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Abstract

We propose and study a class of parabolic-ODE models involving chemotaxis and haptotaxis of a
species following signals indirectly produced by another, non-motile one. The setting is motivated
by cancer invasion mediated by interactions with the tumor microenvironment, but has much wider
applicability, being able to comprise descriptions of biologically quite different problems. As a main
mathematical feature consituting a core difference to both classical Keller-Segel chemotaxis systems
and Chaplain-Lolas type chemotaxis-haptotaxis systems, the considered model accounts for certain
types of indirect signal production mechanisms.

The main results assert unique global classical solvability under suitably mild assumptions on the
system parameter functions in associated spatially two-dimensional initial-boundary value prob-
lems. In particular, this rigorously confirms that at least in two-dimensional settings, the consi-
dered indirectness in signal production induces a significant blow-up suppressing tendency also in
taxis systems substantially more general than some particular examples for which corresponding
effects have recently been observed.
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1 Introduction

We study here a general class of parabolic-parabolic-ODE-ODE systems (see ([1.3) below) containing
the following model of cancer invasion with chemotaxis and haptotaxis:
ur = Au— xV - (uVh) — &V - (uVv) + pu(l —u — v — w),
ht =Ah—h+ aw,
vp=—hv+nu(l —u—v)+ B,

Wy = U,

(1.1)

supplemented with adequate initial conditions and no-flux boundary conditions. The model variables
are: u: density of tumor cells, h: concentration of matrix metalloproteinases (MMP), v: density of
tissue fibers (extracellular matrix, ECM), w: density of cancer associated fibroblasts (CAFs). The
chemotactic bias of the cells is in the direction of the MMP gradient, while haptotaxis means as usual
following the gradient of tissue density. In most of the previous chemotaxis and chemotaxis-haptotaxis
models the chemoattractant is directly produced by the population performing diffusion and taxis,
thereby involving (J40]) or not ([33], [45], [47]) the ECM in this production. In our present model the
chemoattractant is generated in an indirect way, by the CAFs, which are activated by the tumor cells.
In [5] was introduced a complex model for the evolution of a population of tumor cells interacting with
two chemoattractants and also performing haptotaxis. One of the chemoattractants therein is directly
produced by the cells, while the other’s production is mediated by another substance, the latter being
in turn produced by the cells under the influence of the first chemoattractant. All model variables
(except tissue) are diffusing in a linear way; in particular, the producers of all chemoattractants are
diffusive. This is not the case in our model (1.1]); moreover, both signals are completely (h) or partially
(v) obtained from the non-diffusing, indirect producer w.

Model is motivated by the problem of investigating CAF-mediated cancer invasion into the
surrounding tissue. CAFs are major components of the neoplasm microenvironment. They secrete
a variety of extracellular matrix components and are involved in the formation of the desmoplastic
stroma characterizing many advanced carcinomas ([16]). For a long time the general belief was that
tumor development, invasion, and metastasis occur as a result of cancer progression. Recent studies
revealed, however, that CAFs contribute instead of tumor cells to these processes, via expression of
various growth factors, cytokines, chemokines, and degradation of ECM ([7], [16], [36], [38]), but also
by restructuring the latter to facilitate migration ([24]). Fibronectin (Fn) assembled by CAFs mediates
cell association and directional migration. Compared with normal fibroblasts, CAFs produce an Fn-
rich ECM with anisotropic fiber orientation, along which the tumor cells preferentially migrate ([11]).
The origin of CAF's is not completely elucidated; we refer e.g. to [6l, 22] for a couple of reviews. There
is evidence that they can arise among others from carcinoma cells through epithelial-mesenchymal
transition (EMT) ([25]), thus allowing the cancer cells to adopt a mesenchymal phenotype associated
to enhanced migratory capacity and invasiveness ([9], [32]). It has also been shown (cf. e.g. [31]) that
cancer cells can reprogram resident tissue fibroblasts to become CAF's through the actions of miRNAs.
MMPs are primarily derived from CAFs in various types of tumor ([25], [28], [44]). In particular, it
has been shown e.g., that MMP-9, an endoproteinase involved in ECM degradation and implicated
as a prerequisite of metastasis, has very limited or no expression in various cancer cell lines. Instead,
MMP-9 is well-known to be secreted from cancer stromal fibroblasts and endothelial cells ([41]). For



further information about CAFs and their MMP production we refer, e.g., to the review [28]. The
main features of CAF-mediated tumor invasion mentioned above are captured in our model (1.1
below.

Closely related from a mathematical viewpoint is the chemotaxis-haptotaxis model
ug = DyAu+ XV - (uVh) = £V - (uVv) — kyu + ka2,
ht = DhAh + k‘gw - k4h,
vy = —ks(h+ u+w)v + kgv(l — v)2,
wy = kyu — kshw + kow(l —u — v — w)i,

(1.2)

which describes the evolution of two cancer cell subpopulations either proliferating (w) or migrating
(u), with the corresponding transitions between the two phenotypes, and in interaction with tissue
(v) and acidity (h). The latter is mainly produced by the highly glycolytic proliferating tumor cells —
hence indirect signal production. The proliferation/migration (also known as go-or-grow) dichotomy
asserting that moving cells defer their proliferation seems to be a relevant feature for some types of
cancer ([14], [23],[51]) and can lead to interesting mathematical problems in connection to modeling
and qualitative behavior of the corresponding heterogeneous tumor ([10], [21], [39], [53]). The migrat-
ing cells in perform haptotaxis and pH-taxis: they move towards increasing ECM gradient and
away from acidic (thus hypoxic) areas. The conversion from proliferating to migrating cells depends on
the concentration h of protons in the peritumoral region and infers limitations, as only a rather small
part of the tumor becomes motile -usually cells situated at the tumor margins. Moreover, the protons
are buffered by the environment (e.g., uptake by vasculature), contribute to tissue degradation, and
restrict tumor proliferation. Supplementary to hypoxia the tissue can be degraded by chemical or
biological agents directly or indirectly produced or activated by the tumor cells, see e.g. [29] and
[30]. The ECM remodeling also involves limited, logistic-like growth. The latter is also used in
to describe tumor cell proliferation. We note here that taking squares of the positive parts of the
proliferation terms is motivated by the mainly technical need of satisfying the regularity assumptions
in Theorem and could perhaps be relaxed; in fact, the difference between functions of this type
just involving the positive parts and those taking their squares is rather small. System fits in
the theoretical framework proposed and analyzed below.

Thus the general model class to be introduced and studied here includes descriptions of biologically
quite different problems, as exemplified above. It therefore provides a comprehensive mathematical
structure for several issues related to cancer cell migration under the influence of chemo- and hapto-
tactic effects, including some variants of the often addressed Chaplain-Lolas model from [5]. Other
problems characterizing tactic cell migration, e.g. in wound healing and /or angiogenesis or interacting
microbial populations in biofilm formation and persistence, can potentially be cast into this mathe-
matical framework. Models describing the dynamics of a species performing chemotaxis towards the
gradient of a signal produced by another, non-tactic species (see e.g. [20] and [49]) form a subclass of
this setting.

Approaching a mathematical core feature: indirectness of chemoattractant production.
From a purely mathematical perspective, a common feature distinguishing both and from
classical chemotaxis or chemotaxis-haptotaxis systems of Keller-Segel or Chaplain-Lolas type consists
in the circumstance that the respective mechanisms of chemoattractant production are indirect in



the sense that the corresponding signal is not produced directly by individuals of the cell population,
but rather through a third agent. Possible implications on the system dynamics, however, have ap-
parently been detected only in some quite particular examples of chemotaxis-only models: Indeed,
the only findings in this direction we are aware of concentrate on associated derivates of the classical
Keller-Segel system, for which substantial blow-up preventing effects of such indirect signal produc-
tion mechanisms have recently been revealed. More precisely, in sharp contrast to what is known for
standard Keller-Segel systems ([I8], [2]), regardless of the size of the initial data some corresponding
spatially two-dimensional initial-boundary value problems always possess globally defined classical so-
lutions ([49], [27]).

