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Abstract: This paper was concerned with a free boundary problem modeling the growth of tumor
cord with a time delay in cell proliferation, in which the cell location was incorporated, the domain
was bounded in R?, and its boundary included two disjoint closed curves, one fixed and the other
moving and a priori unknown. A parameter u represents the aggressiveness of the tumor. We proved
that there exists a unique radially symmetric stationary solution for sufficiently small time delay, and
this stationary solution is linearly stable under the nonradially symmetric perturbations for any u >
0. Moreover, adding the time delay in the model leads to a larger stationary tumor. If the tumor
aggressiveness parameter is bigger, the time delay has a greater effect on the size of the stationary
tumor, but it has no effect on the stability of the stationary solution.
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1. Introduction

Over the past few decades, considerable attention has been paid to the rigorous analysis of math-
ematical models describing tumor growth and great progress has been achieved. Most work in this
direction focuses on the sphere-shaped or nearly sphere-shaped tumor models; see [1-9] and the ref-
erences therein. Observing that the work concerning models for tumors having different geometric
configurations from spheroids is less frequent, in this paper we are interested in the situation of tumor
cord—a kind of tumor that grows cylindrically around the central blood vessel and receives nutrient
materials (such as glucose and oxygen) from the blood vessel [10]. The model only describes the
evolution of the tumor cord section perpendicular to the length direction of the blood vessel due to the
cord’s uniformity in that direction. Assume that the radius of the blood vessel is ry and denote by J
and I'(7) the section of the blood vessel wall and the section of the exterior surface of the tumor cord,
respectively, then J = {x eR% x| = ro}. We also denote by €(7) the region of the section of the tumor
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cord, so that Q(¢) is an annular-like bounded domain in R? and dQ(#) = J U I'(f). The mathematical
formulation of the tumor model under study is as follows:

co(x,t) — Ao(x,t) + o(x,1) =0, x € Q), t >0, (L.1)
— Ap(x,t) = ulo(&(t — ;3 x,1),t — 1) — 7], x € Q), t >0, (1.2)
% =-VpE,s), t—-1<s<t, (13)
&= x, s =1,
ox,t)=0, 0zp(x,t)=0, xeJ, t>0, (1.4)
0y0(x,1) =0, p(x,t) =yk(x,1), xel(@), t>0, (1.5)
V(x,t) = =0yp(x, 1), xel(r), t >0, (1.6)
['(r) =T, -7<1<0, (1.7)
o(x,t) = oo(x), xey, —17<t<0, (1.8)
p(x,t) = po(x), xeQy, —7<t<0. (1.9)

Here, o and p denote the nutrient concentration and pressure within the tumor, respectively, which are
to be determined together with Q(7), and ¢ = Tirusion /T growtn 18 the ratio of the nutrient diffusion time
scale to the tumor growth (e.g., tumor doubling) time scale; thus, it is very small and can sometimes
be set to be 0 (quasi-steady state approximation). Assume that the time delay 7 is reflected between
the time at which a cell commences mitosis and the time at which the daughter cells are produced and
&(s; x, 1) represents the cell location at time s as cells are moving with the velocity field V, then the
function &(s; x, t) satisfies

& - _
I V(,s), t—1<s<t, (1.10)
Els=r = x.

In other words, ¢ tracks the path of the cell currently located at x. (1.3) is further derived from (1.10)
under the assumption of a porous medium structure for the tumor, where Darcy’s law V= —Vp holds
true. Because of the presence of time delay, the tumor grows at a rate that is related to the nutrient
concentration when it starts mitosis and a combination of the conservation of mass and Darcy’s law
yields (1.2), in which u represents the growth intensity of the tumor and & is the nutrient concentration
threshold required for tumor cell growth. Additionally, & is the nutrient concentration in the blood
vessel, @ > &, V, k and ¥ denote the normal velocity, the mean curvature and the unit outward normal
field of the outer boundary I'(¢), respectively, 7 denotes the unit outward normal field of the fixed inner
boundary J, and v is the outer surface tension coefficient. Thus, the boundary condition o = & on
J indicates that the tumor receives constant nutrient supply from the blood vessel, ;0 = 0 on I'(¢)
implies that the nutrient cannot pass through I'(¢), dzp = 0 on J means that tumor cells cannot pass
through the blood vessel wall, p = yk on I'(7) is due to the cell-to-cell adhesiveness, and V = —dyp on
I'(¢) is the well-known Stefan condition representing that the normal velocity of the tumor cord outer
boundary I'(7) is the same with that of tumor cells adjacent to I'(¢). Finally, o¢(x), po(x), Iy are given
initial data and Q(¢) = Qg for - <t < 0.

