to the problem.

On existence of solutions to (3.3) we have the following proposition.

Proposition 3.4. Consider in the problem (3.3) with P € L;;,(E?, EP),0<a-B<1,and let
u € C([t0,11), E?) verify

!
u(t,up) = e A0y 4+ f e A9 py(s)ds. (3.4)

To

Then,

(i) ue Cfoc(to, t1, E®) for some 6 € (0,1).

(i)  ueC(tg,t1), EY) is a solution of the problem (3.3) if and only if (3.4) is verified.
(iil)  u(t,up) given by (3.4) is a C' strong solution of (3.3) in EP, and

(iv) —A+ P is an infinitesimal generator of an analytic semigroup {S ,(t);t > 0} in the

spaces EP of B e (a—1,a].
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Proof. See [29] Proposition 3.12 and Theorem 3.20, or follow semilinear evolutionary
equations results in [9, 17, 22, 29]. It suffices to prove (i) which is classical then apply
Theorem 3.2 (iii). Thus it remains only to prove (iv) which follows by using the references
cited on perturbations of analytic semigroups. O

A priori yielding the main theorem of this section, note that following Theorem 3.2 -
Proposition 3.4 we look for a solution to the problem (1.1)-(1.2) of the form

!
U(t;Ug) = e =0y + f e =) P(u(s)U(s)ds, (3.5)
Ty
where
0 —Div(uy,V-) Div(uy3V-) I[I(w)(v,w)
Pu) = a 0 0 , and Pw)U = aru
as 0 0 asu

(3.6)
of IT(u)(v,w) := —DiV(uaf(Vv, Vw))asin (1.2) and U = (u,v,w)". It is also interesting to note
that the system of equations (1.1)-(1.2) have nice regularity features debited to their nature
of coupledness, see Remark 3.6. As for the system well-posedness we have the following
theorem.

Theorem 3.5. Consider the system of equations (1.1)-(1.2) for any B,y € R such that 8 <
v < B+ 1. Assume that vo,wo € EY and u € C(to, 11, EP). Then, v,w € C(to, 11, E?).

Conversely, for any « e R suchthat 0 <a-8<1, & =a+y > %+ %, 2a+y> 1+
and let v,w € C([ty, 1), EY). Then,

I:=Div: EY — EP is well defined, T(u) := Div(ud(V-,V-)) € Lij,(E  EP)  (3.7)
and the solution of (1.1)-(1.2), u € C(ty,t1, EP). Furthermore, if 0 <y—a < 1, the mapping
Zoyyd U= (u,v,w)"T — P(u)U € Z5() (3.8)

is well defined and Lipschitz continuous. If ug € E®, then Proposition 3.4 holds in Zy,) with

1PH £y 220) 2= SUP{KP@OU, UM Ul < 1} < A < 1 (3.9)

N_g- _g—
where A = max{{)(z,)(3}/114 A 27,{a2,a3}/11’8 7} and Zs,) 1= E°XE"XE".

It is worthwhile pointing out that unlike in Proposition 3.4 the converse statements of
the theorem require an additional condition to be verified i.e. a +7y > % + % for the proper-
posedness of the Div operator. Most important is that in view of the experimental data
given in the numerical sessions of the paper the last assertion in (3.9) is not restrictive but
consistent with that data.

Proof. This first part of the theorem follows by Theorem 3.2-(i). To prove the converse, let
¢ € E® be a test function to for example the operator —Div(uy,Vv) in the scalar product of
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L*(Q), to conclude using the Sobolev type embeddings (2.4) and Holder’s inequality that
the mapping

E*XEY X EY 3 (u,v,9) — {(—=Div(uy>Vv), ) :,\/zf uVvwy e R (3.10)
o)

is well defined and continuous, provided a+vy > % + %’, uVve '(Q) withr=2if a > %,
and r > 2 if § > @. Also that —Div(uy,Vv) € LP(Q), of p > max {2, 2-:a € R}. More

concretely, as u € E* ¢ L"(Q), Vv € L' (Q) then uVv € L*(Q) if and only if
1 1 _ N-4a N-4y+2

1
=+ — > + =S>N=22N-4(a+y)+2 3.11
2 n - 2N 2N = @+y) ©-11)

of which we obtain 4(a+vy) >2+Nie. a+y> % + %. But also Vp € E* % ¢ L?(Q), rn>2,

hence
1 N-4a+2

1

—>—>———— S N>N-4a+2.

2°n° " 2N =nTe
Consequently @ > 1/2 with from a +7y > % + % it is implied that y > % and in the strict case
E7 c L™(Q) using (2.5). If r > 2, as by Holder’s inequality we need % + % =1 we get using
(2.4) embeddings that r > % yielding 2N > 2N + 8a —4 of which as a result implies
1/2 > @. On the other hand replacing 1/2 by 1/rin (3.11) gives 2 < r < 2]\,_4%(% with

condition a +7y > % + % but as 1/2 > @ we get EY ¢ L*(Q). Thus by taking into account
either of the conditions on « leads to & fﬁ — <1< 55 4%(]:' v the condition in the theorem
2a0+y>1+ % is obtained. The also part follows using (2.4) and Holder’s inequality directly
from the inner product expression in (3.11) without passing the partial derivative to the test
function.

Now considering (3.6) we get that

Pu)U € Zg(y N LP(Q) X E* X E,

for p>2,0>0, and U = (u,v,w)" € Zy(,) C Zgy) since 0 < @—pB < 1. Next if we let V =
(¢,9,¥) € Zagy) in the scalar product of L*(Q), thanks to the space embeddings (2.6) we get
by Holder’s inequality that the mapping

V = (4, 0,0) € Zagy) — (P)U, V) € [L'( Q)T (3.12)

is well defined and continuous.