Complementary to its biological motivation, the main mathematical purpose of the present work is
to rigorously confirm that such relaxing effects of indirect chemoattractant production are actually
not restricted to cases of chemotaxis-only systems, but rather seem to form a much more general
and robust feature of chemotactic interaction also in significantly more contexts involving haptotactic
migration mechanisms with all their potentially regularity-limiting properties due to lack of haptoat-
tractant diffusion.

This will subsequently be examined in the framework of the problem

up = DyAu — xV - (uVh) =€V - (uVo) + f(u,v,w, h), xreQ, t>0,

hty = DpAh + g(u,v,w, h), zeN, t>0,

vy = —auv + vé(u, v, w, h) + ®(w), x €N, t>0,

wy = Pu+ wip(u,v,w,h), e, t>0,

D, %% — gufe = 9 = 0, z €00, t>0,
L u(z,0) =up(x), h(z,0)=ho(x), v(z,0)=uv9(z), w(z,0)=we(z), z€q,

1.3
in a bounded domain 2 C R? with smooth boundary, where the parameters x, &, Dy, Dy, o and ﬁ( arg
assumed to be positive, and where for simplicity we suppose throughout this paper that with some
9 € (0,1),

ug € C?*?(Q)  is nonnegative with ug # 0,

ho € C**?(Q)  is nonnegative,

vg € C?T7(Q) s positive in Q with % =0 on 01, and that
wo € C*T7(Q) s positive in Q.

(1.4)

As for the parameter functions in ((1.3), in order to create a setup sufficiently general so as to include

both and , we shall require that
frg,6 and ¢ belong to C1(]0,00)%) and ® € C'([0,00)), (1.5)

and are such that

with some fo € C?([0,00)) such that f(0) > 0, and some nondecreasing C : [0, 00) — (0, 00)
(1.6)

{ Jolw) < flu,v,w,h) < Cp(v) - (u+w+ 1) for all (u,v,w,h) € [0,00)?



and
lg(u,v,w,h)| < Cy(v) - (w+h+1) for all (u,v,w,h) € [0,00)*

with some nondecreasing Cy : [0,00) — (0,00) and (1.7)
g(0,v,w,0) >0 for all (v,w) € [0,00)?,

that
( p(u,v,w, h) < —cy-w+ Cy  for all (u,v,w,h) € [0, 00)%,

|pu(u, v, w, h)| < \/% for all (u,v,w,h) € [0,00)4,
|y (u, v, w, h)| < v?l +Cy for all (u,v,w,h) € [0,00)%,
| (u, v, w, h)| < \/— +Cy for all (u,v,w,h) € [0,00)* and
|on (u, v, w, h)| < \/7 +Cyp for all (u,v,w,h) € [0,00)%

with some positive constants cs and Cy,

and that
{ 0<P(w)<Cyp forallw >0 and

wd?(w) < Ce®(w) for all w > 0,
and finally

Y(u,v,w,h) < Cy(v) for all (u,v,w,h) € [0,00)4,
[, v, w, h)| < 28 for all (u, v, w, ) € [0,00)%,
|1y (u, v, w, h)| < Cy(v)  for all (u,v,w, h) € [0,00)%,

|t (u, v, w, h)| < Cwﬁ) for all (u,v,w,h) € [0,00)* and

[Pn (u, v, w, h)| < w+(1v)) for all (u,v,w,h) € [0,00)%

( with some nondecreasing Cy, : [0,00) — (0, 00) and some 7y € (0, 3).

(1.10)

As can readily be verified, indeed both models (1.2]) and ([L.1]) then become special cases of the PDE
system in ([1.3)) whenever the parameters D,, Dy, x,&, ks and kg therein are positive, whereas k; for
i€{1,2,3,5,7,8} and n and, in particular, p is merely required to be nonnegative.

Our main results in this context then read as follows.

Theorem 1.1 Let Q C R? be a bounded domain with smooth boundary, assume that x,&, o, 3, Dy
and Dy, are positive, and suppose that f, g, ¢, ® and ¥ satisfy , @, , @, @ and
1.10). Then for any choice of (ug, ho, vy, wo) fulfilling with some ¥ € (0,1), the problem
possesses a uniquely determined globally defined classical solution (u,h,v,w) € (C?*1(Q x [0,00))* for
which u, h,v and w are nonnegative.

In particular, Theorem asserts that indeed no finite-time blow-up occurs in under the above
assumptions, and that in this regard the solution behavior in quite drastically differs from
that in the corresponding variants of and in which the second equation is replaced with
e.g. hy = DpAh + u, and in which already in the semi-trivial case when v = 0, known results on the
actually resulting two-component Keller-Segel system for (u,h) assert finite-time blow-up for some
solutions ([17]).



In line with this, all known results even on global existence, but also on qualitative properties, in the
original Chaplain-Lolas model ([5])

ur = Au— xV - (uVh) — &V - (uVv) + pu(l —u —v),
vy =—hv+nv(l —u—v),

seem to strongly rely on the assumption that p be positive, thus guaranteeing the presence of a
logistic-type quadratic growth restriction on the cell density ([4], [34], [33], [42], [43], [48], [50]). Our
results show that in the context of the variant of involving indirect chemoattractant pro-
duction, no such additional dampening is necessary: Indeed, even when tissue remodeling is included
by supposing that n > 0 in , Theorem asserts global classical solvability in for actually
any nonnegative value of u.

The paper is structured as follows: After stating a result on local existence and extensibility as well as
some preliminary estimates in Section [2, in Section [3| we shall construct a quasi-energy functional for
and draw some immediate conclusions concerning regularity of solutions. The accordingly ob-
tained estimates are used as a starting point for a Moser-type iterative argument yielding L°° bounds
for the key solution component w in Section 4] and hence paving an essential part of the way toward
our proof of Theorem in Section [f] Finally, in Section [6] we illustrate the theoretical findings by
numerical simulations of and the corresponding model with direct signal production and provide
some comments about the obtained results.

2 Local existence and basic estimates

Following several precedents in the literature ([12], [13], [33]), in order to establish a preliminary
result on local existence, but also to prepare our subsequent estimation procedure, we note that on
substituting

zi=ue N with  A:= Di > 0, (2.1)
the problem ((1.3)) is equivalently transformed to

2t = Dye MV - (eMV2) — xe NV - (2eMVh) + e f(2e, v, w, h), zeN, t>0,

hi = Dy Ah + g(zeM’, v, w, h), re, t>0,

v = —averz + vo(ze, v, w, h) + d(w), z€Q, t>0,

wy = Berz +wip(zer, v, w, h), reN, t>0,
%:%:07 xed, t>0,
2(2,0) = ug(x)er0@) | h(z,0) = ho(z), v(z,0) = vy(x), w(z,0) =we(z), =€,

(2.2)
In this formulation, with respect to the construction of local-in-time solutions the problem indeed
becomes accessible to appropriate fixed point frameworks; by straightforward and minor adaptations
of the corresponding arguments detailed e.g. in [33], it is thereby possible to establish the following
basic statement on unique solvability and extensibility.



