GLOBAL EXISTENCE FOR AN AGE AND SPATIALLY STRUCTURED HAPTOTAXIS
MODEL WITH NONLINEAR AGE-BOUNDARY CONDITIONS

CHRISTOPH WALKER

ABSTRACT. A model focusing on key components involved in tumour invasion is studied. tumour cell
migration is based on cell motility and haptotaxis, i.e. the directed migratory response of tumour cells
up gradients of cell-adhesion molecules. Individual cell processes are modelled according to cell age and
several tumour phenotypes are incorporated. Global existence and uniqueness of nonnegative solutions to
the corresponding coupled system of nonlinear partial differential equations are shown.

1. INTRODUCTION

The mathematical model considered in the present paper describes the early vascularized stage of
tumour growth when the tumour begins to invade the surrounding healthy tissue. The basic biological
assumptions are the following: The tumour is contained in a region of tissue and a blood supply has
just been established. tumour cells produce an enzyme that diffuses in the tissue region and degrades
the extracellular matrix (ECM) locally. As well as making space into which tumour cells can move by
simple diffusion, this produces oxygen (and other nutrients) essential for tuamour survival and growth.
The degradation of the ECM also results in a gradient of cell-adhesion molecules. Therefore, while the
ECM may constitute a barrier to normal cell movement, it also provides a substrate to which tumour
cells may adhere and upon which they may move. This directed migration of tumour cells up gradients
of bound cell-adhesion molecules is called haptotaxis [10, 11].

The subsequent model is derived from the hybrid discrete-continuous model proposed in [5], but is
continuous in all variables, and the individual processes of cells are modelled according to cell age.
The model focuses on five key components involved in tumour invasion: the population densities for
proliferating and quiescent tumour cells, the density of surrounding tissue macromolecules, the concen-
tration of matrix degradative enzyme, and the concentration of oxygen. Oxygen could be representative
of any nutrient or nutrients in general necessary for tumour cell survival. Proliferating and quiescent
tumour cells are distinguished by position x € €2, where () denotes the region of tissue, and by age
a € [0,00). Age for proliferating tumour cells corresponds to the position in the cell cycle and if a cell
divides, then both daughter cells have age zero. Age for quiescent cells corresponds to a rested position
in the cell cycle (the age of a quiescent cell is fixed at the age it had when it changed from proliferation
to quiescence, and if a quiescent cell changes back to proliferating, then aging resumes). Moreover,
to account for tumour heterogeneity proliferating and quiescent tumour cells are also distinguished by
type 7 = 1,..., N corresponding to mutations with different characteristics and thus different aggres-
siveness. For instance, cell phenotypes may vary with respect to division and mutation rates, death
rates, transition rates from proliferation to quiescence, recruitment rates from quiescence to prolifera-
tion, ECM-degrading enzyme productions, haptotactic migration rates, and oxygen consumption. We
allow for a random mutation scheme, that is, a cell of type j € {1,..., N} may divide into any other
typel € {1,...,N}.

Key words and phrases. tamour growth, haptotaxis, age structure, diffusion, global existence, uniqueness
Mathematics Subject Classifications (2000): 35K55, 92C17, 92D25.
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The dependent variables of the model are:

pj(t,a,z) : density of proliferating tumour cells of type j at time ¢, position z, and age a,
g;(t,a,x) : density of quiescent tumour cells of type j at time ¢, position z, and age a,
f(t,x) : density of surrounding tissue macromolecules at time ¢ and position z,
m(t,z) : matrix degradative enzyme concentration at time ¢ and position z,
w(t,z) : oxygen concentration at time ¢ and position x.

Clearly, all the variables are nonnegative. The vectors
T

Pt z) = (/Ooopl(t,a,x)da, ...,/OOOpN(t,a,m)da> ,

Qta) = (/Oooql(t,a,x)da, ...,/OOOqN(t,a,x)da>T

represent, respectively, the total population densities of proliferating and quiescent tumour cells for each
phenotype. In order to describe the aforementioned processes the following equations were introduced
in [32] which in turn are based on the model proposed in [5]: The matrix degradative enzyme breaks
down the ECM upon contact and hence

of =— kxymf | t>0, ze€Q, (D
degradation

for some function k£ > 0. The enzyme produced by the tumour cells diffuses throughout the tissue and
undergoes some form of decay:

om = V.- (a(x)V.m) + O(P,Q) — h(z)m, t>0, z€Q, 2)
—_— — —— ——
dif fusion production decay

where o > 0, © > 0, h > 0. Oxygen is assumed to be produced by the decay of the ECM, diffuses in
space, is consumed by the tumour cells, and decays naturally:

dw = Vo (B@)Vew) + T(f) —APQuw —e@w, t>0, 29, ()
| S ——— —~— —— ——
dif fusion production uptake decay

where 3 > 0, I'; A,e > 0. Quiescent tumour cells do not age, but diffuse in space, enter from or
transition back to proliferation, and are subject to cell death. These processes may be affected by the
total population densities of tumour cells and by the ECM or oxygen concentration, respectively:

325(];' = vx : (%(f)vz(b) + Ej(a’vaaQ)pj - (I)j(avvav Q) q; — Tj(aava7 Q) q;
— —
cell motility enter from proliferation exit to proliferation cell death
“

forj=1,..,N,t>0,a>0,and z € Q, where v; > 0, X;,®;, T; > 0. Proliferating tumour cells
are subject to cell aging, cell division, cell death, and may enter from or exit to quiescence. tumour
cell migration is supposed to be due to random motility and haptotaxis in response to ECM gradients.
These processes again may be affected by the total population densities of tumour cells and the ECM
or oxygen concentration, respectively:

Oy = —0ap; + Vo (6;(/)Veps) = Vo i xi(f) Vaf) + @j(a,w, P,Q)q;
cell aging cell motility haptotazis enter from quiescence

- Z](a7w7P7Q)pj - \I]](aawaP7Q)pj - bj(a7w7P7Q)pj7

exit to quiescence cell death cell division

&)
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forj =1,.,N,t > 0,a > 0,and € , where §; > 0, ¥;,x;,b; > 0. The terms on the
right side of (2)-(5) depend locally on the dependent variables. That is, O(P, Q) in (2), for instance,
has to be read as O (P(t,z),Q(t,)) etc., and we drop the arguments ¢ and = merely for notational
simplicity. Equation (5) is supplemented with age-boundary conditions taking into account that cells
with phenotype j and age 0 can be created by division of any cell type [ € {1,..., N} of any age a > 0:

N 00
p](t707x) = 22/0 bl(aaw7P7Q)wl,j(aaw7P7Q)pl(t7aax) daa (6)
=1

forj=1,..,N,t>0,and z € Q, where b; > 0 denotes the division rate of phenotype [, and ¢; ; > 0
is the fraction of daughter cells of dividing mother cells of type [ with type j mutation. This distribution
satisfies

N
>y =1, I=1,...,N.
j=1

Matrix degradative enzyme, oxygen, and tumour cells are assumed to remain within the tissue region
and thus no-flux boundary conditions are assumed on the boundary 0f2. Denoting by v the outer unit
normal on 0f) we assume that

oym = Oyw = duq; = 6;(f)0vp; —pix;(f)Of =0, j=1,.,N. (7
The equations are supplemented with initial conditions (5 = 1, ..., N)
f(O,) = fov m(ov) = m07 w(oa') = wO, Qj(o,',') = C];)7 pj(O,',') = p?' (®

To date, equations (1)-(8) have not been considered in this full generality. First versions of these
equations were introduced in [5] and numerical results were presented therein. The derivation of the
model and numerical results were also presented in [25] and subsequently in [7]. We refer to these
papers for a more thorough biological background and an extensive list of related research. In [14]
a similar model with linear age-boundary conditions was studied in which equation (1) involves a
bounded non-local term and also a smoothing effect due to a diffusion term. The same problem with
additional size structure and several phenotypes was investigated in [15]. The equations (1)-(8) were
mathematically analyzed in [29] when age structure was neglected, only one phenotype was considered,
and diffusion was linear. For this simplified case, global existence and uniqueness of nonnegative
classical solutions were shown and numerical results were presented emphasizing the importance of
haptotaxis in the cell migration process. These results were extended in [30] to include age structure.
Therein one phenotype and linear diffusion were considered and the resulting age-boundary condition
was taken to be linear, that is, the birth rate was depending merely on age but not on oxygen or the
tumour cell densities. The main difficulty in this context arises from the interaction of the hyperbolic
aging and the parabolic diffusion term together with the nonlinear haptotaxis term in the corresponding
equation (5). In [30] the global well-posedness was shown for this case.