Therefore, the linearity implies for any Uj, Uz € Zy(y) of finite norm, P(u)U € Zg,)
is Lipschitz continuous. Thus Proposition 3.4 or abstract semilinear evolution equations
results [9, 17, 24, 22, 27] yields the conclusion of the theorem. Moreover, see Theorem
5.1-(5.9)- (5.10) in the next sections (3.9) is true and the solution to the problem (1.1)-(1.2)
defines an analytic perturbated semigroup in the scales of spaces Zs,),5(v)) € R. The proof
of the theorem is complete. O

Now, for some remarks on the main condition yielding Theorem 3.5 we have the fol-
lowing.
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Remark 3.6. First we note that in the proof of the Theorem 3.5 if the test functions are taken
in E” the yielding condition changes to @ +2y > 1+ % and E* c L*(Q) if @ > % i.e. for
v < 1/2. Also note that using the minimal yielding condition a +7y > % + %/, if @,y < 1 then
2> % + % and we can solve the problem (1.1)-(1.2) in space dimensions of Q c RV, N < 5.

In particular, if 5 = 0, since we require that Vv,Vw € L*(Q) i.e. v > % + % andasy <1
this implies solvability of the problem (1.1)-(1.2) in space dimensions of Q c RV, N = 1.
Next, if in (3.7) we take @ = § the necessary condition reads 26 +y > 1+ % butg<y<p+1.
If we assume y = 8 > 0 we get that 38 > 1+% andif = % then N <2. Ify= % >p= % then
N<3.Ify=B=3then N <5 Ify=2>p=3 then N <7. Thus the higher the regularity
assumed on that data, the higher the space dimensions in which it is possible to solve the
problem (1.1)-(1.2). Lastly, we note that if 25+7y > 3TN then Zs—gy := EBXEY cC(Q)xC(Q)

using (2.5) and also if 28+y > 1 + 3 then Z,_, 1 = EF X EY"2 C C(Q)x C(Q) in both

0=p+y-3
these cases we can solve the problem in any space dimensions.

We conclude this section with the following corollary.

Corollary 3.7. Consider the system of equations (1.1)-(1.2). Assume the hypotheses of
Theorem 3.5 holds within (3.7)

a:0ﬁ+(1—0)(y—%),9€[0,1]. (3.13)

Then, (i). Theorem 3.2 holds in Zg = EF x EP*S X EP3
@@0). If28+y > %, then the solution to the problem (1.1)-(1.2), satisfies

U € C(0,00,C(Q)) N C(0,00,C***(Q)) N C' (0,00,C%(Q))
for some 0 € (0,1) and is a classical solution.

Proof. To prove (i) it suffices to note that if @ is as given in (3.13) then 8 > « if and only if
B>y-— % and also @ > Bif and only if y— % > . Combining the two we find thaty =5+ % We
prove (ii) of this corollary in the next section of the paper. An alternative, using a classical
approach, since by (2.5), Uy € L*(Q), the conclusion follows by [2, 17, 10, 25, 36, 44, 45]
and Theorem 3.5. The proof of the corollary is complete. O

4 Uniform bounds of solutions

In this section, we study the existence of a priori uniform bounds in QX (0, T') of solutions to
the system of equations (1.1)-(1.2). As an approach to this end, we use the Moser-Nash-De
Giorgi [3, 11, 15, 30] technique, and our first lemma is the following:

Lemma 4.1. Consider the evolution problem (1.1)-(1.2) in context of the Theorem 3.5.
Assume that the initial data of the system of equations Uy = (ug, v, wg) ' € Zgy) N [L®(Q)]3,
and that u € L*(0,T,L"(Q)), for some r > % are finitely bounded in norms. Then v,w €

L= (Qx(0,T)) are also finitely bounded norms of the given function space.
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Proof. It suffices only to consider one of either of the last two equations of (1.1)-(1.2) in v
or w. We adopt here for simplification to use the function space H'(Q). Thus considering
the equation in v and taking the inner product of L2(Q) with |v/"~'v,r > 1 we get that

2
1 d 2 d: rl
— fg |v|’“+(ﬁ) f IV 2 + 22 f ™! < ay f uP 1]
N(r+l) ®2 1 ®3
< az(fIVIM) (flul’) (fIVI”)
r+l1 N ®3
SaZC( fg (|V|v|z|2+<|v|z)) ( f |u|’) ( f |v|’”) 4.1)

where in the second inequality above we have used the Nakao-Holder -Sobolev inequality
[3, 11], since there exists ¥ > 0 such that r = %/ + and

N-2 2 9

0= 5 = 5 ®:—9
! N+ 2 N+ 3 N+9

the third inequality is due to Sobolev space embeddings [1, 5, 12, 14, 15] i.e. (2.4) in
a=1/2.

In what follows we first note that 2r > r+ 1 > 2, hence after multiplying throughout in
(4.1) by r+ 1, and using in the right hand side Young’s inequality [5, 11] i.e.

ab < nas+C,7bS,,a,b >0,n€(0,1)

since

NO\ _ N N o _,
N-2 N+9' N-2 >~

we obtain if we let

Bo =inf{u1,2d> —n,24, -1} >0, wpjeo(-A+1), Cq4 =arC

d
= f M+ By f Vv % |2 + f !
dt Jo Q Q
1 7.9(1\‘}72) 1
< (2rCyy)®s (sup f |u|’] f M < (2rCy,)® f ML (42)
0,7)JQ Q Q

since the term in brackets from the last inequality right to left is finitely bounded from
above, and =) N 5 We have incorporated the bounding from above constant with and/or
the given Ca2 >0.