Lemma 2.1 Let x,&, «, 8, Dy, and Dy, be positive, let f, g, ¢, ® and ¢ comply with , (@, ,
(1.8). (1.9) and , and suppose that (ug, ho,vo, wp) satisfies with some ¥ € (0,1). Then

there exist Traz € (0,00] and a uniquely determined classical solution (z, h,v,w) € (C*1(Q2x [0, 00)))*

of such that

either Tyae = 00,  OT limsup{”z(-,t)HLoo(Q) + ||v(-,t)||W1,5(Q)} = 0. (2.3)

t/Tmaz
Moreover, we have z > 0,h > 0,0 >0 and w > 0 in Q x (0, Thnaz)-

Without any further explicit mentioning, throughout the sequel we shall suppose that the assumptions
of Lemma are satisfied, and that (z,v,w,h) and Ty, € (0,00] are as provided by the latter.
Moreover, we shall tactitly switch between these variables and the quadruple (u,v,w, h) solving
classically in Q x (0, Tinaz), as thereby defined through .

A first boundedness property of this solution is immediate.

Lemma 2.2 The solution of satisfies

C
v(z,t) < {HUOHLOO(Q) + Ciz} . eCot forallx € Q and t € (0, Thag)- (2.4)

PrROOF.  As from (1.3, (1.8) and (1.9) we know that
vy < Cyv + Cop in Q x (0, Trnaz),

by means of a simple comparison argument we conclude that

t
[o(, )| zeey < \|U0||Loo(9)ec¢’t+0¢/oeC¢(t_S)d8 for all t € (0, Tmaz).

Herein estimating fg eColt=5)ds < C%;‘i%t for t > 0, from this we readily obtain lj O

Next, thanks to (1.6) and (1.7)) the first and fourth solution components in ([1.3]) can at least controlled
with respect to their norm in L!(Q) in a fairly simple manner.

Lemma 2.3 Let T > 0. Then there exists C(T) > 0 such that
/ u(-,t) <C(T) and / w(-,t) < C(T) for allt € (0,7) (2.5)
Q Q

as well as

/ h(t) < C(T)  foralit € (0,T), (2.6)
Q

where T := min{7T, Trnaz }-



PrOOF.  Using that v < ¢1(7T) := {HUOHLOO(Q) + %‘i} %7 in Q x (0,T) due to Lemma [2.2] after
spatial integration in the first and the fourth equation in ((1.3) and adding the respective results we

may rely on (1.6) and (1.10) in estimating

i{/ﬁw/ﬂw} _ /ﬂf(u,v,w,h)+B/ﬂu+/ﬂww(u,v,w,h)
< Cf(CI(T))'{/QU—i—/w+’Q|}+,3/u+C¢(Cl(T))/w

< {Cf(cl(T))+ﬁ+C¢ a (T {/u+/ }+|Q|Cf a(T))

for ¢t € (O,f). A time integration of this linear ODI for fQu + wi directly yields 1' Similarly,

(1.7) implies that
/ / (u,v,w,h) < Cy(cr1(T {/w-l-/h—i—]m}
for all t € (0,T), so that (2.6) becomes a consequence of (2.5)). 0

3 A quasi-energy inequality

The purpose of this section consists in the construction of an Lyapunov-like functional which through
a corresponding energy-dissipation inequality will provide some fundamental regularity information
that will form the starting point of a series of a priori estimates which in the presently considered
spatially two-dimensional setting will finally allow for the conclusion that (u, v, w, h) is actually global
in time.

As our first step in this direction, let us perform a standard testing procedure by which the crucial
haptotactic contribution to the first equation in (1.3)) is reduced to an L? inner product of gradients:

Lemma 3.1 Letp > 0. Then

Cl 2 2
/ulnu—i—Du/w < §/Vu-Vv+X/]Ah\2
dt Jq 0 u Q 2n Jo

b [ Cpllelime) [ wna 205 (ol v

(ol =)
4B [ w ok Oyl [ w
Ui Q Q

HQCr([[v Loey) + 1€2] - [[fo - In || oo (0,1)) (3.1)
for all t € (0, Trnaz)-
PrOOF. In the identity

d 2
T ulnu+D /|V

/Vu Vh+§/Vu Vv+/fuvwhlnu+/fuvwh)(32)

8



valid for all ¢ € (0, T)nqz) due to (1.3, we use Young’s inequality to estimate

2
X/Vu-Vh——X/uAhgn/uz—i—X/ IAR)? for all t € (0, Tynas)-
Q Q Q Q

2 2n

Moreover, by means of (1.6) we see that for all ¢ € (0, Tyaz),

[ st scfwvum(m)-{/Qu+/9w+m|}
and

/ fwv,w,hynu < Cp(llollp=ay) - /
Q

(u+w+1)~lnu+/ fo(u) - Inu
{u=1}

{u<1}

IN

IN

HQ - [ fo - In | Leo(0,1))5

because Iny < y for all y > 1. In conjunction with (3.2))-(3.4)), this establishes (3.1).

(3.3)

@(HvHLw(m»{ /Q wlnu + /Q i + /Q U}+\Q|'||f0'1ﬂ||Loo((o,1))
C2([[v]l pe(e)

Cr(llvll7 oo . /ulnu—i—/u}—i—n/uQ—i—f

ol { [ Kz N

Q

0

Now in order to achieve a precise cancelation of the integral in (3.1)) stemming from haptotactic cross-
diffusion, inspired by several precedent works on similar types of interaction (see e.g. [8], [47] and [40]),

we track the evolution of the Dirichlet integral associated with /v.

Lemma 3.2 The solution of has the property that

d Vo2 ¢y [w 9
dt/Q . +2/QU'V”'

< —2a/Vu-Vv+
Q

aD, [ |Vu|?
25 Q U

2¢C3 Vo)
204 - (2 oo 1 —_— —_
+{2, - @lollpe ++ o2l [T

402 - (||v]| ooy + 1 Vuwl?
+{ 5 (vl )+C<1>}~/| w|
0

C¢ w

+2C4 - ([[vll L) +1) - / |Vh|? for all t € (0, Tynaz)-
Q

(3.5)



PROOF.  According to the third equation in (1.3]), we have

ar [Vo?
dt Jq

2
= 2 Vv V{—auv+v¢(u,v,w,h)+¢(w)}—/ |V12}|
Qv Q v

h
= —2a/Vu-VU—a/U\VU\2+/(WM\VU\2
Q Qv Q v

+2/ gbu(u,v,w,h)Vu-VU—l—Z/¢v(u,v,w,h)|Vv|2
0 0

+2/ wa(uﬂ),w, h)VU'vw‘f'Q/ qsh(u’U’w’h)vv.Vh
Q Q
/
_/ &;UMVUP +2/ MV@ -Vw forall t € (0, Thaz)-
Q v Q v

Here from (|1.8) we know that

2
/ M\VMQ < —cy / Lvo? + ¢y / = for all t € (0, Trnaz),
Q v Qv Q v

and that due to Young’s inequality, for all ¢ € (0, T},4,) We have

D, 2 2
2/ du(u,v,w, h)Vu - Vo < a2 / \V;| + § U(Z)Z(uavvwvh)‘vv‘Q
Q Q

aDu/ |Vu? 2502/ Vol
26 Q u

and
2 Vo2 )
2 ¢U(U’U’w,h)‘vv| S 2C¢ +2C¢ |V’U|
Q q v A
|Vo|? / Ik
< 2 20 - v e
< C¢/Q o Tee V] oo () L o
as well as
2 2 h
2/‘z’w(“=“vwvh>ww < C;/ — |Vl + /WW)\V |
Q
2
< 5L /W / Y |Vu?
2 Jouwv
402' oo +1 2
< %/w|Vv|2+ 5 UlvllLe() V]
2 Co

10

{ o+ w0, v,w, ) + B(w)

(3.9)

(3.10)

(3.11)



and

[Vol?