Clearly, age structured population models with diffusion have been considered for many years and
different approaches have been used to analyze them mathematically. For example we refer to [12, 13,
20, 21, 22, 26, 27, 31]. The novelty — and, at the same time, the main difficulties — of equations (1)-
(8) is the combination of age and spatial structure together with the nonlinear haptotaxis term. Also,
unlike in many of the other research papers, we include nonlinear diffusion and nonlinear age-boundary
conditions. It is the aim of the present paper to prove the global well-posedness of equations (1)-(8). Of
course, the model above is just one model among many that aim at describing tumour invasion, e.g. see
[6, 9, 23] and the references therein. However, the model considered herein captures all the features it is
supposed to as shown by the numerical results recently presented in the journal Cell [7]. An additional
motivation is to show how to deal mathematically with age and spatially structured population models
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with nonlinear diffusion and nonlinear age-boundary conditions that also include taxis terms. Thus, the
present paper might provide a template for handling a broader range of similar models.
To simplify notation we write

p=@....on)", a:=(aq,...,an)"
and define
Vo (VHVet) = (Vo (1 (/)Vatr), - Vo - (i () Vaan)) " ©)
Vo - (6(H)Vab) = (Vi - (61(f)Vapi)s -, Vo - (O (F)Varn)) " (10)
Vo 0X() Valf) = (Vo 01 x1(f) Vaf)-- o Vo - (o xv (£) Vaf) - (an

Moreover, we introduce the matrix notation
E(a,w, P,Q) := diag[Z1(a,w, P,Q),...,En(a,w, P,Q)] , ZE€{%,®,¥,T,b} (12

and
b(a,w, P,Q) := [bl(a,w,RQ)@bl,j(a,w,P,Q)LSMSN . (13)
Then we can write (1)-(8) in more compact vector form to obtain the following system:
of = —k(@)mf, (14)
om = V- (a(x)Vym) + O(P,Q) — h(z)m (15)
dw = Va - (B(x)Vaw) + T(f) = MP,QQuw — e(z)w (16)
g = Vo (7(f)Vaq) + E(a,w, P,Q)p — ®(a,w,P,Q)q — Y(a,w,P,Q)q  (17)
O = —9ap + Vo (0(f)Vap) — Vo - (pX(f) Vaf)

+ (I)(CL,’LU,P,Q)Q - E(a7waPaQ)p - \Il(a/aw7P7Q)p - b(avvaaQ)p (18)
fort > 0,z € Q, and a > 0, subject to the age-boundary conditions

pwaw=2/'wmmRQmwmwdm 150, 2eQ, (19)
0

no-flux conditions on 02
Oym = 9w =0, 0uqg=0(f)0p—px(f)of=0, t>0, (20)
(with now obvious interpretation of px(f)) and initial conditions
f0.) =2 m0,) =m®, w(©,)=u" q0,-)=4q", p0-)=p". @D
As mentioned earlier the main mathematical challenge is due to equation (18), which involves parabolic
and hyperbolic terms, and the nonlinear age-boundary condition (19). To give a flavour of the main

issues and to outline the present paper we fix suitable functions f = f (¢, z), w = w(t,z), P = P(t, z),
Q@ = Q(t,z) and define temporarily

d(t,z) :=0(f(t,x)), bt a,z):=b(a,w(tz),Ptx),Q(x)).
Then, a necessary first step is to understand the homogeneous problem
p+A{#)p=0, t>0, (22)

that is associated with (18). Here the operator A(t) is formally given by A(t)p := O0,p — Vg -
(0(t,-)Vgp), where p = p(a, x) is subject to no-flux conditions on 92, i.e. d,p(a,z) = 0 fora > 0,
x € 0f2, and age-boundary conditions

p(0,z) = 2 /OO b(t,a,x)pla,z) da, reN. (23)
0
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As shown in [30] the operator —A(t) generates for fixed t a strongly continuous positive semigroup
on L1((0,00), L,(2,RY)), 1 < ¢ < oo, possessing suitable smoothing properties with respect to
the space variable (see Subsection 5.2), which allow for a handling of the haptotaxis term. How-
ever, its time-dependent domain D(A(t)) is not explicitly known. Thus, the standard theory (e.g.
[16, 18, 19, 24]) for hyperbolic operators does not seem to apply in order to obtain a strongly con-
tinuous evolution system. Nevertheless, in the next section (see in particular Subsection 2.1) we will
introduce an evolution system for (22)-(23) on L1 ((0,00), L,(Q,RY)), 1 < ¢ < oo. Since there is
no general theory we can refer to, we will have to prove the relevant properties explicitly. The proofs
can be found in the Appendix. The existence of the evolution operator then allows us to introduce
a meaningful notion of a mild solution for equation (18) and to relate it to the operator A(t) studied
in [30]. Of course, of particular interest in order to prove the existence of solutions to (14)-(21) is a
precise understanding of how the evolution system depends on the previously fixed functions f, w, P,
and (). Having collected all the necessary tools in section 2 we will demonstrate in section 3 how to
apply these in order to obtain the global well-posedness of (14)-(21). As mentioned above, some of the
technical proofs related to the evolution operator will be postponed to the Appendix.

We conclude the introduction with a summary of our main result which can be paraphrased as fol-
lows:

Theorem. Let 2 C R”, n < 3, be a bounded and smooth domain, and let the data k, h, e, x, ©, A,
I, % & W, T, b ¢, be smooth, bounded, and nonnegative. Suppose that o, 3, vy, and § are smooth,
bounded, and positive. Given ¢ > n and any nonnegative initial value (f°, m°, w®, ¢°, p°) in the space

X = W) x WH(Q) x W, (Q) x Ly (RT, W, (Q,RY)) x Ly (RT, W, (2,R"))

with 0, f' = 0, there exists a unique global nonnegative solution (f,m,w,q,p) € C(RT, X) to (14)-
21).

It will be shown that the functions f, m, w, and ¢ are much smoother than stated above and are
classical solutions to the corresponding equations. The function p also possesses more regularity with
respect to the spatial variable and solves equation (18) in a mild sense. We refer to Theorem 3.1 for a
precise statement of our results.

2. AUXILIARY RESULTS: THE SEMILINEAR CASE

In this section we consider the evolution equation (22)-(23). However, we merely collect the basic
properties of the solution and postpone most of the technical proofs to the Appendix.

Throughout this paper 2 C R" denotes a bounded and smooth domain with n < 3. For N € N
fixed and 1 < p < oo and ¥ > 0 given, we set

Lo = Ly(Q,RY), W/ :=w!(Q,R")

and define
Wg?B :{ I{/;/Lﬁe Wg;BUUZO}, g:é-i-l/g,
’ o <¥9<1+1/o,
where d,u = (Qyuq,...,0,uy) for u = (u1,...,un) € Wg. To account for age structure we

similarly put

Lo :=L1((0,00),Ly), WY :=Ly((0,00), W), and WY, :=L;((0,00),W/5) .

[ 4 o,
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By ]Lz,r we denote the positive cone of L,. In order to keep the notation simple we agree upon the
following convention: in the sequel, the letters f, m, and w always stand for scalar-valued functions
(defined on 2); that is, we write f € L, etc. for f € L,(€2,R) and we shall do the same for Wg and
WgB. Moreover, given ¢ € L, and (a,z) € RT x Q we write ¢(a, z) instead of ¢(a)(x) and we
write ¢(a) for ¢(a, -). We use similar notation for other functions depending on two or more arguments
hoping that the meaning will be clear from the context.

Let E and F' be Banach spaces. We use the notation L(E, F) for the set of all linear bounded operators
from F into F' equipped with the usual uniform operator norm. We write L(F) if E = F. If E
is dense in F' we denote by H(E, F) the subset of L(E, F') consisting of all negative generators of
analytic semigroups on F' with domain E. Moreover, A € H1(E, F) means that —A is resolvent
positive (cf. [3]). We write C’;*(E, F) for the set of all functions from E into F' which are uniformly
Lipschitz continuous on bounded subsets of E. If B C E we write g € C*~(B, F) provided the
(k — 1)th-derivative of g is Lipschitz continuous.

For T > 0 we put Ay := {(t,s) € Jr x Jpr; 0 < s <t < T} and Ak :={(t,s) € Ap; s <t},
where Jr := [0, 7.

2.1. The Age-Diffusion Evolution Operator. We study the abstract version of the equation (18).
More precisely, given ¢ € L,, 0 < s < T, and g € C([0,T],L,) we seek a (generalized) solution
u = u(t,a) in L, to the problem

Ou+ 0,u + A(t)u = g¢g(t), a>0,s<t<T,
u(t,0) = 2/ b(t,a)u(t,a)da, s<t<T, (P)s.og
0
u(s,a) = ¢(a), a>0.

We first consider the homogeneous equation with g = 0. Let ¢ € (1, 00) and suppose that A = A(t)
generates an evolution system {Ux(t,s); (t,s) € Ar} on L,. We may solve then (P), 4 formally
along characteristics. Writing [U(¢, s)¢](a) for the solution instead of (¢, a), one obtains the formula

[ Uat,t—a) (Bo)(t —a,s), 0<a<t-—s,
Ut s)o)(@) = {UA(t,s) pla—t+s), 0<t-s<a, 24)
where the function B¢ satisfies the Volterra equation
t—s
(Bo)(t,5) = 2/ b(t,a) Ua(t,t — a) (B)(t — a,s) da
’ (25)

+ 2/Oo b(t,a)Ua(t,s)pla—t+s)da.

—S8

In order to emphasize the dependence of & and B¢ on the data A and b, respectively, we sometimes
write U4, p) and B4 p)¢ instead. In Appendix we will prove that the Volterra equation (25) has a unique
solution B¢ € C(Ar, L,) so that we indeed may define I/ by way of (24). Notice that from (24)-(25)

(Bé)(t,s) = 2 /0 T b(t,a) [Ult5)6] (a)da = [U(t9)8](0), (Ls)EAr.  (@6)

We then have the following fundamental result which shows that (24) defines an evolution operator that
depends Lipschitz continuously on the data A and b:
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Proposition 2.1. Fix numbers o € (1V n/2,00), 2n € (n/0,2) \ {1 +1/0}, p > 0, M > 0, and
T > 0. Suppose that

AeCP(Jr,HT (W25, Ly)) with ||Allcoiapmw? 0,y <M (27)

and denote by {U (t,s); (t,s) € Ar} the positive evolution operator on LQ generated by — A. Fur-
ther suppose that

beF,:= C(Jr, LL((0,00), WL(Q)N*N))  with |b]lp, <M. (28)

Defining U(t, s) = Upa,p)(t, s) by way of (24), {U(t,s); (t,s) € Ar} is a positive evolution operator
on L, that is:
() U(t,s) € L(L,) leaves L] invariant for (t,s) € Ar,
() Ut t)p = dforp e, andt e Jr,
i) U, rU(r, s) = (ts)f0r0<s<r<t<T
(iv) [(t,s) — Ll(t s)p| € C’(AT,W g) for p € W HB and 20 € [0,2)\ {1+ 1/0}.
Moreover,

WAt 5)]| cus, e,y < ex(M) (8= 8)°77, (t.s) € Af, 29)

provided 0 < 0<6<o<1with26,2c #+ 1+1/Qand§ < 0if0 < 0 < o < 1. Finally, the evolution
system U = U] 4 p) depends Lipschitz continuously on the data A and b in the following sense: If A and
A both satisfy (27) and if b and b both satisfy (28), then, defining

A— Al = A
If I = max |A() - AWl eowz ;L) -

we have
Iedia,0) (2, 8) = Uiz ), 9) | cwzo, woyy < er(M) (t— )77 [lo=bllp, + [|A=A[l] (30
for (t,s) € A% provided that 20 € (0,2] \ {1+ 1/0} and 20 € [0,2) \ {1+ 1/0}.