Therefore, if r; = 2/,i € N, and

that

6 - 2(ri+1)
YN+ D)= (N=2)(ri g + 1)

0/ =1-0,
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then by the Holder’s inequality as well as from the Sobolev type inclusions [1, 5, 12, 14, 15]
and Young’s inequality [5, 11] one obtains

[CH Q;
Ny \ i
[wret < ( {.m ) ( [ |v|’f“)
Q Q Q
NG),’. o
ri+l ri+l N=2 i
< C( f M5+ f |V|v|’z|2) ( f |v|’f+‘) .
Q Q Q

Thus from (4.2) while still setting C,, = C,4,C, it follows that

d . 1+l .
¢ f IVI"+1+,80(77)( f VS P+ f ¥ ,+1)
tJa Q Q
NO/

N5 o;
% 0 2 i 2 N2 ri+1
SQ2rCe)% | | (WZ)™+ | VT vl
Q [e) o
ri+l 2 ri+l ) N+2 ‘ . Si
< n( IR O )+(2riCa2)2®3 ( [ |v|”1+) ,
Q Q o

and because x—g < llwe have used Young’s inequality [5, 11].
ri+

Now set s; = o and since % > Nr“rl—:_rzr’”, therefore
d rit+l Si
& [ +/3( [wwEes [ |v|"'+‘) < (2r,~ca2)”( . Ivlr"‘]”)
dt Jo Q Q Q
where o = 1;%32, B =Bu1,dz, A2,21n) > 0. Applying Poincaré inequality and defining y;(¢) =
fQ v we obtain
dy; < (1O 5i 43
E"'ﬁyi_(’”i ) i-D)™ 4.3)

If M = M(||volleo) > O is such that y;(0) < M"~1+Ds)_Then, solving (4.3) as
Si
yi(®) < (riC)” (yi(O) +( sup )’i—l(t)] )
te(0,T)
we obtain from (a + b)? < 2P(a” + b”),a,b,p > 0 with i = k > 1 that

yk(t) S (2C)1+2Sk+25k—15k+---+25253---5k(2C)k0'+(k_I)U'Sk+---+0'5253---5kM25152---5k +

§182...85k
+ (2C)1+2Sk+zsk1Sk+...+2S233...Sk(2C)k0'+(k—1)0'Sk+...+O'SQS3...Sk( Sup f|v|2)
te(0,7) JQ

k
< (2C)2Ak(2C)‘TBkM2Xk+(2C)2Ak(2C)‘ka( sup f |v|2)X
te(0,7) JQ

re+1
where yi = s¢...51 < %5,

Ay = 1+Sk+sksk_1+...+Sksk_1...S1S(}’k+1)z—,
Py I",'+1
S
B, = k+(k—1)sk+(k—2)sksk_1+...+sksk_1...s1S(rk+l)Z—,
P ri+1
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and the series in the right hand sides converge since r; = 2/. Let

to conclude that

A

1 i+l
yi(t) < ((2C>2““<2C>"”2M+(2C>2‘“1<2C)"“’2( sup f |v|2))
te(0,7) JQ

1 re+1
((2C)2“"(2C)”“’2M( sup ( f |v|2) +1]] .
te(0,T) Q

IA

This implies

i
sup|v(t,vg)] < lim f [v|"&*
0 k—0\Jo

1
2
(2C)*12C)"“* M| sup ( f |v|2) +1],
1€(0,7) \JQ

and the proof of the lemma is complete. Note that this proof in general scales of spaces
E® a € R implies the results since y > 5 > 1/2, but this will be more complicated. O

IA

Next we observe that due to the linearity of the system of equations in v,w and Lemma
4.1 we have as a corollary the following:

Corollary 4.2. Consider the evolution problem (1.1)-(1.2) in the context of Theorem 3.5
and Lemma 4.1. Assume the initial data uy € L®(Q), Vvg, Vwo € [LX(Q)]V, and that Vu €
L*0,T,L"(Q)),r > % are finitely bounded in norms of the given spaces. Then, the gradient
solutions Vv,Vw € L*(Qx(0,T)), and u € L*(Qx(0,T) are also finitely bounded in norms.

Proof. 1t suffices to note that from one of v,w system equations of (1.1)-(1.2), if one dif-
ferentiates these equations with respect to the x variable, and takes as test function say
[Vv~1Vv e H'(Q),r > 1. Then, Lemma 4.1 holds due to the linearity of these system equa-
tions and weak coupledness.

So we only need to prove that u € L*(Q x (0,7)) is finitely bounded in norm. To this
end, consider the u equation of the system (1.1)-(1.2) and take the inner product of L*(Q)
with test function |u|~'u € H'(Q),r > 1 to find that

2
1 d el (2Vdir f ol f -1 f -1
Viulz I? = "uVuVv - "~uvVuVv
(r+1)dtfg|u| |\ QI lul > |” = xor QIul uvuVy —x3r QIMI uVuVw

2(C +C ‘)r r+l
< (Crya+Coxs)r f V) = 22 12’“ f ] 2
Q Q

)
Viul[ 2.
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This yields that
d r+l =l e L
— | ™+ 2dy | VI P < 2(Crya + Coxa)r | Nlul T Viul 7 |
dt Jo a o
r+ C +C
n [ p e Gt Qs [ (4.4)
2
Q n Q
by Young’s inequality
s s r—11.58" 1 1
ab<na’+@ms) 5 s b ,a,b20,—+— =1
s s

and if By :=2d; —n > 0 or 0 < <« 1 is adequately chosen then Poincaré inequality implies

that J c c
+
_flulr+1 +ﬁf|u|r+ls( 1X2 2/\/3)rf|u|r+l (45)
dt Jo Q 2n Q

where for u; € o(-A), we defined 8 := 189 > 0. From this point one can proceed as in the
proof of Lemma 4.1 to conclude that u € L*(Q) is finitely bounded in norm.
Alternatively, we notice that by interpolation for ¢ € H'(Q), it holds that