1
2/¢h(u,v,w,h)Vv-Vh < +C/v¢%(u,v,w,h)|Vh|2
Q ¢ JQ

|VU‘2 2 2
C¢ - +2C¢ ‘Vh| +20¢ ’U|Vh’
Q v Q Q

(ollzee +1)- /Q VAR (3.12)

IN

< Cy

Moreover, combining Young’s inequality with (1.9) we can estimate

ey [ TG, o o [ PR
/QU2|V\+2/Q g,y g/ﬂq)()\vy

2
< C@/ |V;”| for all ¢ € (0, Tpnaz).  (3.13)
Q

As the second summand on the right of (3.6]) is nonpositive, collecting (3.8)-(3.13) we thus infer (3.5|)
from (3.6]). O

Next, several expressions on the right-hand sides of (3.1]) and (3.5) need to be controlled in modulus.
Here the second integral on the right of (3.1) can in fact be absorbed by the dissipation rate appearing
in the following inequality gained by means of a standard procedure.

Lemma 3.3 For allt € (0, Tynaz),

/\Vh[2+D /ym? 302(”””“” {/ /h2+\Q]} (3.14)

PROOF.  On testing the second equation in ([1.3)) by Ah and using Young’s inequality in a standard
manner, we obtain

2dt/ |Vh|2+Dh/ AR = —/g(u v, w, h)Ah

D
h/ |AR|? + 3D, / (u,v,w, h) for all t € (0, Trnaz),

IN

which implies (3.14)) due to the fact that by (1.7) and again Young’s inequality,
9 (u,v,w, h) < CF([|v]l oo () - (w +h+1)? < 3CF (|0l oo () - (w? + 2 +1)

in Q x (0, Taz)- 0

The second last summand in (3.5]), referring to the component w with evolution governed by an ODE
only, apparently cannot be expected to be absorbed by some suitable dissipation rate. The following
lemma indicates that at least some exponential control thereof will eventually be possible.
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Lemma 3.4 We have

d Vwl|? Vul|?
/|w < (/3+1)/|u‘+/w‘v1,’2
dt Q w Q u Qv

PROOF.

d / Vol?
dt Q w

3C. C? Cc? 1¢- [Vwp
+13Cy([[vll o)) + Cyllvlli o)) + vl oo () O (vl Lo () + S

4
—|—/Qw2 + C’J}“”(HUHLW(Q)) : /Q |Vh|ﬁ for all t € (0, Trnaz)- (3.15)

Using the fourth equation in (1.3)), we compute

2
= 2 % V{ﬂu—kunb(uvwh —/ |Vw| . ﬁu—i-wi/)(u,v,w,h)}

Q

:26/ Vqu—i—/wuvth B/ Q\Vw\Q

+2/wu(u,v,w,h)Vu-Vw+2/wv(u,v,w,h)Vv-Vw
Q Q

+2/ ww(u,v,w,h)\Vw]2+2/ U (u,v,w, h)Vw - Vh  for all t € (0, Tynaz)(3.16)
Q Q

where by Young’s inequality,

1 2
25/ Vu-Vw—B/ M Tuw? <5/ NVl o all £ € (0, Tpan), (3.17)
Qw o w Q u
and where by ((1.10)),
h Vuw|?
/ Y0 W) G < Co (1]l oo () / Vol o all £ € (0, Thas). (3.18)
QO w QO w

Apart from that, combining ([1.10) with Young’s inequality we see that

and

as well as

2/ Uy (u, v, w, h)Vo - Vw
Q

WU|2 2 2
2 [ Yu(u,v,w,h)Vu-Vw < — 4+ uwu(u,v,w, h)|Vuw|
Q

Vu Vwl|?
/‘ | +C¢ ||lv HLoo | | (3.19)

IN

IN

[ 2P+ [ Lo v n)vup
Qv Qw
w 2 2 [Vuw]?
| 290 + ol Calellmo) - [ S @200

IN

[Vuwl?

w

Q/wa(u,v,w,h)VwP < QCw(]\UHLoo(Q))'/Q (3.21)
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and

\Vw|2

IN

2/¢h(u,v,w,h)Vw-Vh +/w¢%(u,v,w,h)\Vh|2
Q

Vw2 _
/‘ = (ol o >./le 21|72

2
< B Vel + [ w4 O (o) - [ (VR (32)

for all t € (0, Thnaz)- Inserting (3.17)-(3.22) into (3.16]) directly yields (3.15)). O

A final minor ingredient to our quasi-energy inequality is addressed in the following.

IN

Lemma 3.5 Ifn > 0, then

d 2, (B )
v <n/ {+2C¢(Hvllm(m)}./w for all t € (0, Trnaz)- (3.23)
dt o 7 :

PrROOF. As

2dt B/ uw—i—/ (u,v,w, h) for all t € (0, Thnax)

by (1.3), this follows by observing that

n 62
5/ uw < / / w? for all t € (0, Thax)
Q 2 Jo 2n

due to Young’s inequality, and that
/ w%b(u,v,w, h) < Cw(HUHLOO(Q)) : / ’U)2 for all ¢ € (Ovaax)
Q Q

according to ((1.10)). O

As a last preparation, let us make use of appropriate parabolic regularization features to estimate
terms of the form appearing in the last integral from ({3.15).

Lemma 3.6 Let q € [1,4). Then there exists 0 = 0(q) € (0,1) with the property that for all T > 0
one can find C(q,T) > 0 such that

/ IVh|? < C(q,t {/ \Ah|2} for all t € (0,7), (3.24)

where again T .= min{7", Trnaz }-

PROOF. We first note that according to , Lemma and Lemma we can fix positive
constants ¢1(7T'), co(T) and c3(T') such that

lg(u,v,w,h)| < e (T) - (w+h+1) in Q x (O,f), (3.25)

13



and that
/ w < co(T) and / h < es3(T) for all t € (0, Traz), (3.26)
Q Q

and observe that since ¢ < 4 it is possible to choose r = r(q) € (1,2) suitably close to 2 satisfying
r > g — 2. In the Duhamel representation

t
Vh’(7t) = vechAhO + / ve(t_S)DhAg(u('v S)a h(v 5)70('5 S)’ U}(', S))d57 te (Ovaax)a
0

we may then use standard LP-L? estimates for the Neumann heat semigroup (e),>0 (52, Lemma
1.3]) to find ¢4(T) > 0 such that for all ¢ € (0,T),

t _ 341
IVAC Dl < ea( ol + ea(T) / (t— ) 3+t

As (3.25)) and (3.26)) warrant that
Hg(u(-,s),h(-,s),v(~,s),w(-,s))‘

g(u(-, 3)7 h(‘v 5)7 U(-, S)7w('7 3))‘

s
LY(©)

sy S ) =aa(T) - (ex(T) +es(T) +10]) - forall s€ (0,7),

this readily entails that

forall t € (0,T)  (3.27)

IVAC Bl @) < e6(T) = ea(T)llhollwr oy +

with ¢g(T") being finite due to our restriction r < 2. Now since a combination of the Gagliardo-
Nirenberg inequality with elliptic regularity theory yields ¢y > 0 such that

IVA( Dl Loy < erll AR Ol T2 (o) VR DI r iy for all ¢ € (0, Tnaa),

from 1} we immediately obtain 1’ with 0 = 6(q) := %~ fulfilling 6 € (0,1) according to the
inequality r > q¢ — 2. O

We can now proceed to our detection of an energy-like structure in ([1.3)), as expressed in the following
lemma.