Before going to our interest, we prefer to recall some relevant works. Models for the growth of
the strictly cylindrical tumor cord were studied in [11-13]. For the model (1.1)—(1.9) without the time
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delay, if ¢ = 0, Zhou and Cui [14] showed that the unique radially symmetric stationary solution exists
and is asymptotically stable for any sufficiently small perturbations. Meanwhile, if ¢ > 0, Wu et al. [15]
proved that the stationary solution is locally asymptotically stable provided that ¢ is small enough. On
the other hand, Zhao and Hu [16] considered the multicell spheroids with time delays. For the case
¢ = 0, they analyzed the linear stability of the radially symmetric stationary solution as well as the
impact of the time delay.

Motivated by the works [14—16], here we aim to discuss the linear stability of stationary solutions
to the problem (1.1)—(1.9) with the quasi-steady-state assumption, i.e., ¢ = 0, and investigate the effect
of time delay on tumor growth. Our first main result is given below.

Theorem 1.1. For small time delay 7, the problem (1.1)—(1.9) admits a unique radially symmetric
stationary solution.

Next, in order to deal with the linear stability of the radially symmetric stationary solution, denoted
by (0., p.,Q.), where Q, = {x € R?> : ry < r = |x| < R,}, we assume that the initial conditions are
perturbed as follows:

Q(t):{xeRZ:r0<r<R*+8p0(9)}, —-T<t<0,
o(r,0,t) =0.(r) + ewy(r,6), p(r,0,t) = p.(r)+ eqo(r,0), —7<t<0.

The linearized problem of (1.1)—(1.9) at (0., p., £.) is then obtained by substituting

Q@) : ro <r<R.+ep6,1)+ 0, (1.11)
o(r,0,1) = o.(r) + ew(r, 0,1) + O(?), (1.12)
p(r,6,1) = p.(r) + gq(r,0,1) + O(?) (1.13)

into (1.1)—(1.9) and collecting the e-order terms. Now, we can state the second main result of this
paper.

Theorem 1.2. For small time delay T, the radially symmetric stationary solution (o ., p., Q.) of (1.1)—
(1.9) with ¢ = 0 is linearly stable, i.e.,

[max o6, < Ce™, t>0 (1.14)

for some positive constants C and 6.

Remark 1.1. Compared with results of the problem modeling the growth of tumor cord without time
delays in [14], the introduction of the time delay does not affect the stability of the radially symmetric
stationary solution even under non-radial perturbations. However, as we shall see in Subsection 3.3,
the numerical result shows that adding time delay would result in a larger stationary tumor. Moreover,
the stronger the growth intensity of the tumor is, the greater the influence of time delay on the size of
the stationary tumor is.

Remark 1.2. Compared with results of the nearly sphere-shaped tumor model with time delays in [16],
which state that the radially symmetric stationary solution is linearly stable for small u in the sense that
lim,_, o Maxo<gp<2r [0(0, t) — (a; cos 8+ by sin 0)| = 0 for some constants a, and by, the radially symmetric
stationary solution of tumor cord with the time delay is linearly stable for any u > 0 in the normal
sense.
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This paper is organized as follows. In Section 2, we give the proof of Theorem 1.1 by first trans-
forming the free boundary problem into an equivalent problem with fixed boundary and then applying
the contraction mapping principle combined with L” estimates to this fixed boundary problem. In Sec-
tion 3, we prove Theorem 1.2 and Remark 1.1 by first introducing the linearization of (1.1)—(1.9) at the
radially symmetric stationary solution (o, p., .), and then making a delicate analysis of the expan-
sion in the time delay 7 provided that 7 is sufficiently small. A brief conclusion in Section 4 completes
the paper.