2(1-6
llp = 11720 < CIVEI o el o (4.6)

where 6 = and Young’s inequality yields

N

N+2°
_N )

”SOHLZ(Q) 770||V<P||L2(9) + C(l + r]() : )”‘p”Ll(Q)

we obtain that

. r+l
Consequently, setting ¢ = |u|'Z , 79 = with C), = (C'“z—tf”“)

(r +1)2C

2
rC,]fluerS 4 flVIul TR+ 2C)TC ) f|u|”z‘
Q (r+1)? Q

since r > 1,2r > r+1, and 0 < n < 1 sufficiently small implies C,, > 1.
Therefore, C,, > C and because 1+ " < (1+r)" we obtain from (4.4) the following
iterative inequality type of (4.5) with 5o — % >0,

2

d

— f ™!+ f |u|”“s(2c,,)N(1+r>N( f |u|z')

dt Jo Q Q
. . 2
mplyin, +
T f|u|’+1sf Wit +(2C )N(1+r)Nsup(f|u|21) .

Q (0,T) Q

1
4
K(p):= max{uuonm),sup( f |u|p) } @.7)
0,7 \Ja

K(r+1)<[ec)Na +r)N]$K(%),Vr > 1,

Next defining

leads to that
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of if we let r; + 1 = 2/,i € N* we conclude that

KQ) < QC)MT@)TKQ <. < eV TP @Y L+ 27 VK ()
< CYV[22 N V]2 N e V] k()
< QC)V2V TR ) N i 2 k(1) < €23V K (1),

Consequently, taking the limit as i — co yields
|z < C2PNK (1) < €23V maX{lluolle(g), ||M0||L1(Q)} < oo,
and the proof of the corollary is complete. O

The following is a particular converse lemma to Corollary 4.2, since its conclusion holds
for all r € [2, 00].

Lemma 4.3. Consider the evolution problem (1.1)-(1.2). Assume the hypotheses of Corol-
lary 4.2 and that Vuy € L*(Q) is finitely bounded in norm. If Vv,Vw € L*¥(Qx (0,T)) are
finitely bounded in norm, then Vu € L>(0,T,L"(Q)),Vr > % is also finitely bounded in norm.

Proof. Differentiate the system equation in u# with respect to x. Then, take the inner product
of Lz(Q) with the test function |Vu|"Vu € H'(Q),r > 0 to find that

4d (7+1)f r+2
r+2 1 Y(IVu 2

2
- r; f (IVuI 2 VpAu + ulVul zVuAuAv)
2
r; f (IVuI FVwAu+ VS 2VuAqu)

IA

+2 re r
z X2 (f IIVulTVvAul + f |u|Vu|2_2VuAuAv|) +
2 o Q

+2 r+ r+
+ L Xg( f IVul= VwAul + f IMIVMIZZ_ZVMAMAWI)
2 Q Q
r+2

s (CX f VYUl Z )Vl +C, f ||vu|£Au(Av|+Aw|)), (4.8)
Q Q

where C, = (x2Cv, + x3Cvy) = 0, with Cy,,Cy,,,C, constants for the upper bounds of the
variables in L*(€2). Multiplying throughout by r + 2, and since % + ﬁ <1, forany r>0
we get by Holder’s inequality that

d "
= f [Vul*2 +2d; f V(v T 2
tJa Q

2
< (r+2) ( flV(qul )Vul+C, flquPAu(AvHAwl))

2 i
. 2 [ ( f V(v >|) ( f |Vu|’+2) ¥
2 Q
2CM 2 2 % 2 %
r+2(f|qum >|) (fgmw) +(fQ|Aw|)

]. 4.9)
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We recall at this point the Young’s inequality

Ly : 1 1
ab<na*+n 550" ,a,b>0,n€(0,1),-+— =1
N S

with which if we let 7 : (r+22)2 c. where by [9, 12] Nirenberg-Gagliardo’s inequality 0 <
m <1 and
2
|Vu|r+2 < V V % 2 C —m V %2
<m | IV(Vul2)I" + Camn, [V
Q Q Q
16m3

for m > %, Co=C(Q,m),n;:= we get that

2
(r+2*CQ)' 72

2 2 3 3
e f v F vl < T2 CX( f |V<|w|’52)|2) ( f |Vu|2)
Q Q

22 r+2
< (Hz ) Cx(m f IV(IVul 7 ) + (4ip) ! f |Vu|2)
Q Q

" 2)2 8 -l
< flV(|Vu| 22)|2 (r+ ) C)(lgll—% L flvu|r+2
2 (l’+2)2CX Q
R 2)2 o 8y T .
< 2 V(v 24 c ol —=—| ¢ "o
ﬂle (IVul )" + Q| ((r+2)2CX a(173)
2
r+2
()
Q
2
_ 2 v/ 2 4m ’;—2
= 2m I(IVMI P+ (2T Cal | 1Vul ,
Q
lQ‘F% m+1
where I'y = (T

As for the last expression in (4.9) we need a control from above of the integrals involv-
ing —A of v,w. To this end multiplying either stationary equations in v or w by —A of the
variable one obtains that

1 1
2 2
ds f AV + 2, f Vv = a, f VquSaz( f |Vu|2) ( f |Vv|2)
Q Q Q Q Q

_ _2
< m f IVul® +ax(4ns) ™! f IVv? < 4lQ)' 72 f IVul™*2 + ax(4n4)C3 1
Q Q Q

Q-7
M1

r+2 _
<m f VAVl PP + axdme) ™ C2 )
Q

Note this remains true even if one had considered the entire equation involving the time
derivative, since by Theorem 3.5 the solutions are continuous in time. Let n4 < 175 and set