Lemma 3.7 Let T > 0. Then there exist a = a(T) > 0,b >0 and C = C(T) > 0 such that for

U . 2 w . 2 -~
F#) ::/Qu(-,t)lnu(-,t)+a/Q\Vh(-,t)]2+2§a/QWv((_’tt))'—l—b/QW—l—/sz(-,t), te[0,7),

w(-, t)
(3.28)
and v oR
D(t) :—/QW —i—/gAh(-,t)]Q, te (O,f), (3.29)
we have
d 1 ~
%'F(t) + 5D -D(t) <C(T) - F(t)+C(T) for allt € (0,7T), (3.30)

where T := min{T, Tnaz }-

14



PROOF.  Thanks to Lemma 2.3 and Lemma 2.2} we can fix positive constants ¢1 (1), co(T") and c3(T')
such that

/ u<ci(T) and / w < eo(T) for all ¢t € (0,7 (3.31)
) Q

as well as R
lv(; )|l ey < e3(T) for all t € (0,7). (3.32)

Then in accordance with the Gagliardo-Nirenberg inequality, choosing ¢4 > 0 such that

/Qg04§04-{/Q\th‘2}-{/ﬂtp2}+04'{/9g02}2 for all ¢ € W2(Q), (3.33)

we define D
=n(T) = = 3.34
n=n(T) 501 (T)es (3.34)
and take a = a(T") > 0 large enough fulfilling
2 aDy,
< — .
o = 1 (3.35)
Finally picking b > 0 small such that both
D,
b(B+1) < T (3.36)
and ¢
Co
- 3.37
%" ( )

hold, we let F and D be as determined through (3.28]) and (3.29)) and claim that then (3.30)) is valid
with some suitably large C(T") > 0.
To this end, we first take an appropriate linear combination of the inequalities provided by Lemma

Lemma Lemma Lemma [3.4] and Lemma [3.5] which when applied to our particular value
of 7 namely show that

d |VU|2 X2 2
—F() < — D, . A Ah
dt]:()_ { /Q ” +§/QVu VU+277/Q| |

—1—77/9u2+C’f(03(T))‘/Qulnu+20f(03(T))-cl(T)

N CH(es(T))
2n

1910 (e5(T) + 19 - 1 fo - In ||Loo<<o,1>>}

[t ()
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—I—{—aDh |Ah|2 ?"LC%()C;(T))'/ngJFBGC%(;j(T))_/QhQJFSaIQ\(ﬁ}(Zc;),(T))}

5% Vo2—¢ | Vu-v
] v 5/9 u- Vo
|VU|2 £ 2§C¢ |Vo|?
/ o {2C¢ (2e3(T) +1) + /
) +

{40( 3(T) + 1) C@}/ |VZ‘2+gC¢.(c;;( )+1)/Q’vm2}

€

5+1/|V uf* / —|Vol?

’U)2
b {3Cu(ea(T)) + CH(es(T)) + e3(T)C(es(T)) +1} - /Q Ile

+b/9w O (e /|Vh|1+2~}
+{n/ﬂu2+{5:+2ow(c3( N} /Qw2}

‘VUP / 2
= {- o [
2
+{—aDh+;}.Amhu%m/&]myﬁ%
fab w 2
-2 w0} /ng

—I—cﬁ(T)/Qulnu—l—C7(T)/Q ‘V:’Z +c8(T)/Q ‘V;“‘z +Cg(T)/Qw2

+e0(T) / IVh|? + c11(T) / h? +cp(T)  forall t € (0,7) (3.38)
Q Q

L
}

with obvious definitions of ¢;(T") for i € {5, ...,12}, where we have made use of a favorable cancelation
in some contributions stemming from the haptotactic interaction.

Now employing ([3.33)) we see that due to (3.31]) and (3.34]) we have

o< LS {

c1(T)e Vul?
S 1( ) 47) / | ‘ + 20% (T)C47]
2 0 u

D, 2 a
_ 4/|V11”+26§(T)c477 for all t € (0,T), (3.39)

whereas Lemma [3.6| says that as < 4, there exist # € (0,1) and ¢13(7") > 0 such that

1+2v

0
T)/ V|57 Sclg(T)-{/ |Ah|2} for all ¢ € (0,7),
Q Q
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whence by Young’s inequality,
4 D ~
T)/ |Vh]1+427 < a4h/ |AR? + c14(T) for all t € (0,T) (3.40)
Q Q
with some c14(T") > 0. Since moreover the Poincaré inequality provides c15(7) > 0 satisfying

CH(T)/ h? §c15(T)/ IVA]> + c15(T)  for all ¢t € (0,T),
Q Q

thanks to the restrictions in (3.35)), (3.36]) and (3.37)) we conclude from (3.38)), (3.39)) and (3.40|) that
there exists c16(T") > ¢6(T) such that

d Dy |Vu\ aDh/ 9
< A
Gro < o f A

-I-CG(T)/Qulnu—i—cl@ { /\vm? 5/|W|2 /|wy? /Qw2}+c16(:r)

for all t € (O,f). Using that ylny > —% for a/l\l y > 0 and thus [ulnu > —@ for all t € (0, Thnaz),
from this we finally obtain that for all ¢ € (0,7,

if( t) + min {%, %} ‘D) < e(T) - F(t) — (clg(T) - C6(T)) . /Qulnu + ¢16(T)
< 016(T) F(t) + |Q’ i (016(7;) - CG(T)) + CIG(T)7
as intended. ]

Upon integration, the latter implies several a priori estimates, significantly going beyond those from
Lemma [2.2) and Lemma among which we explicitly state only those three inequalities that will be
referred to later on.

Lemma 3.8 For all T > 0 there exists C(T) > 0 such that again writing T .= min{7T, Tynas } we have

/u(-,t)|lnu(-,t)| <) forallte (0,7) (3.41)
Q
and

/ IVh(.t)><C(T)  forallte (0,T) (3.42)

Q
as well as 7

2
/0 /Q |AR? < C(T). (3.43)

ProOOF.  Upon integrating (3.30) in time, we can find ¢1(7") > 0 such that with F and D taken from
(3.28) and (3.29) we have

. T
F(t) <ei(T) forallte (0,T) and / D(t)dt < ey (T).
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Once more using that ylny > —% for y > 0, from this we readily obtain the claimed inequalities as
particular consequences. O

As an immediate consequence, let us add the following observation about regularity of h.

Corollary 3.9 Letp > 1 and T > 0. Then there exists C(p,T) > 0 such that with T := min{T, Tyaz },

/ WP(-,t) < C(p,T)  for allt € (0,T). (3.44)
Q
PrROOF. As WH2(Q) < LP(Q), combining (2.6) with (3.42) immediately yields (3.44)). O

4 L* bounds for u

In this section we intend to make use of the information from Lemma [3.8|in order to finally achieve
an a priori bound for the quantity z from , and hence for u, with respect to the norm in L*(£2).
Here a key role will be played by the following implication of the estimate on a Gagliardo-
Nirenberg-type interpolation, as expressed in the following.

Lemma 4.1 Letp > 1 and T > 0. Then for all n > 0 one can find C(n,p,T) > 0 such that
[et<n [ 22V 4 Clnp D) foraltte 07) (4.1)
Q Q

with T := min{7, Tnaz }-

Proor.  This follows in a standard manner from the boundedness property of z in Llog L(f2) as
implied by Lemma [3.8 and Lemma by means of a refined interpolation inequality of Gagliardo-
Nirenberg type, the latter going back to [3] and extended to a version applicable to the present setting
in [47, Lemma A.5] (for details, see e.g. [47, p.800]). O

In order to make appropriate use of this, let us perform another well-established testing procedure to
(2.2), a basic outcome of which is the following.