2. Radially symmetric stationary solutions

In this section, we study radially symmetric stationary solutions (o, p., {2.) to the system (1.1)—
(1.9), which satisfy

-ANo.(r)+o.(r)=0, o.r0)=07, o.(R,)=0, ro<r<R,, 2.1
—Ap.(r) = plo(E(-T1;1,0) = 5], p.(ro) =0, p.(R)= %, ro<r<R,, 2.2)
{%(s; r,0) = —2(&(s;1,0)), —T<s5<0, 03
E(s;r,0) =, s=0,

R,
f [0.(é(—T;1,0)) — Flrdr = 0, 2.4)

where A, is the radial part of the Laplacian in R.
Before proceeding further, let us recall that the modified Bessel functions K,(r) and I,,(r), standard
solutions of the equation

Y +ry = +nt)y=0, r>0, (2.5)
have the following properties:
2n 2n
L1 (r) = I (r) — TIn(r)a K1 (r) = Ky—y (r) + TKn(r)’ nxl, (2.6)
1 1
L(r) = E[ln—l(r) + L (n],  Ky(r) = —E[K;H(”) + Ky1 ()], nzl, (2.7)
n n
L(r) = Ly(r) = ;In(r)’ K (r) = =K, 1(r) - ;Kn(r), nzxl, (2.8)
L) = SL0)+ (@), K1) = Kr) = Kun (1), n>0, 2.9)
1
L(NK,1(r) + 11 (NK,(r) = ;’ n>0 (2.10)

and
I'(r) >0, K/ (r) <O.

Proof of Theorem 1.1 In view of (2.5), the solution of (2.1) is clearly given by

- L(NKi(R.) + [I(R)Ky(r)

) = _ 2.11
7 (r) O-I()(}"())Kl(R*) + II(R*)KO(rO) ( )
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Introducing the notations:

D D =o). PO =Ro-rp(),  Es.70) = 5,50~ 1o

7=

2

R.—rp R. —nrg
(2.1)—(2.4) reduces to the following system after dropping the “"” in the above variables:
0o R.—-1ry O

_ = — )2 — 5 ’ —
ar ’ r(R. —ro) +ro Or R. —r)’e, o®)=0, 1)=0, (2.12)

&p Ro—rg _dp _ 3
or? + r(R.—rg)+rg Or 'u(R* rO)

[0Q+@ﬁ$Jﬂ%me—mf@nm+mmg—&} (2.13)
PO=0 p(l)=25"

{j—i(s; r0) = Gt 2—’;((& — r)(s;1,0) + 1), —T < 50, o1
&(s;r,0) =, s=0,
1
f IR =)+ ol or{r + s
j‘—«R—mEGrm+mMﬂ ]m:o (2.15)

It is clear that (2.12) can be solved explicitly. For convenience, we extend the solution of (2.12) outside
[0,1]:
o__lo(r(R* —10) + 10) K1 (R.) + [, (R.)Ko(r(R. — 10) + 1)
lo(ro)K1(R.) + I1(R.)Ko(ro) ’
0__IO(R*)K1 (R.) + I (R.)Ko(R.)
Io(ro))K1(R.) + I;(R)Ko(ro) ’

Assume that R, and R,,,x are positive constants to be determined later and ry < Ry, < Rpyax. For
any R, € [Run, Rmax], we will prove that p is also uniquely determined by applying the contraction
mapping principle.

Noticing that O is a lower solution of (2.14), but there is no assurance that &(s;r,0) < 1 for —7 <
s < 0, we suppose &(s; 1, 0) € [0, 2] and take

0<r<li,
o(r;R,) = (2.16)

1<r<?2.

X = {p € W>[0,2]: [pllyaioz < M)

where M > 0 is to be determined. For each p € X, we first solve for £ from (2.14) and substitute it into
(2.13), then the following system

’p R=ro _3p _ 3
or? + r(R.—ro)+rg Or /'t(R I"())

[a’ (r + W j{l o LR, — ro)é(s;r,0) + ro)ds) ] (2.17)
p(l) = X&) 22(0) =

or

allows a unique solution p € W>*[0, 1]. Applying the strong maximum principle combined with the
Hopf lemma to (2.1) shows that o°(r; R.) < &. Thus, integrating (2.17), we obtain

1 dp

H 2~ 4 =
_—_ < —(Rpax — , 2.1
r(R, —ro) + ry Or <5 1) + ) (2.18)