1 1 _2
77632—(2775"‘ o ( )|Q|1 )
(r+2)C, 2uins\dr  ds
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to find that

<r+2>cu( f IV(IVu > )|2) ( f |Av|2)2+( f |Aw|2)2
Q Q

s(r+2)cu(2n5 f |V(|Vu|”22>|2+i( f |AV + f |Aw|2))
Q Q

1 -
S(r+2)Cu((2775+ i ( )|Q| ﬁZ) f VAV P+
2uins \da  ds Q

(az(CvV + Cyy)|Q)| ))
16ms5n4
3 2)(Cyy +Cyy)I2
< f V(Vul 5P + (“2(” NCo+ Con) 'C]
Q 167]4

Thus, from (4.9) if we let 57 =2y + 156, [ = %ﬂ?mlc“ and I' = max {I[';,I'»} we are led
n
to conclude that

d
L v 24, | vV TR
d
t Jo 0
+2 +2 2
S777f|V(|Vl/t|2)I2+(r+2)4mr[(f |Vu|2) +1]
zmplymg d " o .
|V " +B |V”| <(r+2)™T IVuI +1
‘ l . r+
1mgngflvu|r+2Sf|vu0|r+2+(r+2)4mr (Supflvulzz] +1
Q Q 0.1)Jo

following from the use of the Poincaré inequality and that 8 := 2d; —n7; > 0.

Next proceeding as either in proof of Lemma 4.1 or as in proof of Corollary 4.2 yields
that Vu € L*(Q2 % (0, 7)) is finitely bounded in norm.

To complete the ideas, consider (4.7) in gradient functions and take p = r +2 to get that

2
K(r+2) < [r(r+2)4m]$1<(%),w > 0.

Then, let r; +2 = 2/,i € N to obtain that

K2

IA

27y m2 g2y < < TZia 2 2 4m | (2)2 4mk (1)
T [2i2’i4m(2—i)2’i4m] ...... [22’14m(2—1)2’l4m] K(1)
24 i 27 s ot X 7 g (1) < €2'27K (1),

IA

IA

Thus taking the limit as i — oo yields

IVl < C212"K (1) < €212 maX{lIVMOHLw(Q), ||VM0||L1(Q>} <o

and the proof of the lemma is complete. O
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Now we prove (ii) of Corollary 3.7.

Proof. We use a bootstrap argument. By Theorem 3.5 taking into account that the space
inclusions (2.5) imply EPEY c C(Q), we get that u € C(Q2 % (0,7)). Thus, viewing either
equations in v or w variables, we get for example that v, € L™(Q), consequently g(¢) :=
au—v; € LP(Q) for all p > 1. Thus, v € W>P(Q) for all p > 1 and Vv € W'"(Q) for all
p > 1, in particular Vv € WHP(Q) for some p > N y1eld1ng Vv € CY%Q), for some > 0. In

fact, if p < N, as Vv € WP (Q) c L1 (Q), g1 = £~ 1fp > 5 then g1 > N and the above

_ qN _ pN_

N-gi = N2 and

statements hold. If not we repeat the process, with W1 P(Q) C L‘I2 Q), q2 =

N
if p> 3 we are done as g > N.

. o _IN N
In the otherwise case we repeat the iterative process to find g, = Igmql - = = oy and
m—

if p > "= then we are done. Thus in a finite number of steps it is always possible to get
qm >N and the above Holder smoothness of gradient solutions are obtained.

The next immediate result from Corollary 4.2 is also that u € L™(Q), now if Vug €
L*(Q), then Lamma 4.3 implies Vu € L*(Q). Furthermore, f(¢) = —div(ucf(Vv, Vw)) €
W2P(Q) for all p > 1. Thus viewing the equation in u as an elliptic problem, we get
Vu e Whr(Q) c C/Q) for some 6 > 0 since in particular using a bootstrap iteration argu-
ment as in the above lines W!'7(Q) c L9"(Q) it is possible to get g,, > N provided p > mIX -
Consequently, u € C*(Q). Getting back to the v equation, we obtain g(f) € C?%(Q) and so
v e C**(Q) for some 6 > 0. By similarity, of the equations we also have w € C 9(Q) for
some 8 > (0. Combining all of the above, we conclude the solution to the problem (1.1)-(1.2)
verifies regularity properties given in Corollary 3.7 and is a classical solution. O

S Equations in system coupled elliptic differential operator

In this section, we view the problem (1.1)-(1.2) in the form

-

Ui+ AU 0
U@O) = Uye EFXEYXEY, (5.1)
1/2<p < y<p+1

where A(t) = A(u) is the coupled elliptic partial differential operator associated to the prob-
lem by passing all terms in the right hand side to the left hand side of the system of equations
ie.

—diA Div(uy,V-) -Div(uy3V-))
ﬂ(u) = —ay —droA+ 1y 0
—as 0 —d3A+ A3
—diA 0 0 0 Div(uy,V-) —Div(uy3V-))
= 0 —dzA + A 0 + —a 0 0
0 0 —d3A + /13 —aj3 0 0
= A-Pu).