Lemma 4.2 Let T' > 0. Then there exists C(T) > 0 such that for allp > 2 and all t € (O,T) with

s { [ [

T :=min{T, Trnaz },
+C(T)-p2-/zp|vm2. (4.2)
Q

IA

d [ x.p p(p—l)Du/ =210 (2
dt/Qe 2P + 5 Qz |Vz|

18



PRrROOF. By means of (2.2)), we obtain

d

pn MNP = p/ MV PL {Due_)‘vv (eMV2) — xe NV - (2eNVh) + e N f (2, h,vjw)}
Q Q

—1—)\/ NP . { — ave™z + v (2, b, v, w) + @(w)}
Q
= b= 1D, [ M@ +plp— x [ NIz
Q Q
+p/ P (2N, b v, w) a/ ve?Avptl
Q Q
-l—)\/ ve)‘”ngb(ze)‘”,h,v,w)—i-)\/ ve 2P D (w) (4.3)
Q Q

for all t € (0, Tinaz), where by Young’s inequality,

—1)D, —1)x?
p(p — 1)X/ APV Vh < p(p)/ AP V2 4 p(p)x/ 2P|V h|?
Q 2 Q 2D, Q

_ 2.2
< P DDu [ wp2igap DX e [ oo (a4)
2 2D
Q u Q

for all t € (0,7), with ¢ (T) := HUHLOO(Qx(O,T)) being ﬁEite according to Lemma Furthermore,
1’ and Young’s inequality warrant that for all ¢ € (0,7),

p/ﬂzp_lf(ze’\”,h,v,w) < pCf(cl(T))-{/Qe)‘”zp%-/ﬂzp_lw—i-/gzp_l}
c Aerad [, z w z .
sty fo® [oo [os [wa [ ool ws

while from (1.8]) and (1.9) we know that

)\/ e d(zeM | h,v, w) < Aey (T)er (™) for all ¢t € (0,T) (4.6)
Q

IN

and that
)\/ ANV PP(w) < e C’q>/ 2P for all ¢ € (0,7). (4.7)
Q Q

As clearly e\” > 1, by nonnegativity of o we therefore infer (4.2)) from (4.3) when combined with (4.4)),
[3), (@6 and (7). 0

Here a suitable control of the crucial rightmost summand in (4.2]) will rely, besides on Lemma
also on the following statement which can be viewed as partially generalizing Lemma [3.5

Lemma 4.3 Let p > 1 and T > 0. Then writing T .= min{7T, Trnaz} and 7 := %f, with some
C(p,T) > 0 we have

/pr(~,t) < C(p, T)/T /sz +C(p,T) for all t € (7, f) (4.8)

19



PROOF.  Choosing ¢;(T) > 0 large enough fulfilling v < ¢;(T) in Q x (0,7 according to Lemma
equation ([1.3)), and due to Young’s inequality and ([L.10) we can estimate

d
— wp = pﬁ/ e)‘va_lz-f—p/ wpw(e)‘“z,h,v,w)
Q Q &

dt
< ppera® / Wz 4 pCy(er(T)) - / WP
Q Q

pBere (™). {/pr + /Q zl’} + pCy(c1(T)) - /pr for all t € (0,T),

IN

so that with some cy(p, T) > 0 we have

d ~
wp < cao(p, T)/ wP +02(T)/ 2P for all t € (0, 7).

An integration thereof shows that

t
/wp(~,t) < e2®D)(t-7) /wp )+ ¢ T)/ (p,T)'(t—S)./Zp(.,S)dS
Q

< 2@ T, / WP (-, 7) + co(T)e2®T / / for all t € (,T)
Q

and hence implies ([4.8]). O

We can thereby use Lemma along with Lemma to derive the following LP estimate for z, at
this stage yet involving bounds possibly depending on the finite number p > 2.

Lemma 4.4 Let p > 2 and T > 0. Then there exists C(p,T) > 0 such that
/ 2P(,t) < C(p,T) for all t € (O,T\), (4.9)
Q

where again T := min{7T, Trnaz }-

PROOF.  From Lemma [4.2] we obtain ¢;(p) > 0 and ca(p,T) > 0 such that

d
/eA”zp—i-cl(p)/sz]Vz\Q < cQ(p,T)/e’\”zp—l—cQ(p,T)-{/wp—i-l}
dt Jo Q Q Q

tes(p, T) / PIVAE  forallte (0,7),  (4.10)
Q
again because e*’ > 1. Here since Lemma [3.8| provides c3(T") > 0 such that

/ IVA]> < cs(T)  forall t € (0,7),
Q
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by means of Young’s inequality and the Gagliardo-Nirenberg inequality we infer that with some
ca(p,T) > 0 we have

e(p,T) / PIVHE < ex(p.T) / P L (p,T) / VA2
Q Q
%
< () [ # e { / mmf’“}{ / |vm2}
Q Q
< ap.D) [ 2 @) T ar.) / AR forall ¢ € (0,D).
Q 9]

Therefore, 1' shows that there exists c5(p, T") > 0 such that y(t fQ 1), t €0, Thnaz),
satisfies

V)4 al) [ 220 < elp o) +esp ) [ 2004 /Q wiis [ \Ah|p+1+1} (4.11)

for all ¢t € (0, f) and thus, upon integration,

t)+ci(p // P3|V 2|2

< 0 +aw) [ @00 [ g v
< y(ﬂe@(p,T)(tTT)
+e5(p, T) /tecﬂpvﬂ-(ts).{/ zp+1(-,s)+/wp+1(-,s)+/ yAh<-,s)|P+1+1}ds
< y(T)e”(”’T)'TT ) ) )
ot [ [ f [t [ fwor)
for all t € (7,T), where again we have set 7 := %f As thus 7 is positive, a well-known result

on maximal Sobolev regularity in the parabolic subproblem of (1.3|) satisfied by h ([I5]) becomes
applicable so as to yield cg(p,T’) > 0 satisfying

t
/ / ‘Ah|p+1
T JQ

IN

t
wnT) [ [ 1oz b )P 4 . )
t
< @ T) 0+ DO ol mory) [ [ @7 1 1)+ colp.T)

for all t € (7, T\) because of (1.7). Since Corollary and Lemma provide ¢7(p,T) > 0 and
cs(p,T) > 0 such that

t
/ / Pt < ez (p, T) for all t € (1,7
T JQ
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and that

[z {[ [0} s

this means that with some cg(p,T) > 0 we have

T t
/ / |ARPPTY < ¢o(p,T) - { / / 2P 1} for all t € (7,71,
T Q T JQ

so that from (4.12]) we infer the existence of c19(p,T) > 0 satisfying

t t N
t)+ a1 (p)/ / P72V 22 < ero(p, T)/ / P eio(p, T) for all t € (7, 7). (4.13)
T JQ T JQ

We now employ Lemma to see that with some ¢11(p,7T) > 0,

t t
) [ [t <aw [ [P renpn ) oralte (n D),
T JQ T JQ
whence (4.13)) ensures that

y(t) < cro(p, T) + cu1(p, T') for all ¢ € (7, T\)

and that thus, clearly, (4.9) holds. O

By adapting a well-established Moser-type iteration ([I], [46]) to the present context, however, one
can readily turn the latter into estimates in L°.

Lemma 4.5 Given T > 0, one can find C(T) > 0 such that with T := min{T, Tyq} we have
I2(, )| ooy < C(T)  for allt € (0,T). (4.14)

PrROOF.  We first fix any p, > 2 and then obtain upon combining Lemma [£.4] with Lemma

Lemma (1.7) and Corollary that
t
/ / lgP* < e (T) for all t € (7,7)
T JQ
with 7 := %f and some ¢1(T') > 0. As a consequence thereof, standard regularization features of the
Neumann heat semigroup ([52, Lemma 1.3], [19, Lemma 4.1]) entail boundedness of VA in Q x (7,7,

so that from Lemma we infer the existence of co(7T) > 0 and c3(T) > 0 such that for p := 2F+!
and any nonnegative integer k,

jt/e’\”zp—i-@( )/ V252 < es(T {/zp /wp—i-l} for all ¢ € (7, 7).
Q
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On integrating and recalling Lemma and Lemma we see that with some ¢4(T) > 0, for any
such p and arbitrary ¢ € (7,7") we have

/Q P(t) + (T //W22|2 < /QeA”("t)z( + co(T //!Vﬂ\z

o [t
+ea(T //ZP+C3 //prrcs P’
C4(T)/Q 2P (1) +ea(T //zP+C3 )-p?. (4.15)