The constant ¢z (M) denotes, in the statement above but also in the following, a generic constant
which depends increasingly on the numbers 7" and M but not on other relevant variables.

We postpone the proof of Proposition 2.1 to the Appendix in order not to further delay our main
result on the global well-posedness of (1)-(8).

The existence of the evolution system U = U4 p) now yields the basis by which to define a mean-
ingful mild solution to (P), 4 4, provided A and b satisfy the assumptions of Proposition 2.1.

Definition 2.2. Let A and b satisfy (27) and (28), respectively, and let i/ = U|4 5 denote the evo-
lution operator provided by Proposition 2.1. For ¢ € L, and ¢ € C(Jp,L,), the mild solution
u € C([s,T],L,) of (P)s,4,g is defined by

u(t) = Ult,s) 6 —l—/tU(t,J)g(o)da, s<t<T.

We also postpone a further justification of this definition to the Appendix. In particular we will show
there that classical solutions of (P), 4 , are necessarily mild solutions in the sense just defined.

The following lemma states that integrating the mild solution with respect to a indeed yields the
solution to the corresponding integrated version of the first equation in (P)s, ¢ -

Lemma 2.3. Suppose A and b satisfy (27), (28) and let U = Uy p). Given ¢ € L, and g € C(Jr,L,)
let

p(t) = U(t,0) ¢ + /0 U(t,s)g(s)ds and P(t) := /Ooop(t,an)da7 tedr.
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Then P € C(Jr, L,) satisfies, fort € Jr,

P(t) = Ua(t,0) /000 ¢(a)da + /Ot Ual(t,s) {/Ooog(s,a)da + 2/0O<> b(s,a)p(s,a)da} ds .

Proof. Lett € Jp. Integrating p(¢) with respect to a € (0, 00) and using (24) we derive

P(t) :/0 Ualt,a) (B(b)(a, 0)da + Ua(t,0) /000 ¢(a)da

—I—/Ot Ua(t,a) /0“ (Bg(r))(a,r)drda + /Ot UA(t,a)/Ooog(a,r)drda,

Noticing that (26) ensures

fe%e] t
2 [ bta)plta)da = (Bo)(00) + [ (By(s))(t.)ds.
0 0
the assertion follows. O
We will use the next lemma later in order to prove positivity of solutions to (17), (18).

Lemma 2.4. Given A and b obeying (27), (28) let U = Uj 4 p). Let G € C”’(JT, H(W;B, ]Lg)) gen-
erate a positive evolution operator {Uq(t,s); (t,s) € Ar}, on L, Further suppose that H; €
C(JT,LOO(RJr,LOO(Q)NXN)), j=1,2,3,4, with H; > 0 for j = 2,3. Define

[ Us(ts) 0 _ | Hi(t) H(t)
V(t,s) = { “0 U(t, s) ] o H) = [ Hs(t)  Ha(t) ]

Jor (t,s) € Aq. Then, for any u® € L x LT, there is a unique solution v € C([0,T],Lf x L) to
t
u(t) = V(t,0)u’ + / V(t,s)H(s)u(s)ds, teJp. @31)
0

Proof. LetE := L, x L, and E* := L} x L{. Put w := max {||Hi||oc , ||Hal|oc} and observe that
H,(t) € L(E) with H,(t)(ET) C E* fort € Jr, where
Hy(t) +w Hj(t)
H,() = , tedpr.
( ) |: Hg(t) H4(t) +w € T
Writing V,, for the operator obtained by replacing G and A by G + w and A + w, respectively, it is
standard to show that there is a unique solution u € C'([0,T],E™) to

u(t) = V(t,0)u’ + /75 V(t,s) Hy(s)u(s)ds, teJp.
0

Lemma 5.3 in Appendix implies that u solves (31) as well.
d

2.2. Further Auxiliary Results. We state some auxiliary results required in the next section. Let £
be a Banach space and 7" > 0. Given p € R, we denote by BCH((O, T], E) the Banach space of
all functions w : (0,7] — E such that (¢ — ¢"u(t)) is bounded and continuous from (0, 7] into E,
equipped with the norm

u— lulle, (o,r).5) = S t u(t)|| e -

We write C,,((0,T7, E) for the closed linear subspace thereof consisting of all u satisfying t*u(t) — 0
in E ast — 0F. Observe the embeddings Cy((0,7], E) — C([0,T],E) and C,((0,T],E) —
C,.((0,T), E) for v < p.



AN AGE AND SPATIAL STRUCTURED HAPTOTAXIS MODEL 9

Lemma 2.5. Let 9 € (1,00). Given o € CY(Q) with a > 0 on €, let {e~*4=; t > 0} denote the
analytic semigroup on L, generated by

—Aqm = Vg - ((-)Vem), meD(Ay) = W,g.
IfT>0and2v <2 <2 <2+42vwith2v # 1+ 1/p, then
[t e 4emO] € Ce_, ((0,T],W)%) . m° e Wrg.

Proof. Denoting by D(A2) the domain of A2 (equipped with the graph norm), it follows from [28,
Thm.5.4.1, Thm.5.3.4] that D(AZ,) is continuously embedded in W 5. Therefore,

(D(4a). D(42)), , = W25 0€ (0.1)\ {1/2},

where (-, -)g,, denotes the real interpolation functor, whence
|e=tAx leqwy,wes,y < (1) ¢, 0<t<T, (32)
by [3, V.Thm.2.1.3]. Now the statement follows analogously to [4, Prop.6]. U
Clearly, given functions m and k, the solution f to equation (1) is
J(t) = e7Mom(io g,
We then have:
Lemma 2.6. Let T > 0 and M > 0. Suppose that o € (1Vn/2,00),0<r <v,and0 < p<l—e <
1. Given k € WQQ)JLQQ” and f° € W;ﬁ” set
G(m)(t) = e~Flom(@do fO,

Then ¢ € C’l}_ (C’M((O, T], W;‘g?”), Cl—n—e ([O, 7], Wgz)—gzr))' More precisely,

[¢(m) — C(m)Hclﬂks([O,T],W:ngr) < er(M)T |lm — m”@((&ﬂWﬁf”)

whenever ||f0||Wgzjgzu < M, ch}L((O)TLWgZ:gZV) < M, and ||7’7L||Cu((07T],W§E2u) < M.
Proof. Analogously to [29, Lem.2.1] it follows from [2, Thm.4.1] that
ICm)(®) — Cm Dl < e =l ooy (0T G
Writing
3 (C(m) = C(m))(t) = —k (m —m)(t) ((m) — km(t) (C(m) — ((m))(t)
and using the fact that pointwise multiplication W212" x W2+2" — WZ2+2" is continuous (cf. [2,
Thm.4.1]), we derive that, for 0 < s <t < T,

(¢ m)=¢(m)) (5) = (¢m) = ¢(m)) (s) |y 2120
[ 100ctm) )@ 25500

IN

IN

t
et [ o772 07 o) = (o) 2o 1G(m) @) 2o dor

t
+erQDE [ o717 0 (o) yagar [6(m)(0) — C(m)(0) 2o
< ep(M)Te (¢ H° — 817,#5) [[m — mHCH((O,T],Wjj;"") )

from which the assertion follows. O
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We conclude this section with the following result about Nemitskii operators.

Lemma 2.7. Let g € (n,00), € € (n/0,2)\ {1+ 1/0}, € € (0,) \ {1+ 1/0} and | € N. Given
f € C3~(RY) put F(u)(x) := f(u(z)) forx € Qand u : Q — RL. Then § € C';_((Wés)l, Wf,B)'

Proof. We may assume that [ = 1. Fix R > 0.
(i) Firstlet € € (n/p,1). Owing to || - [leo < col| - ||W§,B (since WéB — Lo, and
F () < c®B), [f(r)=F(s)] < c(B)[r—s], Irl,|s|<coR,

for some constant ¢(R) > 0, it follows from the mean value theorem that, for [|ul| .« < R, [|a|ye <
e,B o,B
R,and z,y € Q,

|(§(u) — §(@)(z) — (§(u) — §(w)(v)|
[ 1wt + olat) — u@) do (u(e) (o) — u(y) + u<y>)\

<

0
+ ‘/0 {1 (u(@) + ofa(z) — u(@)]) — ' (uly) + ola(y) — u(y)]) } do| [uy) - a(y)]
< o(R) {Ju(z) — a(z) —uly) +a(y)| + [lu(@) —u(y)| + |alz) —a(y)|] [lv — @]l } -
Therefore,

15 (u) — S(ﬂ)\\;’vg,g < [I8w) = 3@I7,
+/ |(B(w) = (@) (2) = (F(u) — F@)))]*
QxQ

|z — y[ntee

d(,y)

< (R flu—ullfe + e(R)[u—alf_,

o,B

whence § € Gy~ (W5 5, W5 ). Note that we only used f € %~
(ii) Now let &€ € (1,2) \ {1 +1/0} and € € (1,¢) \ {1 + 1/0}. Choose T € (n/g,1) with 7 > £ — 1.