5.2)
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Next if in (5.2) we let the left hand side of the operator be a function of ® € E?, and set
U = (u,v,w)" then

—drh Av+ v —asu

—diAu + Div(@y,Vv) — Div(®y3Vw)
—d3Aw+ 3w —azu

AU = [

Consequently, if we define
N
B Zpiy) X Zgiy) = R, Zpy) = EPXEYXEY,28+y > 1 + 7 (5.3)

by
(A@)U, V) = (AU, V) +{(P(®)U,V)

d1fVuV¢+d2fVvV<p+d3fVwV¢—X2f®VvV¢+X3f@VWV¢+
Q Q Q Q Q

ﬂzfv¢+13IWW—a2fu¢—a3fuw 5.4
Q Q Q Q

where V = (¢,0,0) " € Zg(), it hence holds the following theorem:

B©®;U,V)

+

Theorem 5.1. Let © € EF be fixed. Then, there exists

_1_ _1_ _ _1_
MOl = max{dipny 7 dop T g T+
_ N_op- _B—
Tt el @l 7 ez as @l >0, (59)

w(@llp) = min{{dy,d;+ i i =2,3}=2A4[|O]jg} > 0

N _rp_
where A| = max {{Xz,)(3},u14 S {02,613}#Iﬁ_7} >0, and
(). 1BO:;U, V)| < MGl Ullgn I Vllaey)

(D). BO®;U,U) = w(0)lIp)IUIl5,,
(iii). (AO)U-AO)V,U-V)>0,YU,V € Zgy).

Moreover, for fixed (U, F) € Zg, X [Zgy)1" arbitrary and if considered (5.4) for any V € Zg)

then,
AO)U = F € [Zgy)|" has one and only one solution U = Tr(®) € Zg,).

(iv).
).
(vi).

AO)U depends continuously on © for each U € Zgy,) fixed.
Tr(-) € L(Zgy)) is well-posed and U = Tr(u) is a unique solution of

Au)U =F € [Zﬁ(y)]*.
ii).  Tr(-) € K([Zsy)1", Zp(y)) is a compact operator.
Proof. First we notice that for any 8,y > 1/2, by Sobolev type space embeddings [2, 9, 24,

28, 29] i.e. (2.4) the mapping

(U, V) 3 Zgiy) X Zpiyy) = (AU, VY € LN(Q) (5.6)
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is well defined and continuous. In fact, it holds that

KAU, V)|

IA

d|IVullzr @lIVEllLr @ + IVl @)lIVellz @) + dslIVWI iz @ vl @) +
+ Dl @llells @) + Wil @llvlles @)

1 1 1
,_'B L 4 —
dipi Morllg_ I llg g +dops I,y ligll,_y + s Iwll,_y ],

2

+ Loy I ligll, + 2wl Ll

IA

A

—l—ﬁ _1_ _1_
< dy 2 Pllullgllpllp + dopy > IV llly +dapy > lIwlly lhadly
+ Ao VI llelly + Azpy 7 wlly Lol

IA

3B =5y -y g T -y
max{dlll]z Jdop 7T+ Ao dap P T+ Asp }><

X

(||u||ﬁ||¢||ﬁ + il llelly + ||w||y||w||y) < AollUllgnIVllge)» (5.7

where Ag € R*\ {0} is the value expressed in the max argument, and since the norm of
[IWllg(y) 1s greater than or equal to the partial summed norms of elements constituting the
product space sum of norms.

Also we have for any ® € EP, that the mapping

(U, V) 3 Zpty) X Zp(y) — (P(@)U, V) € L'(Q) (5.8)

is well defined and continuous provided 28+7y > 1 + % again by Sobolev type space em-
beddings (2.4). Note that this implies from (5.6) that if 8 =y = 1/2 then (5.8) holds only in
N < 2. Now proceeding as above we have that

A

KP@OYU, V) < x2kOVv, V)| +|x3K(OVwW, V) +arlKu, )| + azl{u, )l
X2Oll s @ IVVIlL2 @IVl @) + I3llBl s (@I VWL @IVl @) +

+  aollulls@llellrs @) + asllullrs @llvlls @)
Y 1-28-y Yi1-28-y
Xopy 1©llglvil,_1lipll_1 + X3 1©llglwll,_1ligllg_1 +

+ a7 ulglllelly +ase” Y Nullglilly. (5.9)

IA

IA

Consequently,
ﬂ_z_ E_Z_
KP@OU V) < xaui 210NV Ills + sl @lslwl gl +
+ a7 gl +ase ™ Nullglliplly -

Next if we set

A= maX{mm}u?_w_Y,{az,a3}u]_ﬁ_7},
then
KP@U, V) < Al®llg(IIvlly + lIwlly ) glls + (lllly + sl )l
< Ail®llg (llullg + 1Ly + lly ) 1VI]gey) + 1V llac lullp
< Al®llg ((llllg + vlly + 1wl ) 1Vllgey) + IV, 1 Ul
< 2A1101lUllgy [ Vilgey)- (5.10)
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Combining, this with the estimate from above in (5.7) taking M := max {Ag,2A1} € R* \ {0}
we conclude we have proved that (i) holds.

First observing that Zg,) is endowed with the norm ((u,v,w)", (u,v,w) ")g() = ||u||§ +
||v||§ + w2, if we take in (5.3) the scalar product V = U € Zg(,), we get from (5.10) that

4

BO:UY) > dillll, +dads(d WP+ Il )+ dopr P
2 Y2 Y—3 Y3

2 2

+ AP ~2MIBIEIUIE, |

min {{dy,d; + A1 2 i =2,3) = 2A1[Ollg} U}

(\2

(-1

2
@I, .

since u € EF ¢ EF~%, v,w € EY C E?~? using the inclusions (2.4) and (ii) is verified, taking
V = U € Zgy)+172. From, (ii) if U # V it also follows the conclusion (iii) of the theorem.
To obtain (iv), it suffices to notice from (i) — (ii) that for each ® € EP fixed, (5.3) defines an
isomorphism

ﬂ(@)U = B(@, U, )e ZE for any Ue Zﬁ()’) by <ﬂ(®)U, V> = <F, V), YV e Z/g(y),

(62)

and F € Z;(y). This proves (iv) with uniqueness of the solutions being given by (if).