L>[0,1] 2
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— (Rmax — I ) — —_

1Pllmton € Do 4 ERE (R = 1)@ + ), (2.19)
8p 3 _
°r < 2 Ruax — 1)@ + 5. (2.20)
or Lo[0.1] 2

Define the mapping
[ B, 0<r<l,
L = { P+ p(r-1), 1<r<2, PS%

then ||.Lp|| € W>*[0,2] and ILpllw2ep0.21 < 2lIPllw2ep0,1;- Combining (2.18)—(2.20), we find

3 o
1Lp o, sz{g(Rmx = PG+ ) + o (R — 1)+ )

Rm’x - — —~ A
f Yo 10) Mo g6 0')} =M, 2.21)
Rmin 4
If we choose M > M, then Lp € X by (2.21) and £ maps X to itself.
We now show that £ is a contraction. Given p", p® € X, one can first get &V, & from the

following two systems:

(1) (1)
L (5:1,0) =~ % (R = 10)EV (51,0 +1g), —T < s <0, (2.22)
EV(s;r,0) =1, s =0,
2) (2)
{ L (5:7,0) = 2 ((R. - 1)@ (5:7.0) + 1), —T < 520, (2.23)
ED(s;r,0) =1, s=0. |

Integrating (2.22) and (2.23) with regard to s over the interval [—7, 0] and making a subtraction yield

opM op®
£V - 9] < max || ZE—((R. - ) + 1) = (R, = 1) + 7o)
(R —_ r0)3 —7<s5<0 0}" 07‘
* 0<rsl
op® op®
# 2R, = ) 4 r0) = (R, = 1) )|
T ™
<" |lp®_ @ +—— ma (1) _ £(2)
ST P P o+ e e =)
forall -7 < s <0and 0 < r < 1. Consequently,
() _ )] < i M _ , 2.24
max £ - ¢ < S [P = PP o (2.24)

O<r<l

Next, we substitute &, £ into (2.17) and solve for 'V and p'®, respectively, then it follows from
(2.17) that (p - @) (1) = 0, £ (5 - p®) (0) = 0 and

82 R*_r()

1) - 0 _1y -
_ ﬁ(p(l) _ ) - LD = 5y

r(R, —rog) + ro Or
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1 0 apH
(k. = o
1( ro) |o|r + ®—rp ) or
1 0 ap®
B O-(F * (R.—ro)? J_, or

«&—mwmmnm+mmﬂ

«&—mEanm+mMQ}

Using (2.24), we derive

—(p ]_7(2)

1 9 (5" -
r(R, — ro) + ry Or

L*[0,1]

0 9.1
ap
sg(R* — o)’ a(r T f gr (R, — r)é + ro)ds)
0 9.2
ap®
—o\r+ R, — 1) +r ds)
( (R. — o)} f or (Rem e mds)l
% do 0 (ap 0 ap® o
S | ke R, — - R, —
T2(R, = 1) 1 O llzejo2 \[T ( or (R, = 1) + ro) or (R =)™ + ro) | ds
ut oo O o o o
<L—||— — + (R, - —
_Z(R* - rO) or L=[0,2] (”p p ||W2’°°[0,2] ( r()) ||P ||W2’°°[0,2] %ﬁgg € g |

<M [P = PPl

and similarly,
1P - 13(2)||L°T0,1] < Myt ||p® = p@| acpo

% (ﬁ“) _p<2)) . < M4T||p(1) _ p(z)”

W2[0,2] ?
where

,ua—Rmax (Rmax - 1"0)3

M2 = N
2rg (Rmin — 19)* — Mt
— //‘O_-anax (Rmax - r0)2
T 40 (Ruin—r0)? - MT
M, = 3/10_-Rmax (Rmax - }"0)4
4 = .
2rg (Rmin — F0)*> — Mt
Here, we employed the fact that
0 0 R
'_0- = ‘_O- < m(Rmax_rO)z
or L[0,2] or L*[0,1] 1o

by (2.1) and o < 7. Let M5 = M, + M5 + My, then M5 is independent of 7 and

M _ 50 < Mst|p - p@|

”13 W2[0,1] = Ww2[0,2] *

which together with Lp®(1) = Lp@(1) = &= and (Lp") (0) = (Lp?) (0) = 0 implies that
1) ) (1) (2)
||.Ep -Lp ”Wlw[o,z] < 2Mst ||p -p ||W2">°[O,2] .
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Hence, if 7 is sufficiently small such that 2Ms7 < 1, then we derive a contracting mapping L. The
existence and uniqueness of p are therefore obtained.