Then pointwise multiplication W7 x Wéil — ngl is continuous, see [2, Thm.4.1]. Therefore,
13(0) = 3@ e < 13 = 3@z, + () = F(@) dul s
j=1

+ |1 (@) 05w — @) 51
j=1

< ¢(R) lu—allL, + I (w) = ' @llw; llullye

I @y e — e
for ||u||W§ ) HQHWg < R, and thus
I3(w) = F(@llye < c(R) [lu— allyye

follows from part (i) since 7 € (n/g,1), W5 — W7, and f' € C?>~. The case { = 1 is obvious. O
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3. GLOBAL WELL-POSEDNESS

We are now in a position to prove global existence and uniqueness of nonnegative solutions to equa-
tions (14)-(21). To do so we require the following assumptions to hold:

(A1) o, B € CHQ) with a(z), B(z) > 0 forz € Q; 7,6 € C?~(RT,RY) with y(2), () > 0 for
z>0;

(Az) there is some € > 0 such that h € C4“(Q), k € W (), e € Loo(Q), and h, k, e are
nonnegative;

(A3) x € C3~(R*,RY) is nonnegative;

(Ay) © € C3~(R*Y) is nonnegative;

(A5) T € C%1=(Q x R*) is nonnegative;

(Ag) A € C%1=(Q x R?N) is nonnegative;

(A7) each Z € {b,%,®, ¥, T} belongs to C%2(RT x R*2V) and is nonnegative and for R > 0
there exists ¢(R) > 0 such that

|D5E(a, 2) — DyE(a, 2)| < e(R)|z -2, a>0, zzeR™N  i=012;

(As) ¥ = (;) € CO2(RT x RY2N RNXN) g nonnegative; for R > 0 there exists ¢(R) > 0
such that

|Ditp(a,2) — Dyp(a, 2)| < e(R)|z— 2|, a>0, zzeR™N =012,

and 1 satisfies the additional constraint Zf\il Yjg=1forj=1,...,N.
In order to prove that the solutions exist globally we will assume in addition that

(Ag) there exists k € C(R™) such that
Eila,w,P,Q) <k(w), a>0, (w,P,Q) e RxRY xRN, j=1,...,N,
for 2 € {b,v, %, ®, ¥, T} and also
Yii(a,w, P,Q) < k(w), a>0, (w,P,Q)eRxRN xRN  ji=1,... N;

(A1g) there exists co > 0 such that O(P, Q) < ceo (1 + Zjvzl (Pj + Qj)) for P,Q € RY with

P,Q>0.
Here and in the following we mean by z > 0 for z = (21,...,zy) € RY that z; > 0 for all
j € {1,...,N}. Moreover, g € C%!~ means that g is jointly continuous with respect to both argu-

ments and Lipschitz continuous with respect to the second argument. For b and ¢ as in (A7) and (Ag),
respectively, we define b by (13) and we use the matrix notation for 3, ¥, ®, T and the notation for the
differential operators in divergence form as in (9)-(12).

Our main result regarding global existence and uniqueness of nonnegative solutions to (14)-(21)

reads as follows:

Theorem 3.1. Suppose (A1)-(As) and let o € (n,00). Given 2§ € (n/p,2) \ {1+ 1/0}, 2\ €
(0,2) \ {1 + 1/p}, and any nonnegative initial value

2 2 2 2
(fO,m%w’, q%,p°) € X 1= WZE x W2y x W2 x W2y x W2,
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there exists a unique maximal nonnegative solution (f,m,w,q,p) € C(J,X) to (14)-(21) such that
feC I, W2y), mw € C(J,W2g) N CYJ,L,), and q € C(J, W2 z) N CY(J,L,), where .J
denotes the maximal interval of existence and J=J \ {0}. Here, f,m,w, and q are classical
solutions to the corresponding equations, while p is a mild solution (in the sense defined in section 5.2).
Moreover, P := [;° p(-,a,-)da € C(J, W25) NCY(J, L,). Finally, if also (Ag) and (Ayo) hold, then
the solution exists globally, that is, J = RY.

Remark 3.2. It is possible to consider diffusion coefficients v and J that, in addition, depend smoothly
on the tumour densities P and @), respectively. Local existence of nonnegative unique solutions with
the same regularity properties as stated in the above theorem can be shown provided that 2 € (1 +
n/0,2)\ {1+ 1/p} and 2\ € (0,2) \ {1 + 1/p}. However, our method does not necessarily yield
global solutions in this case.

3.1. Proof of Theorem 3.1: Local Existence. Suppose (A;)-(As) hold. Given £ and ) as in the
statement of Theorem 3.1 and € as in assumption (As), choose numbers such that

%<277<277<2§, pe(01), 0<2w<2<(eA@u+22—2)A2)).  (34)
We fix T, R, Ry > 0 and denote by ¢(T'), ¢(T, R) etc. constants that depend increasingly on 7" and R
etc. For Jr :=[0,7] and Jr := (0, T| we define the Banach spaces E; by
Ey = C,(Jp, W) B )N C(Jr, W) ,
By = C(Jp,W2E), Es:=C(Jr, W)
andwe set E :=Ep := Fy x E5 X E3 X F3. Lemma 2.6 then gives that
(€ Cy (Br, CVF(Jp, W2E)) for ((m)(t) := e~k Jgm(o)do 40 (35)
where r € (0,v) and i € (u,1). Letw = (m,w,q,p) and @ = (m,w, g, p) both belong to E with
norm less than R. We use the notation introduced in (10) to define
Ag[u]v ==V, - (5(C(m))vxv) + X(C(m))vxC(m) “Vgv, vE W;,B )
and notice that

|4su®)] = Al v 1. < BICIE = Ol €T, GO

since 4, 5;-, and x; are uniformly Lipschitz continuous on compact subset of R* due to assumptions

(A1), (A3). Furthermore, since §(¢(m)) € C*(Q,R™) and §;(¢(m)) is uniformly bounded away from
zeroon Jp x Qforj =1,..., N by assumption (A;), it follows from [1, Thm.2.4] and (35) that

[t — Asfu(t)]] € C* 7 (Jr, HT (W2g, L,)) with [As[ulllor-7 gy 20+ (w2 1)) < e(T5 R)
(37
Defining
P(ta)i= [ pltan)de. Q) = [ gltan)da
0 0
and b[u](t) := [a — b(a,w(t,-), P(t,-),Q(t,-))], Lemma 2.7 and assumption (A7) imply that
beC, (B, Fy) with [[b[u]]lr, < c(R). (38)

Hence Aj;[u] and b[u] satisfy (27) and (28). By {U,(t,s); (t,s) € Ar} we then denote the evolution
operator induced by As[u] and b[u] (cf. Proposition 2.1), i.e. Uy := Uy a4[u),b[u])- Setting

Ay[ulv ==V, - (7(((m))Vzv), ve WZ,B ,
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and noticing that the differential operator merely acts on the spatial variable z, it is easily seen that
from (35)
[t — Ay [u(t)]] € C#(Jp, HY (W2 5,1L,)) (39)
with
[Ay[u(®)] = A [N w2 0,y < cABR)C(m)(E) = Cm)D)llwz, - €I
Hence —A,[u] generates an evolution system {Uy4_p,(t,5); (t,s) € Ar} on L, according to [3].
Invoking [3, II.Lem.5.1.4] and Lemma 2.6 we deduce that

”UAW[u] (t7 S) - UA»Y[E] (t’ S)Hﬁ(W2" SW275)
< e(R) (=97 mas A4, u(r)] - A i)l yry  @40)
<c(T,R) (t—s)""" |lu—1ule

for (t,s) € A%,and 0 < 0 < 1,0 < 7 < 1 with 20,7 # 141/ p. Moreover, [3, IL.Lem.5.1.3] warrants
that U A, u] satisfies the analogue estimates as in (78) for the ng’g—spaces. Clearly,

—A; = [v Vo (T()Vav)] € HT (W, 5, Ly)
generates a positive analytic semigroup {U4_ (t); t € Jr} on L, for 7 = a, 3. We then put
Ri(u) == O(P,Q) — hm,
Ry(u) == T(-,¢{(m)) = A(P,Quw — ew,
Ry(u) == E(,w, P,Q)p — (2+1)(",w,P,Q)q,
Ry(u) := —pVa - (x(((m))Val(m)) — (0+ 2+ ¥)(,w, P,Q)p + O(,w, P,Q)q

again using the notation as in (9)-(12). Furthermore, for operators V' = V(t), U = U(t, s), and a
function u = u(s) we put

t t
Vxu(t) = / V(t—s)u(s)ds, Uxu(t) = / U(t, s)u(s)ds
0 0
whenever these integrals make sense. Given
0._ (fO mO w07q0 pO) cX = W2+e « Wg,/}f % W;FB « WZFB % WZFB (41)
with [|u%]| x < Ry, we define F(u) := (Fy(u), ..., Fy(u)) by
Fi(u)(t) :=Ua,(t )m +Ua, x Ra(u)(t) ,
)
)

Fy(u)(t) = Una, (t)w’ + Ua, * Ro(u)(t)
Fa(u)(t) := Up_ju)(t,0)° + Un_ ) * Rs(u)(t)
Fy(u)(t) = U (t, 0)p° + Upy * Ra(u)(2)

foru € Eandt € Jpr. Note that Uy (-)m0 S El by Lemma 2.5. Also observe that (34) and [2,
Thm.4.1] ensure that pointwise multiplication C*(Q) x W2+ — W2” is continuous. Hence, due to
assumption (As), it follows from Lemma 2.7 that