Also we get using (5.10) that (v) is proved for any two @1, # ®, € Zg,) and U € Zg,)
fixed. To prove (vi) we observe that the mapping F > Z;(y) — U € Zp(,) by (ii) is continuous.
It is also compact since the space inclusions Zg,) C Zg(y) are compact, this proves (vii).
Thus, the mapping F 3 Zg,) — Tr(-) = AVF € L(Zp()) and the problem U = Tr(u) =
A (u)U by Schauder -Tychonoff theorem ( see [5, 4] pp.179, pp.120 respectively) has a
unique fixed point U € Zg(y). The rest is trivial, and the proof of the theorem is complete. O

If in what follows, we let D(A(?)) = Zgy)+1/2 = EPT3 X EYYS X EV4S Then, operator
A) : Zgyye1/2 C Zpiy) = Zg © E~V2x E712x E71/2 is closed and densely defined. Also
by Theorem 5.1 for each t € R*, the resolvent operator

R(A(), k) = (A@) — D)™ = Zg ) = Zpiy,

exists for any « € C, with Re(x) < 0 such that

IR(A®), Ol £z,

o o) =

k| +1°
Furthermore, by Theorem 3.5 Holder continuity of the solution for any 0 < s <7<t < o0
we have that

ILAD = ASIA ©ll 2z, < Cl1=5)° (5.11)

for 6 € (0,1). Consequently, by [2, 6,7, 12, 9, 24, 28], we obtain that (1.2) is an infinitesi-
mal generator of a fundamental solution operator {G(t,s) : t > s} : Zy, — Z,, satisfying the
following:
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Lemma 5.2. Let J; := (5,T), s > 0. Then, G(t,5) € L(Zy,,Za,) uniformly for any t € J
verifies that

IG(t, llapay < clao, @)™ (1= and G(-,5) € CP*(J5, L(Za, Zay))
whenever —1 < ag < @y < 1 where w € R*\ {0} and if
U+ AWDU = 0,in Jy, U(s) = Uy € Zy, (5.12)

then,
U(t,5,Uy) = G(t,)Us € C'(J5, Zag) NC¥ ™ (J 5, Za,)

is a unique solution of (5.12).
Moreover, if Ug € Y where either Y = Z, or [L'(Q)) it holds that

(°

—w(t—s)

Ce(t_s) HUs”Zf t>s

v’

IG(t, )Uslly e (5.13)
< C— 517 Ule)y, t>s
((OEAE

within last estimates Y = L' (Q) following a bootstrap argument for any 1 < g <r < oo and
the evolution operator is in L1(Q) for any 1 < g < oo.

Remark 5.3. 1t is not difficult to see that the coupled system of equations (5.1)-(5.2) with
initial data (ug,vo, wo) € WHP(Q) x H'(Q) x H'(Q), p > N will be well-posed in a sense
similar to Lemma 5.2. Also the long time dynamics of the problem are captured by the set
(2.12) given for all this section we assuming that the functions are orthogonal to constant
functions and there is decay following the given lemma to null solutions as t * +co.

6 A much simplified model of coupled system equations

We conclude this analysis sections by considering a much simplefied system of equations
of (1.1)-(1.2), which in view of results of Section 4 is realistic i.e.

%—”;—dlAu+)(2Av—)(3Aw = 0 inQx(0,7)

au in Qx(0,T)

av
e dzAv + Apv

azu inQx(0,T) 6.1

%—v: —d3Aw + Azw

A% =dy % =d3%% = 0  onI'x(0,T)

u(0) = ug,v(0) =vo,w(0) = wp inQ,

where Dj, Aj,x; = x j(llull) € R*\ {0} for i = 1,2,3 = j # 1. Corresponding to the homoge-
neous system of equations of (6.1) is the matrix

—d\A x2A —x3A

A= —a —dzA + A 0 (6.2)
—as 0 —d3A + A3
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of which it is not difficult to find more precise conditions for its well-posedness of (5.3)-
(5.4) with no restrictive assumption on taking 8 =y = 1/2 and ® = 1 in Theorem 5.1 in
nature of (i) — (ii). As clearly, in this case the bilinear form (5.3)-(5.4) is symmetrical, Lax-
Milgram’s theorem [5, 14, 40], implies (A is a maximal monotone, self-adjoint operator with
compact resolvent in L*(Q) and by [9] is a sectorial operator also in L*(Q). Furthermore,
the spectrum of (6.2), using [5, 14, 40] can be characterized by real numbers in R as

o(A)={up;neN":0< 1 <p, /o as n oo, Vn=>2}

and we can choose associated eigenfunctions ¥, € H 1(Q) orthonormal in and to constitute
a basis for the space L*(Q). Since the scales of Hilbert spaces E%,a € R associated with the
operator (6.2) are well defined, —A is an infinitesimal generator of an analytic semigroup
as in (2.9) satisfying in operator norm estimates similar to ones given in (2.10)-(2.11). In
conclusion, for any initial data in E,a € R we can solve the coupled systems of equations
(6.1) for values in E# and by (2.11) the long time asymptotic dynamics are determined
by the set (2.12) as solutions orthogonal to constant functions will decay to the null state.
Lastly, we remark that (6.1) considered in the context of Sections 3 and 4 is much easier to
treat directly from the H'!(Q) functional setting.

7 Numerical simulation

To visualize the aggregation of microglia as in the model equations, we numerically simu-
late the equations using a Gradient Weighted Moving Finite Element method.

Gradient Weighted Moving Finite Element methods (GWMFE) are numerical moving
mesh methods which are designed for tracking moving shocks and complex structures with
a fixed number of mesh nodes. These methods are well suited to modelling aggregation
of microglial cells, where the cells aggregate into sharp peaks which need to be resolved.
For details of the generalized SGiteWS2. Also see [38] for a comparison of SGWMFE
and a Parabolic Moving Mesh Partial Differential Equation method, for solutions of Partial
Differential Equations.