The remaining part now follows a well-established reasoning: According to the Gagliardo-Nirenberg
inequality and Young’s inequality, we can find ¢5(7") > 0 such that introducing the numbers

IN

M;, ::max{l, sup /Zp’“(',t)}, ke{0,1,2,..},
Q

te (T,j—'\)

all finite due to Lemma for p = px, and each k € {1,2,3,...} we have

t
P / /Q < / 125 o 8) 2 125 (. 9) gy ds

< es(T)-p* My - / IV25 (. 8) 2y ds

IN

t

T)/ / V222 4+ G(T)T -p*- M},  forallte (r,T),
T JQ

whence (4.15)) entails that for some cg(T") > 0,

My, < C4(T)/ 2Pr(,7) + c6(T) - pi - M7, for all k& > 1.
Q

By means of a standard recursive argument, both when pfM2 | < |z(-, Bl for infinitely many
k > 1, and as well in the opposite case this can readily be seen to imply the ex1stence of cz(T) >0
such that

2 )| poeqy < er(T)  forall t € (7, T),

from which the claim immediately follows. O

5 Global extensibility. Proof of Theorem

Having thus ruled out blow-up of the first quantity appearing in the second alternative from ({2.3)), it
hence remains to derive appropriate bounds for the haptotactic gradient. A first observation relates
the latter to some spatio-temporal regularity properties of z and h.
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Lemma 5.1 Let T > 0 and ¢ > 1. Then there exists C(q,T) > 0 fulfilling
T
Vo, Olsiey + V0, Dlan@y < C@T) [ {IV205)aai@y + IThC:5)aacey b+ ClaT) (5.1

for all t € (,T), with T := min{T, Tyney} and 7:= iT.
ProoOF. Differentiating in and recalling (2.1]), we see that throughout Q x (0, Tnaz),
Vv = (—aw + ¢, ) Vz + (—aduw — au+ Auwgy, + v, + ¢) Vo + (Vo + @ (w))Vw +vé, Vi (5.2)
and
VW = (Be™ + wer i, ) Vz + (BAu + Auw 4+ wih, ) Vo = (wihy, + ) Vw + wep, Vh, (5.3)

where we have suppressed the argument (u,v,w,h) in ¢, ¥ and the derivatives thereof. Now as a
consequence of Lemma Lemma and , our requirements , and guarantee
that herein all the functions —aw + vé,e’’, —a uv — au + Muwd, + vo, + ¢, Vo, + D' (w), vén,
B + werihy,, B+ Auw 4+ wipy, wiy, + 1 and wiy, are bounded in © x ((),IA“), so that and
(5.3) imply that with some ¢;(7") > 0 we have

t
[Vo(, O)lla) = va('ﬂ')—f—/ A, Vu(-, s)ds
v La(9)

t

IA

@)+ (@) [ {1V + V0,9l

T

V(s 8)llzo@) + IVAC, )l oo fds

and, similarly,
t
IVl < @) +a@) [ {1905 + Vot

T

V(s 5)l o) + [VAC, 8) |l agey s

for all t € (7, f) Adding these inequalities and invoking Gronwall’s lemma readily leads to 1' O

Here the crucial ingredient containing Vz will ultimately be controlled by using the following result
which extends a corresponding statement from [47, Lemma 3.14] to the present more complex system

22).
Lemma 5.2 Let T' > 0. Then there exists C(T") > 0 with the property that

T
. 2 or a T T an 22 .
/Qm(,t)r <COT) foraite(rnT)  and / /Qm <o), (5.4)

where again T := min{7T, Tynas} and 7 := %f
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PRrROOF.  Defining
A(z,t) :== AD, Vv —xVh and B(xz,t) :== —xzAh — x 2V - Vh + e 2 f(e Nz, v,w, h)
for (z,t) € Q x (0, Trnqaz), we see that the first equation in simplifies to the identity
2zt = DyAz + A(z,t) - Vz + B(z,t), z e, te (0, Tmaz),

which we multiply by —Az and integrate to find using Young’s inequality that for all ¢y € [0, T)qz)
and any t € (to, Tinaz),

t . .
/!Vz(-,t)l2+Du/ / Az = /\vZ(.,to)P—/ /(A.VZ)AZ—/ /BAZ
@ to JQ Q to JQ to JQ2
t 1 t
/\VZ(',to)\g-i-Du/ / \Az!Q—l— /\A-VZ|2
Q to 0 2Du to Q

1 t
n //32_ 5.5
2Dy Jio Jo (5:5)

Here we note that given T > 0, in view of the boundedness property of z in Q x (O,f) asserted by
Lemma we can fix ¢1(T) > 0 such that due to Young’s inequality,

s [ [ < am [ [nesam [ [ vevikam
cl<T>/:/Q|Ah|2+c1<T>/t:/Q|w4+Clﬁ? [ [

IN

IN

IN

+c1(T) for all ty € [0,7) and ¢ € (to,T). (5.6)

Moreover, as the Gagliardo-Nirenberg inequality together with elliptic estimates and Lemma pro-
vides ¢ > 0 and c3(T") > 0 such that

/ V2!
Q

IN

2| Azl ey 1220 gy + e2llzl e

IN

es(T)|| 232y + 3(T)  forall t € (0,7), (5.7)
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by combining the Cauchy-Schwarz inequality with Young’s inequality we obtain

1 t 1 t
Dy to/§z|A'VZ’2 : / IAC, $) 1740 IV 20 8|74 ds
C3
= \/7/ 1AC, )l 0y \/HAZ )72 + 1ds
S Az 4+ (t—t + A
4 {to§2| | ( 0) Dfi toQ||
<

D, [* D, T
u/ /‘AZF_,_“
4 tO Q 4
t
+4c3(T)A'D,, / / |Vl
to JQ

4 T 4 t ~ T~
+c3§)3)></ / IVh|*  forall tg € [0,T) and t € (t,T),
u to JQ

which along with (5.6 shows that (5.5) implies the inequality

/yw |2+/t0/]Az\2
/Q|Vz(-,to)|2—|—c4(T) /j/Q|Ah]2+C4(T) /j/Q|Vh|4

t
ey(T) / / Vol +ea(T)  forall tg € [r,T) and ¢ € (tg, T) (5.8)
to JQ

with some appropriately large c4(T') > 0.
To proceed from this, we observe that as a consequence of Lemmawe can find ¢5(7") > 0 such that

7
/\vv\4<05( +os(T //yv2\4+C5 )/ /Vh\“ for all t € (r,T),
T Q

and that another application of the Gagliardo-Nirenberg inequality in conjunction with Lemma

provides ¢g > 0 and ¢7(T") > 0 fulfilling
Q Q

[ vnt
Q
T)-/ |AR)>  forallte (0,7).
Q

IN

IN

Therefore, again through Lemma (5.8) reduces to

Du t t s
/\Vz(~,t)\2+/ / A2 < /yvz(-,to)y2+cs(T)/ / /va(x,a)\4dxdgds
Q 4 Jiy Ja Q to Jr Jo

+es(T)  forallty € [r,T) and t € (t,T), (5.9)

26



where by the Fubini theorem and, again, (5.7)),

/ / /|Vz x,0)| drdods
to

_ 03(T)c8(T)/ (t—o)- /yw@: o)A dado

to
—|—Cg t—to / / |VZ|4

< (T (t—to) / R
rer) = to) [ [ v
<

e t0)- [ [ 185+ T 1)
to
(T / / (A2 + o5 (T)C(TYT(tg — ) for all o € [, T) and ¢ € (to, TY5.10)
We now let § > 0 be small enough such that c¢3(7)es(T)6 < %, and choose N € N and (i)ief1,...n) C
1-»