Ry € C} (B, Cpu(Jr, W2)) 42)
from which we conclude that
1F1(u) = Fi (@)l g, = |Ua, * (Ri(u) = Ri(@)|| g, < c(R)T" [Ju— g (43)

and
1 (), < e(T) MmOz, + c(R)T" (44)
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for ||u||g, ||i]lg < R owing to (78). Next, w’ € W;EB entails Ua, (-)w” € E,. Assumptions (As),
(As), (Ag), and Lemma 2.6 imply that Ry € O}~ (E, C(Jr, L,)), whence

1F2(u) = Fo (@), = [Ua, * (Ra(u) = Re (@), < (T, R)T " u— iflg (45)
for ||u||g, ||Z|lz < R by (78). Moreover,
o))z, < e(T) [0y, + (T, RYTT (46)
From (39) we obtain
[t = U, (t,0)¢°] € C(Jp, W) — Es (47)

due to ¢" € szB. Analogously to (38) and by using (12) we may interpret b, >, W, &, and Y as
members of C;7 (E, F;) and so, owing to (77) (with 77 instead of n),

R € C} (E,C(Jr, 95)) (48)

Therefore, invoking (40), the analogue of (78) for Uy _ [, and recalling that l¢°]lyy2e < Ro and
0,8
lullg, |E|le < R, we deduce that, for ¢t € Jr and € > 0 small,

1Es()(®) = Fa(@)(®) e, < [V (8:0) = U i (6Ol cume, oy 16 e,

t
+ / 1Ua, 1) (8 8) = Ua, (£ 8)|| cowan, wzn,) 1R () lwen, ds
/ U 6188 v sy IR (5)) — Ra() g, i

t
(TR, Ro) 5 Ju = e+ (T R) [ (= 577 ds fu
0

< (T, R, Ro) t*~" lu — [ -

(49)

We also observe that |[U4_ o] (t, O)||£(W2n5) < ¢(T, Ro) due to [3, ILLLem.5.1.3] and ¢(0) = f°. Thus,
since F3(0)(t) = Ua_jo(t,0)q°,

LS )0y, < IFs(u)(6) — Fo(0) (1), + 10, (8, 0)a e,

(50)
< o(T, R, Ro) T + ¢(T, Ry)

fort € Jpr. Dueto p° € WQ;B it follows from Proposition 2.1 that
[t = u[u] (ta O)p ] € C(JTa 0, B)

We fix 0 < 7 < 7 < v and note that pointwise multiplications W, 2" x W2 < W 2" and
Wg" X ng < W2 are continuous by [2, Thm.4.1] since ¢ > n and 21 > n/o. Hence, according to
Lemma 2.7 and assumption (As) we have

and thus, taking into account b, 3, U, & € C;f(]E, F35) and (77) in the Appendix (with 7 replaced by
)
Ry € Gy (E,C(Jr,W¥3)) . (51)
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Next, we use (29) and (30) of Proposition 2.1 and (35), (36), (38), and (51). We then compute for
||P0||Wsz < Ry, ||lu|lg, |E|lg < R, and t € Jp that (with € > 0 small)

([ Fa(u)(t) — F4(ﬁ)(t)||WZf15 < ||Upa (¢, 0) = Upy (tvo)’|z(wj§5,W§75) ”pOHWfB
t
[ 18 5) = U (090 ) IR iz, s
t
b [ b () ) I RaC9) = (), s
0 o, o, ’

t
< o(T, R, Ro) ¢~ |[u— allg + (T R) / (t—s)" =" ds |lu —allg
0

< (T, R, Ro) t* " |Ju — |k -
(52)

To find a bound on Fy(u) we note that b[0] € F, and, since ((0) = f° and ||f0||W§B < Ry, that
||A5[0]||£(W§‘B,LQ) < ¢(Ryp). Therefore, HU[O](t’O)HL(WZ"B) < ¢(T, Ry) for t € Jr by (29) from
which ’

1) (), < IFa()(E) — Fa(O)(0) o, + 1o (1 0) iy 16,

(53)
< ¢(T,R,Ro) T*™" 4 ¢(T, Ry)

for t € Jp. Gathering together (43)-(46), (49), (50), (52), and (53) we deduce that ' : E — E satisfies

||F(u) - F(ﬂ)”E S C(T’ ROvR) Tﬁ ”u - ’a”E )
|F(u)le < co(T,Ro) + (T, Ro, R)T", (54)

provided that ||u||g, |4z < R and |[u°||x < Ro, where ¥ := (7 — v) A (£ —n) > 0. Note that the
constant ¢ (7T, Rp) in (54) does not depend on R. We recall that T, R, Ry > 0 were arbitrary. Hence,
given any Ry > 0 we may define R := ¢o(1, Ry) + 1 and choose T := T'(Ry) € (0, 1] small to obtain
that F' is a contraction from the ball in E = Er centred at 0 of radius Ry into itself. This yields a
unique fixed point u = (m, w, ¢, p) of F' in this ball. Obviously, ({(m),m,w, g, p) is then the unique
mild solution to (14)-(21) on [0,7T]. This solution can be extended to a maximal solution on some
maximal interval of existence J by uniqueness. Since T = T'(Ry) was chosen only depending on Ry
with ||u°|| x < Ry, we may conclude that J = R* provided we can show that

S OO, 0. a0 2Ol awa awasmspoms, < 69

for each 7 > 0, where f := ((m).

3.2. Proof of Theorem 3.1: Regularity. Improving the regularity of the solution found in the pre-
vious subsection is now standard. First note that as in [29, Lem.2.2(i)] we have f € C*(J, W; B N
C(J,W2 ). Writing R;(t) := R;(u(t)),j = 1,...,4, we infer from (42) that Ry € C(J, W2%) with
7 > 0 and thus, from [3, II.Thm.1.2.2],

m e CHJ,L,) NC(J,W2g) NC(J, W)
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is a classical solution of (15). Next, integrating the mild formulation of (17) with respect to a > 0 we
obtain

[e§] o0 t o0
Q%) ::/ q(t,a)da = Uy, [y (t70)/ ¢°(a) da+/ Ua, (2, s)/ Rs(u(s))(a)dads ,
0 0 0 0
(56)
for ¢ € J, where Uy_ () has to be interpreted here as the evolution operator on L, corresponding to
Ay[u] € CYE(JH(W2 3, Ly)). Owing to [* ¢%da € W;’EB and [ Rs(u)(a)da € C(J,L,) it
follows from [3, II.Thm.5.3.1] that
QeC (I WH), (57)
where still 2n € (n/p,2€) \ {1+ 1/0}. Similarly, invoking Lemma 2.3 we deduce that

P .= / pda € C(J,L,)
0
is the mild solution to the Cauchy problem
oo
P+ Aslu(t)]P=H(t), teJ, P(0) = / p’da, (58)
0

where
H() ::/O R4(u(s))(a)da+2/0 bu(t)](a) p(t,a)da, te J.

Since H € C(J, WQ2.,TB) due to (51), (38), and (77) (from the Appendix) and since P(0) € Wj’% we
conclude again from [3, I.Thm.5.3.1] that

PeCE(IW2E) NCHI, L) NC(J,WEg) N C(J, W) (59)
is the classical solution pf (58). Hence, Lemma 2.7 together with (57) and (59) yield that A(P, Q)
belongs to C$~"(.J, W;%) with 77 € (0,7). We observe that w° € Wj% and Ry € C(J,L,) entail

we CE(J, W;%) and so we derive from Lemma 2.6 and (A5) that Ry € C?(J, L,) for some p > 0.
Therefore,

we C'(J, L) NC(J,W2g)NC(J, W)
is the classical solution of (16). From (48) it follows R3 € C(J, WTB) and hence, due to (39) and
q° WQQE , we obtain that

q € CM(J,Ly) NC(J, W2 ) N C(J, W)

solves (17) classically. It remains to observe that p € C(J, WZ)&B) is due to the fact that p° € WZ)&B and
that U[,,) is strongly continuous on WZ?B by Proposition 2.1.

3.3. Proof of Theorem 3.1: Positivity. For nonnegative initial values (f°, m® w®, ¢°, p°) as in (41)
we denote by (f,u) = (f, m,w,q,p) the maximal solution to (14)-(21) obtained in Subsection 3.1.
We fix T € J and set Jp := [0,T]. Then w,Q, P € C(Jr,C(Q)) since WQQEB — C(9) and thus
= e O(Jr x Rt x Q), where

E(t,a,z) := E(a, w(t,z), P(t,2),Q(t,2)) , (t,a,x) € Jp xRT x Q,
for 2 € {b,%,®,¥,T}. Weput z := V, - (x(f)V.[) and obtain z € C(Jr, L,) from (51). Let then

zj € C(Jp,C(Q)) be such that z; — zin C(Jr, L,) as j — co. We set
M1::—T—(I>, MQ::E, .2\431:‘:13‘7 M4Z:—Zj—b—2—\11.
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According to Lemma 2.4 there exists for each j € N a unique solution (¢;,p;) € C(Jr, L x L}) of
() = Ua, () (t,0)¢° + Ua_ ) * (Mrg; + Mapj)(t), t€Jr,
pj (t) = U[u] (t,O)pO +U[u] * (ngj + M4pj)(t) , tedr.

It is immediate from Proposition 2.1(iv) and (29) that p; € C(Jr, W ) Using the corresponding mild
formulation of (17) and (18) it easily follows that ¢; — ¢ in C’(JT7 L,) and p; — pin C(Jr, WZ’B)
since z; — z. Therefore, q(t), p(t) € L{ fort € Jr, and hence forall t € .J since T' € J was arbitrary.
That f > 0, m > 0, and w > 0 is obvious.