It suffices to prove that there exists a unique R, € [Ryin, Rmax] satisfying (2.15). Substituting (2.16)
into (2.15), we find that it is equivalent to solving the following equation for R:

1
GR.7) = f M[a*(H 1
0

R+7‘0 (R—I’o)3

0
f‘@ﬁm—mgmnm+mmﬂ—ﬂm:0
. Or

Clearly,

r(R—ry) +ry

1
Gmm:ixmmm—ﬂ—ira—m

1 ~
R—ry) +
:\f‘(rgr;R)ZS———BQ——Igdr—-g;
0 R+r0 2

Using Lemma 3.1 and Theorem 3.2 in [14] and the condition & > &, we know that

) o . o JdG(R,0)
1 R = 1 R = —— - -
im G(R,0) > 0, Rl_r)l(}oG( ,0) 7 <0, R <0,

R—)ro

which implies that the equation G(R, 0) = 0 has a unique solution, denoted by Rs, and

1 3
G(E(RS + I’()),O) > O, G(ERS’O) < 0.

Since
0GR, T) 3 0G(R,0) N 0*°G(R, n)

OR OR OROT

when 7 is sufficiently small, 566(2’7) and ‘9651;’0) have the same sign. Thus, G(R, T) is monotone decreasing

in R. Using the fact that G(R, 7) is continuous in 7, we further have

+ O(h), 0<np<rt

1 3
G(E(RS + ro),‘[') > 0, G(ERS’T) < 0.

Hence, when 7 is sufficiently small, the equation G(R, 7) = 0 has a unique solution R.. Taking R, =
%(RS +1p) and Ry = %RS , we complete the proof of the theorem.

3. Linear stability

This section is devoted to the linear stability of the radially symmetric stationary solution
(04, ps, ) of the problem (1.1)—(1.9) and the effect of time delay on the stability and the size of
the stationary tumor. Let (o, p, (7)), given by (1.11)—(1.13), be solutions to (1.1)—(1.9), and denote by
é,, @y the unit normal vectors in r, 6 directions, respectively. Written in the rectangular coordinates in
R?,

é, = (cosh,sin®)’, & = (—sin6,cosO)’.
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Using the notation &(s; r, 6,1), & (s; r, 0, 1) for the polar radius and angle of £(s; r, 6, 1), respectively, we
have
E(s;1,0,0) = E(s31,0,02,(6) = E1(s31,0,1)(cos Ex(s3 1,0, 1), sinx(s; 1,6, 1)

Expand &, & in € as

& = &+ &6 + O, (3.1)
& =&o+eb + 0(E), |
then we derive from (1.3) and (1.13) that
{ T = —Pe(b), t-T<s<H, (3.2)
g0l =73
2 [s
S = T (E0)én — G0 éw, ), 1-T<s<H, (3.3)
§11|s:t = 0’
dfﬂ = 0 r—17<s<t
e _ ), <s<t, 3.4
{ 620 s=t = 9’ ( )
déy 2
=i = —%5—2(510,&0, s), t—T<s<t, (3.5)
&1 s=t 0.

It is evident that &, = 6. Noticing that the equation for &} is the same as that for &, in the radially
symmetric case, &1 is independent of 6.