[T, f] such that t; = 7ty =T and 0 < t; 1 —t; < 6 for all i € {1,..., N — 1}. Then inserting (5.10

into (5.9) shows that
D, ti+1
:: Sup /\Vz )* and J; = 8/ /|Az|2, ie{l,..,N},
t; Q

tz )t1+1)

along with Iy := [, |Vz(-, 7)[* and Jy := 0 satisfy
max{l;, Ji} < i1 + c3(T ZJ +cs(T) for all i € {1,...., N — 1},

whence if we let

%
Ki=> max{ly, ;}+1  forie{l,..,N—1},
k=1

27



then

i k—1
K, < ka L+ e3(T)es(T)T Jj 4 ics(T) + 1
k=1 j=0
1—1 i—1 7
< Do+ L+es(Mes(D)T-Y Y Jj+ (N —1)es(T) +1
j=1 Jj=1k=j5+1

_ Z{I +es(T)es(T)T - (i = ) } + To + (N = D)es(T) +1
Jj=

< {1+ N -2 c;:,(T)c;;(T)T}-Ki_1+Io+(N—1)c8(T)+1
< o(T) Ki—1 for alli e {1,....N —1}

with co(T) := max{1 + (N — 2)c3(T)cs(T)T, Ip + (N — 1)eg(T) + 1}. Therefore, K; < Kg - ¢ ~}(T)
for all i € {1,..., N — 1}, which in view of the definitions of (I;)icf1,.. n—1} and (Ji)ieq1,.. . n—1} yields
5. 0
Combining this with Lemma [5.1] readily implies the following.
Lemma 5.3 Forall¢>1 and T > 0 one can fix C(q,T) > 0 such that with T := min{7T, Tynae} and
T = %T we have

V(- 1) ey < Clg,T) for allt € (1,T). (5.11)

PrROOF.  From Lemma in conjunction with elliptic regularity theory we obtain ¢;(7") > 0 such
that

T
[ 1t Byt < ea(),

which we combine with the continuity of the embedding W22(Q) < Wh4(2) and the Cauchy-Schwarz
inequality to conclude that with some c2(q) > 0 we have

T T
/ IVt < eala) / 2 8) oz

T
< al@VT-{ [ 10l
< Vea(T)elq) VT,

Since Lemma in quite a similar fashion yields the existence of ¢3(¢g,T") > 0 such that

T
/ IVAC Doy < es(@,T),

the claimed estimate is a consequence of Lemma ]
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Now our main result has actually already been established:

PROOF of Theorem 1.1 Thanks to Lemma and in particular the extensibility criterion (2.3
therein, we only need to combine the outcome of Lemma [4.5] with an application of Lemma [5.3] to
q:=>5. O

6 Simulations and discussion

To illustrate our theoretical results we also performed some numerical simulations of the version

ut = DyAu— xV - (uVh) — &V - (uVv) + pu(l —u — v — w),
ht = DhAh —h+ aw,

v =—hv+nu(l —u—v)+ B,

wy = yu,

(6.12)

of the indirect signal production model ((1.1)) and — for comparison purposes — we also simulated some
solutions of the system

ur = DyAu — xV - (uVh) =€V - (uVo) + pu(l —u — v — w),
hy = D,Ah — h + au, (6.13)
vy = —hv +nv(l —u—v),

in which the signal (MDEs) is directly produced by the tumor cells. Since for both models there is no
blow-up as long as u > 0 (see [26] for the result concerning (6.13))), we only considered here the case
with no tumor cell proliferation, i.e. u = 0.

The simulations were performed using a discontinuous Galerkin FEM method. Thereby, the diffusion
was discretized in space by using a symmetric interior penalty Galerkin (SIPG) method (see [37]), while
for the drift term we did an upwind discretization. The time was discretized with an IMEX procedure
handling the diffusion implicitly and the reaction and taxis terms explicitly. The computational
domain was 2 = [0,1]? and the initial conditions for tumor cells and MDEs were chosen in the form
up(x) = exp(—%), ho(z) = exp(—%), with &, = 0.05, ¢, = 0.1. For the initial density of CAFs we

considered a radially symetric form wo(r) = exp(—%) with £, = 0.01 and ro = 0.5. Finally, the

Umax, T € Uy
Umin, * ¢ Q,
thus Q, C Q representing the stripes shown in the second columns of Figures [I| and Together
these initial conditions describe a heterogeneous tissue structure, in which a Gaussian-shaped tumor
is embedded, surrrounded by activated CAFs and featuring higher MDE concentration in the areas
with many tumor cells. We considered for both models (where applicable) the following parameters:
x=06;&=05 D, =107 D, =0.1; n = 10.6; « = 5; f = 1; v = 1.0. The results are shown
in Figure [1] for system and in Figure [2| for system . The first rows represent the initial
conditions, and the subsequent rows illustrate the solution behavior at several successive time steps.

initial tissue density was characterized by vg(z) = { , With vmax = 1 and vmin = 0.2,
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Figure 1: Evolution of tumor (first column), tissue (2nd column), MDEs (3rd column), and CAF's (last
column) for model (6.12]) with x = 0. Succesive times from top to bottom, top row: initial conditions.
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The simulations of depicture an increase in tumor cell density, which is, however, limited.
Same applies to the MDE concentration and CAFs density, but with smaller rates. The tissue is
correspondingly degraded, and the CAF's spread into the region containing the main tumor mass, at
the same time building up some tissue (for a sufficiently large (3, as in these simulations) at the sites
where they are abundant enough. In contrast, model predicts localized tumor cell aggregates
of very high density which are almost three orders of magnitude higher than the initial condition and
keep growing in time, thus hinting on blow-up of the solution. Likewise, in this latter setting the
MDE concentration is directly produced by the tumor cells and keeps growing as well, although to a
much smaller rate than the cell density. The tissue degradation is much more localized and — where
it happens — stronger. These results are conform with the theoretical findings in this and previous
papers predicting blow-up of solutions when the signal was directly produced by the agents performing
chemotaxis ([2]), while the solutions stay bounded in the case of indirect signal production.

From a biological viewpoint the tumor cells use CAFs (which are originally "harmless’ stroma cells
only becoming supporters of tumor invasion upon activation) to produce matrix degrading factors.
As mentioned above, the production of the latter seems to be decisively controled by CAFs, hence is
rather indirect, as the neoplastic cells first need to activate the CAFs, which then enhance degradation
of surrounding tissue and cell motility, including chemotaxis towards the gradient of proteolytic agents.
Our mathematical result actually tells that such mediation of invasion leads to avoidance of blow-up,
unlike previous models where the direct production of chemoattractant let the solution(s) become
unbounded, a rather unrealistic biological scenario. The result is in line with many in vivo and in
vitro observations that cancer cells "hijack’ their environment in order to gain migratory, survival, and
proliferative advantages.

We considered here that CAFs were non-diffusing, although they are indeed able to spread [44].
Accounting for diffusion of the chemoattractant producer w does not pose, however, any further
challenge to the analysis of our model ; in that case our setting belongs to the same mathematical
class as the one in [5], to which it is also biologically related: both describe the evolution of a tumor
under chemotaxis and haptotaxis, the chemoattractant(s) — of which MDEs are considered in both
models — being supposed to diffuse.

Further chemotaxis-haptotaxis models belonging to the class studied here can be considered, of which
(1.2) is just one example. As mentioned above, a diffusing signal producer can be easily accomodated
to this model class — if the diffusion is linear. Solution-dependent diffusions of either involved species
need further investigation; in [35] one such system extending that from [49] to allow for nonlinear
diffusion of the chemotactic species has been studied, however without haptotaxis.
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Figure 2: Evolution of tumor (first column), tissue (2nd column), and MDEs (last column) for model
(6.13]) with g = 0. Successive times from top to bottom, top row: initial conditions.

36



	Introduction
	Local existence and basic estimates
	A quasi-energy inequality
	L bounds for u
	Global extensibility. Proof of Theorem 1.1
	Simulations and discussion