3.4. Proof of Theorem 3.1: Global Existence. Suppose now that (A;)-(A19) hold. We again denote
by (f,u) = (f,m,w, q,p) the maximal solution to (14)-(21) on the interval J obtained in Section 3.1
corresponding to nonnegative initial values (f°,m° w?, ¢°, p%) as in (41). In order to prove (55) we
proceed similarly as in [29] and [30]. Let 7 > 0 be arbitrary and put J, := J N[0, 7. First observe that

1F Olloe <IN, te T, (60)
and so, due to (16),

lw(t)eo <c(r), teJr. (61)
Invoking (Ag) we thus infer from (56) and (58) that

dtz/ t)+ Q;(t) dx<2Z// bi(a,w, P,Q) ¢ j(a,w, P,Q) pi(t,a,z)dadx

7,l=1

T);/ﬂpj(t) dz

for t € J,. Therefore
PO, +1QMz, <elr), telr. (62)
We fix j € {1,..., N}. Owing to (60) and (A;) there hold

i t
5(f(1) >8>0 &m»H<%,tEJ 63)
6;(f -
We then introduce the function ¢;(2) := exp ( ?j ((:)) dr), z > 0, and observe that ¢; € C'! solves
0o Y
¢ =526, 6(0) =1, (64)
J
and satisfies .
1< ¢J(f(t)) < ecoll 7l , teJ. (65)

To simplify the notation in the sequel we omit the arguments w, P, ) and merely write 3; etc. instead
of 3;(a,w, P, Q). From (58) and (64) it follows that

F ! s, i Xi(f) B oo 1 [T
Va (@(f)x(f)% ))+ k f+¢j(f)/0 ®;q;d

Ot = /
“o;(f)  oi(f) o;(f 5;i(f) ¢5(f)
1 2

o0 N o0
—W/O (2j+‘1’j+bj)l?jda+¢j(f)2/o bt pida .

(66)
We next prove the following auxiliary result which is in the spirit of [29, Prop.5.1] and [30, Lem.3.3].



18 CHRISTOPH WALKER

Lemma 3.3. If | P(t)||r, <c(1),t € JT,forsome p €[1,0), then ||P(t)| L, <c(r), t € Jr, provided
that o € (p,2p A o] is such that 75 <1 +2

-
Proof. Let ||P(t)||z, < c(T),t € JT, for some p € [1, ) and let 0 € (p,2p A ¢] and 7 > 1 be such

that
no 1 2

1
<-<l4+===.
no+2p r n p
Fix j € {1,...,N}. We use (Ayg), (60), (61), (63), and (66) to deduce as in [29, Prop.5.1], [30,

Lem.3.3] that
VL( Pj )0'/2 2
o;(f)

3 [ow (Jff))ﬂ 4o < ~o(0 =13 [ 6,(0)
+ c(T)/m ( ]z] ))U dx_+ c(T)/QJ (q:()}))“‘ dz
ey [1(50)

dx

(67)

for t € J,. Next observe that from (Ag)

2Q; — Va - (7(f)VLQ;) < /O Yi(a,w, P,Q)pjda < () Pj ,
oym —Vy - (avxm) <O(PQ).

Therefore, (79) in the Appendix implies ||Q;(t)[|z,, < ¢(7),t € Jr, since || P;(t)|r, < c(7).t € J-,
due to the choice of r. Here, + + - = 1. Since this is true for each j € {1,..., N}, assumption (A1)
gives that ©(P, Q) belongs to Lo (J;, L,) and hence also ||m(t)||z,, < ¢(),t € J;. Using Young’s
inequality and the Gagliardo-Nirenberg inequality [17, p.37] it follows analogously to the proof of [29,
Prop.5.1] that

K (aﬁﬁf))“ et [ om (cﬁif))a < e(r:0) + ol | (aﬁf)) &

weet | V(qﬁﬁ?))U/z |

where ¢ > 0 is arbitrary. Applying Young’s inequality also for the last term of the right side of (67)
and choosing € > 0 sufficiently small, we derive

%/ﬂgﬁj(f) (qﬁﬁﬂf))c; de < e(r) + C(T)/Q(q;;))gdx + c(T)i/QPfdx, teld.

Summing over all 7 = 1,..., N and using (65) the assertion follows from Gronwall’s inequality. [

dx ,

Since n < 3 we may, due to (62), apply Lemma 3.3 successively to deduce the estimate
POz, +1QWIz, <e(r), te . (68)

By considering the interval J N [e, 7] for e € (0, 7) N J we may assume without loss of generality that
m° € W7 ;5. From (68) and (A1) it follows O(P, Q) — em € Loo(J7, L,) and som € La(J7, W7 )
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by using maximal regularity for equation (15). From Holder’s inequality we thus obtain that
t
1/2
/ Im(o)llwz, do < e(r) (t=5)'/*, tsed,, s<t.
S

Therefore,
1£(8) = f(S)llwz < e(r) [t —s['/?, ts €y, (69)
and whence, from (36),

[ Aslu(t)] — Aslu ySMt=s['? tsed,, (70)

(s)] HA(WQ%B,LQ

for some M = M(7) > 0. The analogous estimate also holds if ¢ is replaced by . Thus [3,
I.Lem.5.1.3] ensures that, for 29 € (0,2) \ {1 + 1/9},

1yttt 8)leqwany + (6= 9)” Va9l comzgy < (), ts€o, s<t, (T1)

8)

and analogously for U4_ ). Since (69) implies f € Lo (J-, WQQ’ ) we have, due to (Ay),
1RO, < o) (P gz, + laBllyee,) » +€ T 72)
and also -
HA Ra(u(t) dal| < e(r) (IPO) g, + 1@ yz) 1€ J:
The latter inequality together with (58) and (71) implies ”P(t)HVVj% < ¢(7), t € J;, by Gronwall’s
inequality and similarly ||Q(t)\|WngB < ¢(7),t € Jr. But then

||b[u(t)]\/Lw((07oo)7(W2,, @any S M, ted, (73)

e.B

for 21 € (n/ o, 2€) thanks to Lemma 2.7. From (70), (73), and Proposition 2.1, we conclude
(12 (tvs)”L(ng,W§55) <er)(t—-s)"5, t,seJ., s<t.

Using (72) and Gronwall’s inequality we thus infer that || p(t)HWffs < ¢(r) for t € J; and similarly
||q(t)||W2§B < ¢(r) fort € J.. Owingto P,Q € Lo (L, ijB) — Loo(Jr, Lso) and (61) there holds
I(f) + A(P,Q) € Loo(Jr, Loo) and hence w € Loo(J,, W25). Finally, noticing that ©(P,Q) €
Loo(J7, Wj%) by Lemma 2.7 and (A,), we first obtain m € Lo (J, WQZ%) for each ¥ < 1 from (15).
Then, since b € C*“(Q) and hence Ry (u) € Loo(J-, W2%), we also obtain ||m(t)||W§+Bz < ¢(7)

fort € J N [ro,7] with 0 < 7o < 7 by (32). Lemma 2.6 then ensures f € Loo(J N [0, 7], W2 5).
Therefore, we conclude (55) for each 7 > 0, whence J = R™. This proves Theorem 3.1.

Remark 3.4. In subsection 3.2 it was observed that w, P,Q € C?(J, W;%) for some p > 0 and
2n € (n/p,2). Therefore, b(-,w,P,Q) € CP(J, Fy) for 277 € (n/p,2n) by Lemma 2.7. Hence
classical solutions to equation (18) are necessarily mild solutions as noted in the Appendix.

4. CONCLUSIONS

This paper analyzes a mathematical model focusing on key components involved in tumour growth.
tumour cell migration into healthy tissue is due to cell motility and haptotaxis, that is, the directed
migratory response of tumour cells up gradients of cell-adhesion molecules. In addition to spatial
position tumour cells are also distinguished by age and mutation type. Thus, the model consists of
a system of nonlinear partial differential equations with both parabolic and hyperbolic features. Cell
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division processes are assumed to be affected by oxygen concentration and total tumour population.
This leads to a nonlinear age-boundary condition.

Due to the nonlinear diffusion terms and the nonlinear age-boundary condition the associated ab-
stract linear problem is nonautonomous. It is shown that the abstract formulation yields an evolution
system with suitable regularity properties and Lipschitz dependence on the nonlinearities. Based on
these properties local existence of unique non-negative solutions is derived by a fixed point argument.
A bootstrapping argument is employed in order to prove that the solutions exist globally in time.

5. APPENDIX

This appendix is devoted to the proof of Proposition 2.1. We also provide the justification of the
definition of the mild solution of (P); ¢ 4 introduced in Definition 2.2.
For the remainder we fix numbers

o€ (1vn/2,00), 2ne(n/o,2)\{1+1/0}, p>0, T>0 (74)
and put Jr := [0, T]. Moreover, we choose
AeCP(Jr,H* (W2 g, L,)) with 1Al o (e (w2 g0y < M (75)

and notice that the corresponding evolution system {U4 (¢, s); (¢,s) € A} on L, is positive, that is,
the positive cone ]Lz,r is invariant under U 4 (¢, s) for each (¢, s) € Ap. We refer to [3, Chapt.II] for the
existence and basic properties of the evolution system U 4. We also let
beF, = C(Jr, LL((0,00), W 5(2)V*N))  with |[|b]|r, < M. (76)
Observe that pointwise multiplication
W) x Wos(Q) = Wh, 9 e{on}, (7

4

is continuous according to [2, Thm.4.1] since 2 > n/o. In particular, b(t,a) € (W-%(2))V*N may
be considered as an element of £(L,). Next recall that

(LQ,W;B)wiWQ%, 2r € (0,2)\{1,1+1/0}, and [L,, W} g]

o,

=~ il
1/2 W@,B

where (-, ), , and [-, -]y denote, respectively, the real and the complex interpolation functor of exponent

r, and = means ‘(algebraically) equal with equivalent norms’. Then it follows from [3, [I.Lem.5.1.3]
that

1At )l winy < er(M) (E= 77 (t5) € A, 8)
for0<7<r<o<1with2r,20 21+ 1/pand7 < rif 0 < r < o < 1. Furthermore,

NUA(, 8)l|2(z,,2e) < er(M) (¢ —s)” eV (1 5) € AG (79)
provided 1 < o < ¢ < 0.