In [39] the authors extend the String Gradient Weighted Moving Finite Element (SG-
WMEFE) method in order to include the non-linear diffusion of different variables, necessary
for the chemo-attraction-repulsion model equations. For the simulations shown in this paper
we use the code developed in [39] using a set of model parameters found in [16].

7.1 Parameter values

The parameter values used in the numerical simulations are calculated from [16], where the
parameters used there are calculated from dimensional values found in Biology, Immunol-
ogy and Neuroscience publications referenced therein. From the set of data found in [16]
the corresponding parameter values chosen for the simulations in this paper are summarized
in Tables 1 and 2.

The equations are defined on a real and bounded domain €, where the boundary is
denoted by I'. Our numerical domain is a two dimensional square of length and width 10.
The boundary conditions which hold are zero flux through the boundary I'. No proliferation
or death of microglial cells is considered in this model.
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Table 1. Biological parameters from [16], found in literature or calculated therein.

Parameter | Description Value
2
u Microglia random motility 334 m
min
)
X1 Chemoattraction 6— 780M—m,
nM -min
X2 Chemorepulsion Not available
yJ
D IL-18 diffusion 900 X2
min
2
D, TNF-« diffusion 900 £ m
min
di IL-18 production rate per microglia cell | 6.25 X% 10_6%
i
d> TNF-a production rate per microglia cell | 8.33 X IO_GE
min
by IL-18 decay rate 0.003 —0.03min""
b> TNF-a decay rate 0.002—0.03min""
Ly Spatial range for chemoattraction VD1/b;
Ly Spatial range for chemorepulsion VD> /by
11
m Average microglial cell density 1076 - 10_4&2
um

The contour plots for the three unknown variables are shown in Fig 1. The correspond-
ing evolving meshes are shown in Fig 2 where we also show a slice of the solutions, where
the slice is taken along y = 7 of the computational domain.

Summarizing the relation between the non-dimensional variables used in the model
equations in this paper and the dimensional variables (as derived from [16]): the charac-
teristic cell density used is the average cell density /. One can calculate the dimensional
variable for density, from the non-dimensional density u as ug;,, = mu. The average chem-
ical concentrations at which production and decay balance, form the characteristic scales
for chemical concentrations v = a;m/b; and w = axm/b;. In order to obtain the dimensional
chemical concentrations one can then calculate vg;, = ¥v and wg, = ww.

L, is close in value to L1, and so L is taken as the characteristic length scale of the prob-
lem, with L, = 4/900/0.01 = 300 m. This value corresponds to the distance over which
chemicals spread during the characteristic time of decay. The 10 by 10 non-dimensional do-
main used for the simulations corresponds to a physical domain of length and width equal
to 3,000u m.

The characteristic time scale for the problem is 7 = Lg /u, which is the time needed for
a cell to move over one unit of the characteristic length scale L, [16]. Then in order to
calculate the dimensional time ?4;,,, from the non-dimensional time ¢ found in the equations
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Table 2. Model parameter values in relation to biological parameters from Table 1.

Dimensionless Expression in terms of | Variable values
variable variables in Table 1 from data Set 3,
Table 10 in [16]
Y2 xiam 37.14
uby
Y3 Xadxm 27
uby
e L 0.0367
D,
& LA 0.0367
lL)z
a = 1.1
L
o)
a — 32.970027248
€]
I
as — 27.2479564033
)
I
d> — 27.2479564033
€1
1
ds — 27.2479564033
€
.
A — 32.970027248
€]
I
A3 — 27.2479564033
€
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of the model, we calculate #4;,, = #t. In the simulations shown in this paper, we compute up
to a non-dimensional time ¢ = 0.8, which corresponds to a dimensional time of

taim = (300 m)?min/33u m?) x 0.8 = (2.727 x 10°min) x 0.8 ~ 1.5days

i.e. one and a half days.

8 Discussion of results

Fig 1 shows the contour plots of the microglia, attractant and repellent solutions to the
equations in system 1.1, at five different times, t =0,1=0.2,¢t=0.4,r=0.6 and r =0.8. As
in the one dimensional results found in [16], we see similar behaviour in that small initial
perturbations increase in amplitude and decrease in spatial frequency, so that a few peaks
evolve in each of the solutions. We observe that the microglial cells merge locally due to
the attractant and form sharp peaks. This feature can also be observed in the slice plot in
Fig 2.

The numerical solutions, resulting from the application of SGWMEFE, shown in Fig 1,
mimic the behavior of microglia observed in both in vitro and in vivo experiments, specifi-
cally the migration in response to chemoattraction.

We show numerical simulations up to a time t=0.8, corresponding to a dimensional time
computation of 36hrs. This time frame is of interest because studying the early changes
in the Alzheimer’s disease affected brain is critical, especially given the prospect of new
disease-modifying drugs. It should be noted that this time frame is believed to be sufficient
to induce early Alzheimer’s disease pathology in experimental models, as is recently shown
in the development of AD-like pathology at 24hrs in a novel model for sporadic Alzheimer’s
disease [13].

Fig. 1 below is of contour plots of the numerical solutions of the model equations (1.1)-(1.2)
solved with SGWMFE using a mesh of 21 by 21 nodes. At time ¢ = O the cells and concen-
trations of attractant and repellent are initialized randomly in the interval (0.998,1.002).

Fig.2 following after Fig 1 is of mesh plots from (a) to (e) and of slice plots from (f) to (j)
corresponding to the numerical solutions in Fig 1. The slice is taken along the line y =7
of the computational domain. The microglia, attractant and repellent are represented by the
starred line, the solid line and the dash- dot line respectively.
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Figure 1. Contour plots.
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Figure 2. Mesh and slice plots.
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