5.1. Proof of Proposition 2.1. We first focus our attention on the Volterra equation (25). We prove
the well-posedness of the equation and derive some important properties which then enable us to prove
Proposition 2.1.

Lemma 5.1. There exists a linear operator B € L (Lg, C(Ar, Lg)) such that B is the unique solution
of (25) for ¢ € LL,. More precisely,

||(Bo)(t, S)HLQ < cp(M)||dllL,, (ts)EAr, ¢€L,. (80)
Furthermore, if ¢ € L], then (B¢)(t,s) € L} for (t,s) € Ar.
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Proof. We fix s € [0,T) and ¢ € L, and define
zs(T) = 2/ b(r+s,a)Ua(t+s,8)pla—7)da, 0<7<T-—3s,
so that z; € C([0,T — s], L,) owing to (76)-(78). Choosing then A > 0 sufficiently large and putting
F,(v)(1) := 2/ e b(r+5,a)Ua(T +5,7+5—a)v(t —a)da + e z,(7),
0
it follows that
F,:C([0,T —s],L,) — C([0,T —s],L,)

is a contraction and thus possesses a unique fixed point vs € C([0,T — s], L,). Gronwall’s inequality
implies

[vs(MlL, < ex(M)||dll,, 0<7<T-s, 0<s<T. (81)

Furthermore, if ¢ € L}, then z,(7) € L} for 7 € [0, T — s] since Uy is positive and so v,(7) € L
forT € [0,T — s]. We set

(Bo)(t,s) = Ay t—s), (t,s)eAr, s#T,
and -
(Bo)(T,T) := 2/ b(T,a)$(a)da .
0

Then (B¢) solves (25). It follows from (76), (77), (81), and the fact that U, is uniformly strongly
continuous on compact subsets of L,, that B¢ belongs to C(Ar, L,) and satisfies (80). The unique
solvability of (25) in C(Ar, L,) yields that [¢ — Bg] is linear, whence B € L(L,,C(Ar,L,)). O

Having established the existence of a unique solution to (25) we may now indeed define, for (¢, s) €
Ar, the operator U(t, s) = U p)(t, s) from L, into itself by virtue of (24). In order to prove that U/
defines an evolution operator on I, we require the following auxiliary result.

Lemma 5.2. Given ¢ € L, there holds (BU(r,s)$)(t,r) = (B®)(t,s)for0<s<r <t<T.

Proof. We may assume that 0 < s < r <t < T since U(s, s)¢ = ¢. We observe that

(BU(r, 5))(t,r) =2 /O "b(t,a) Ut — a) (BU(r 5)6) (¢ — a,r) da

+ 2/ts b(t,a) Ua(t,t — a) (Bé)(t — a, s) da

+ 2/Oo b(t,a)Ua(t,s) pla—t+s)da
t—s

Therefore, setting

L ( (rys (;5) r<t<T,
g(t) = {( )(,), s<t<r,
we deduce, for t € [s, T}, that
t—s 00
g(t) = 2/ b(t,a)Ua(t,t —a)g(t —a)da + 2 b(t,a) Ua(t,s) p(a—t+s) da
0 t—s

Clearly, g(r) = lim g(t) by (25), (26), and B¢ € C(Ar,L,), whence g € C([s,T],L,). The
t—r—

uniqueness statement of Lemma 5.1 thus gives that g(¢t) = (B¢)(t, s) for s < ¢ < T, from which the
assertion follows. g
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We are now in a position to prove Proposition 2.1. We first show that (24)-(25) indeed define
an evolution operator on L,. Note that it immediately follows from Lemma 5.1 and (24)-(25) that
U(t,s) € L(L,) for (t,s) € Ap with

U@, s)¢l, < er(M)||llL, . (t.s) € Ar, (82)

and that U (¢, s)¢ € ]L; provided ¢ € ]Lg. Next,let 0 < s < r <t < T and ¢ € L,. Then, using (24)
and the fact that U 4 is an evolution operator, we derive, for a.a. a > 0, that

Ua(t,t —a) BU(r,s)(/))(t—a,r), 0<a<t-—r,

(U, MU, s)¢](a) = ¢ Ua(t,t —a)(Bo)(t —a,s), t—r<a<t-—s,
Ua(t,s)pla—t+s), t—s<a,
= [Uu(t,s)¢](a),

where we invoked Lemma 5.2 for the last equality. Therefore, parts (i)-(iii) of Proposition 2.1 are
proved.

Next we prove part (iv) of Proposition 2.1. Let ¢ € WZ?B with 26 € (0,2) \ {1 + 1/p}, and let
(t,s), (%, 5) € Ar, where we may assume that ¢t — s < ¢ — 5. Then, from (78) and (80),

(2, )6 — UGE. )6,
t—s
< [ 1At = @l | (Be) = a5) = (B)E - 0.9, da
t—s
+ /O I[Ua(t,t = a) = Ua(t: = 0)] (B)(F = a,5) 29, da
t—s
[ IOy 6+ 5) ez, da

-3
[ IWACE = 0l g 1(BO)E = 0.9, da
+ [OO UA(t,s) pla —t+s) —Ua(t,5) dpla—t + §)||W593 da
-5 :
t—s
< CT(M)/O a79||(B¢)(tfa,5)— (B¢)(ffa,§)||Lg da

+ /O - |[Ua(t,t —a) = Ua(t,t—a)] (Bo)( —a, g)HW;GB da

t—5—(t—s) t—s
soran) [ 0@l o+ e ok, [ " da
bera) [ fotat+5) = dla =T+ 9wz, da

t—s ’

+ /tOo |[Ua(t,s) — Ua(t,5)] ¢(a —t+ E)HWQQWHB da .

—3
That the right side tends to zero as |t — ¢| 4+ |s — §| — 0 now follows from B¢ € C(Ar, L,), the fact
that translations are strongly continuous on sz) , and the fact that U4 is uniformly strongly contin-
uous on compact subsets of W‘g’%. For the second integral one may want to use an approximation of
B¢ € C(Ar, L,) by functions in C(Ar, W;ﬁ%), and for the last integral one may also want to use that
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the compactly supported continuous functions from (0, co) into W;% are dense in Wz%. Therefore,
one concludes that [(t, s) — U(t, s)¢| € C(Ap, W2y).

As for (29),1et 0 < 0 < 0 <o < 1with20,20 # 1+ 1/pand § < 0if 0 < § < o < 1. Let
RS Wﬁ% so that By € C(Ar, L,). Putd := 6 if § < nandd :=nif n < 6. We choose (¢, s) € A%,
and notice that from (76)-(78) and (25)

t—s
[(B)t:5) g, <2 [ 1000wy Na(E £ = @) oz | (BN = .5)], da

+2 /t_s [[b(t, a)”c(wjjg) [Ua(t, S)H[;(Wjég,wjjg) I¢(a =t + 5)[ly2g, da
< ep(M)(t =)7L, + er(M) (t—s)""" 1]l
and therefore

I(BONE )y, < ex(M) (= )"~ Bl (1,5) € A (83)

Choosing 77 € (0,7n) if n < o and setting 77 := o if 0 < 7 we infer from (78), (83), and Lemma 5.1 that
t—s
)0l < [ IUACE = @) o 1(B6) ¢ = a5) g, da
’ 0 o, o, Q,

[ I0AC ez g 90—+ )z do

—S

< op(M) { / T (= s~ @) da + en(M) (- s)ea} Il -

Observing that

t—s
/ af(t—s—a)Cda=(t—5)""B1-¢1-(), &(<1, (84)
0
with B denoting the beta function, we deduce (29).

To finish the proof of Proposition 2.1 it remains to show that the evolution system depends Lipschitz
continuously on the data A and b. Thus assume that A and A both satisfy (27) and that b and b both
satisfy (28). Put

4= AJ| = max Q) = A®)lcqvz ., -
In the following we write
L{ = u[A,b] ; Z;{ = U[A,E] , B = B[A,b] , B = B[A,E] .

Given 20 € (0,2] \ {1 + 1/0} and 20 € [0,2) \ {1 + 1/0} we choose & € (0,6) and 77 € (0,7) such
that

0—0+n—n<1. (85)
As above we set ¥ := 0 if # < nand ¥ := 7 if n < 6. Recall then that

1UA(E 8) = Ualt )l e, g,y < er(M) (t= )57 JA=All, (t5) €A, (§6)
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for 26 € (0,2] \ {1+ 1/0} and 27 € [0,2) \ {1 + 1/} according to [3, IL.Lem.5.1.4]. Invoking (77),
(78), (80), (83), and (86) we derive, for ¢ € WZ‘?B and (t,s) € Ak,

1(B6)(t:5) — (B) 0],

t—s
<2 [ b0 =Bl g VA= @l gy (B = a5, do

e

t—s

2 [ B agrzy VAt = 0) = Usltst =)l sy (BO)E — a.5) 2, da
t—s

+2 / 180t @)Ly, 10t = @)l apan,) |(BO)(E = a,s) = (Bo)(E — a,8)llyy, da

+2 / 16, @) — B(t, a))ll gqupzny 108 5)l| e, o,y 6@ — 1+ 8)llys, da
t o, o, o, o,

—S

oo
+ 2/t [b(t, a))”c(wjﬁs) [Ua(t,s) — Ualt, 5)H£(W§?B,W§ﬁs) l¢(a —t + S)HWE,QB da

—S

< er(M) b= bllp, (t =)', + er(M) | A=Al (t = )77 [l

rern) [ 1B~ a.9) - (Bo)t — 0.5l do
(6= 9" @lhwas, + ex () [l A= AJ| (¢ = 9)° " [¢lmas
Since 0 < 6 < @ < 1, the singular Gronwall inequality [3, IL.Thm.3.3.1] yields
[(BE)(t.) = (BE)(t.) gy, < cxOD) (¢ =" [lo~Blls, + A= AN], (t.5) € A
Using this estimate together with (78), (83), and (86) we derive from (24) that, for (¢,s) € A%,
Ut )6 — U, )8 lzs

+er(M)|[|b — b

t—s
< [ 1A = @) = Ut t = 0l ez iy 1(BOE = 0.9y, do
t—s
+ /0 HUA(t? t— a)”ﬁ(szg,Wg%) H(B¢)(t —-a, S) - (B(b) (t - a, S)HW?B da
[ I0AG) = Ut )l ez, vz lota = ¢+ 9y, da

t—s
< er) | A=Al [6luzs, [ @7 (6= s =)’ da

t—s _
+er (M) [|@llwee, [II6 —bllF, + 14— All] / a" (t =5 —a)’ " da
’ 0
+er(M) | A= A llpas, (¢~ )7
We then use (84) and (85) in order to conclude that
le4(t, 5)6 — U, 8)llwas, < er(M)(t—5)°"7 [|[b—bllr, + IlA—All] [l

for (t,s) € Ak. Thus, the proof of Proposition 2.1 is complete. O

The following lemma was used for the positivity in Lemma 2.4.
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Lemma 5.3. Suppose A and b satisfy (74)-(76). For w € R put A, := A 4+ w. Then
u[Aw,b] (t, S) = €_w(t_s) M[A,b] (t, S) , (t, S) e Ar.

Proof. Let B = Bjsp and B, = B, . Choose any ¢ € L,. Then, due to the fact that
Ua, (t,s) = e =) U,(t,s) for (t,s) € Ar, the function R € C(Ar, L,), defined as

R(t,s) == e U= (B)(t,s), (t,s)€ A,

satisfies the Volterra equation

t—s S
R(t,s) = 2/ b(t,a)Ua,(t,t —a)R(t —a,s) da + 2 b(t,a)Ua,(t,s)dp(a—t+s)da,
0

t—s
for (¢,s) € Ar, hence R = B,,¢ on A by Lemma 5.1. This readily implies the assertion according
t0 (24). 0

5.2. Mild Solutions to (P); ¢ . Still supposing that A and b satisfy (74)-(76) we now characterize
the generator of the evolution operator i = U4 p). This will be the basis for the justification of the
definition of mild solutions.

Let s € [0,T) be fixed and define
et pla —t) 0<t<a

v €Ly, (87)
e A H(t—a), 0<a<t ‘

[Va()g](a) = {

where {e7*4(*); ¢ > 0} denotes the analytic semigroup on L, generated by —A(s) and where [ s €
C(R™, L,) satisfies the linear Volterra equation

t o)
Hi(t) = 2/ b(s,a)e A Hi(t —a)da + 2 / b(s,a) e p(a)da, t>0. (88)
0 t

It is straightforward to generalize [30, Prop.2.2] to show that (87) defines a strongly continuous positive
semigroup {V;(t); ¢t > 0} on L, (in [30] the case N = 1 and A(s) = —A, was considered with
b(s,-) € C(R*) bounded). Denoting by —A(s) the generator of {V;(t); t > 0}, i.e. Vy(t) = e A0,
t > 0, and by D(A(s)) its domain, it was shown in [30, Prop.2.2] that

Als)p = (0a + A(s))0, &€ D(A(s)) - (89)
However, the domain is not known explicitly and rather a core for A(s) was given and shown that

D(A(s)) C W2 n WY ((0,00),L,), 6<1.

The next proposition implies together with (89) that the evolution operator U = U|4 ) is indeed the

one corresponding to problem (P); 4 0.

Proposition 5.4. Suppose in addition to (74)-(76) that b € C?(Jr, F,). For s € [0,T), let —A(s) be
the generator of the semigroup {V,(t); t > 0} defined in (87). Then

+
@) Ut )|, = ~A()6, o€ DAG)N W, 50T,

(i) %Z/{(t7 5)p = U(t,s)A(s)p, ¢ € D(A(s)NW2 5, (t,5) € A%

Proof. The proof follows basically [24, 5.Thm.3.1]. Let (¢,s) € A% and ¢ € WZ’B. Note that, given
7 € [0, T, we have

H(t) = 2 /0 h b(r,a) [e7*¢](a)da, (90)
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due to (87)-(88). Using (24) and (87) we first compute that

t—s
e syo— o, < [Tt - ] B - )],
t—s
+co/ ||(B¢)(tfa,s)fH;(tfsfa)HLgda
0

+/ |[Ua(t, s) — e D4 g(a —t +5)||, da,
t e

—S

where ¢g ;= max_||e=*4(")|| ;. . Next observe that (26) and (90) allow us to estimate the second
0<a,r<T (Le)

integral on the right side by

t—s o0
200/0 /0 16t — a.2) = b(r,2) 1. oz, [ U(E — a,8)g](2),_d=da
t—s [e%e]
2c0 [ [ 1002l [~ 0,9)61(6) ~ e CH0G](2)], dda
0 0

and thus, taking into account (76) and (82), further by

t—

t—s s
er(M, ||b\|c,,)/ t— 7 —alfdadlls, + cT(M)/ UGt — a,5)6 — e~ RO, da.
0 0

Therefore, we obtain

t—s
Jute,s)6 =4 0], < [ Uttt @) - 4] (Bo) ¢ - a,0)], o

t—s
+er(M, |bllcr) / ——— T
0

t—s
+ cT(M)/ Ut —a,s)¢ — e DA G| da oD
0 e

o [N - Lo, 0
0 e
=: Il(t78) + Ig(t,s) + Ig(t78) + I4(t, S).

To prove (i) we now take 7 = s € [0,7) in (91). Since the integrand in I; (¢, s) is continuous with
respect to a € [0, ¢ — s] thanks to Lemma 5.1, we have

lim
t—stt— 8

Ii(t,s) = 0. (92)
Similarly, Proposition 2.1 (iv) ensures

lim
t—stt—8

I3(t,s) = 0. (93)
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Next, since ¢ € WE,B’ that is, ¢(a) € W;B for a.a @ > 0, we derive from equality (2.2.2) on page 47
in [3] and (75), (78) that

[UA(t, 8)p(a)—e~ 4 p(a)|| L,

t
/S N1UA(t )z, |A(r) — A(S)Hc(wg‘B,Lg) ||€_(T_S)A(S)¢(a)\\wg73 dr (94)

IN

< er(M) / (r— ) dr | $(a) w2,

fora.aa > 0 and so

li I4(t,s) = 0. 95
tilgt—s alt,s) ©2)
Therefore, (91)-(95) yield
: 1 —(t—s)A(s
Jim o [u(t, 5)p — e =k Og)l, = 0. (96)

If ¢ € D(A(s)), then, since {e~*4(*); ¢ > 0} is a strongly continuous semigroup on L,, we also have

a+ —(t—s S 1
Sre TOG|, = —A()9 inL,. on

Combining (96) and (97) we obtain part (i) of the assertion. In order to prove part (ii) we take 7 = ¢
in (91) and use equality (2.2.3) on page 48 in [3] for the analogue of (94). We thus deduce similarly as
above that

1
lim T lu(t,s)p — e—(t—s)A(t)¢HL =0, te(0,T], pecW?y,

s—t—

from which we conclude, owing to

e ROy| = A%, b€ D(AW).
s s=t
that
o
SeUEY = Abw, te(0.T], ¢ eW;snDA®D). (98)
If (t,5) € Ar and ¢ € W2 5 N D(A(s)) we infer from Proposition 2.1 and part (i) that

-+

DUt 5)o = Tim Ult,s + 1) 1 (6~ Uls +h,5)9) = Ut ) Als) .

Analogously, (98) entails

0~ . 1
%U(t, s)p = hli)rélJrU(t, s) E(U(s, s—h)p—¢) = UL, s)A(s) ¢

for s € (0,T") , whence assertion (ii). O

Suppose now that the functions § = §(z), f = f(t,z), w = w(t,z), P = P(t,x), Q = Q(t,x) are
suitable enough so that the operator A, given by

Alt)u = =V - (0(t, )Vyu) with (¢, z) :=d(f(t,z))
and subject to Neumann boundary conditions, and the function b, given by

b(t,a,x) := b(a,w(t,x),P(t,x),Q(Lx)) ,
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satisfy (75) and (76), respectively, with b being Holder continuous with respect to time. Then, according
to [30, Prop.2.2], a problem of the form

Op + Oup + Alt)p = g(t), a>0,s<t<T,
pt0) = 2 [ beoptods, s<t<T, (P)obg
0
p(s,a) = ¢(a), a>0

with s € (0,7, g € C(]0,T],L,) and ¢ € L, given, can be rewritten as a Cauchy problem

p+Alp = gt), te(sT], }
CP)s
ps) = o (P
where the operator —A(s) is the generator of the semigroup introduced in (87). Thus, it is reasonable
to define the mild solution p € C([s,T],L,) of (CP)s 4 4, and hence of (P), 4 4, by

p(t) == U(t, s) ¢ —|—/ Ut,o)glo)do, s<t<T.

This definition is justified since classical solutions to (C'P), 4 4 are necessarily mild solutions. Indeed,
if the function u € C([s,T],LL,) N C'((s,T],LL,) with u(t) € D(A(t)) NW?2 5, t € (s,T], is a
classical solution of (CP), 4 4 with ¢ € D(A(s)), then Proposition 5.4 (ii) implies that u(t) = p(¢)
fort € [s,T).
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