Substituting (1.11)—(1.13) and (3.1)—(3.5) into (1.1), (1.2), (1.4)—(1.6), using the mean-curvature
formula in the 2-dimensional case for the curve r = p(6):

PP+ 20, =P pag
07+ (o7

and collecting the g-order terms, we obtain the linearized system in B, X {t > 0}:

Aw(r, 0,1) = w(r,0,1),  w(r,0,1) =0, %—w(R*, 0,1 + o.(R)p(6,1) = 0, (3.6)
r

Aq(r7 0’ t) = _ﬂ%(flo(t —T,7, t))é:ll(t —T57, 95 t) - #w(flo(t —T7, t)7 97 r— T)7

%(ro, 0,t) =0, ¢q(R.,0,1)+ Rl%(p(e, f) + 327’2)(9, t)) =0, 3.7)
dp6,1) g *p.
at - ar(R*’ 9, t) (9}"2 (R*9 6’ t)p(e, t)' (3.8)

Due to the presence of the time delay, the linearization problem (3.6)—(3.8) cannot be solved explic-
itly. Assume that w, g, p and &;; have the following Fourier expansions:

w(r,0,t) = Ao(r, t) + 3.0 [An(r, 1) cos né + B,(r,t) sin né)],

q(r,0,t) = Eo(r,t) + 2o | [En(r,t) cosnb + F,(r, ) sinnf],

p0,1) = ap(t) + X, [a,(t) cos n + b, (1) sin né)],

En(s;n0,1) = eo(s;r,t) + 3~ [eq(s; r, 1) cosnb + f,(s;r,t) sinnb)].

(3.9)
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Substituting (3.9) into (3.6)—(3.8) yields the following system in Bg, X {t > 0}:

{ G f>+i6§}

— A1, 1) = Ay, 1),

A,(ro. 1) =0, aA"(Rk,r)w*(R )a, () = 0

By 19B,
or? o+ r or
B (rOat)

or2

Ey,
ar

O*F, 1aF
or? ( t) +

= —u%- 3r (flo(f T r, t))fn(tz_ 731, 1) — uBy(&10(f —
G (ro, 1) = 0, Fn(R*,r>+ 1 2ba(0) = 0
{ 6% ri) = 2B (E)en(s; 1) — La(éy, 5),
en |s t— 0
{ B (s; r, z) = L) fu(s; D) = L2 (g, 5),
fl’l |S—[
da,(t) _ 02
= s (R)ay() - .
db, 82 X
D OB R oyt) ~ R,

B(rt)—B(rt)

(’B" (R*, 0+ o (R)ba(t) =

8%E, ( t) +1 (')E,l(r t)
—ﬂw(flo(f

w = Eu(r, 1)

71, 1)e,(t —T;1,1) —,uAn(flo(t -
=0, E,R.0+ 7“ n )an(t)

LF(r, t)

T1,1), 1 —

T, 1,1),1—

t—17<s5s<t,

r—-17<s<I,

),

),

(3.10)

(3.11)

(3.12)

(3.13)

(3.14)

(3.15)

(3.16)

(3.17)

Since it is impossible to solve the systems (2.1)—(2.4) and (3.10)—(3.17) explicitly and the time
delay 7 is actually very small, in what follows, we analyze the expansion in 7 for (2.1)—(2.4) and

(3.10)-(3.17).

3.1. Expansionint

Let

R, = R’ + TR! + O(?),
O, = 0‘2 + TO'i + 0(‘!’2),

p.=pl+1pl+ O,

A, = A} +TA, + O(7%),
B, = B + B! + O(1?),
E,=E’+71E! + 0(1%),
F,=F)+1F} + O(%),

a, = a2 + Ta; +0(T),
b, = bY + 1h} + O(7%).

Substitute these expansions into (2.1)—(2.4) and (3.10)—(3.17). Since a,(t) and b,(t) have the same
asymptotic behavior at co, we will only make an analysis of a,(¢). For this, we discuss the expansions

Mathematical Biosciences and Engineering

Volume 21, Issue 2, 2344-2365.



2354

of R., 0., p.«, A,, E, and a,. Since the equations for the expansions of o, p., A,, E, and a, are the
same as those in [16], here we only compute the expansions of the boundary conditions of o, p., A,
and E,,.

e Expansions of the boundary conditions of o.:
It follows from (2.10) and (2.11) that

__ Ki(R)Iy(r) + I, (R.)Ko(r)
o.(r) =0
Io(ro)Ki(R.) + I (R.)Ko(ro)
_5 Ki(ROIy(r) + L (ROKo(r) N TU_'Ri Io(ro)Ko(r) — Ko(ro)Io(r)
Io(ro) K1 (R?) + I (RO Ko (7o) RY [Io(ro)K1(RY) + I} (RO K (ro)?

+0(7%),

which implies

o, - KiR)I(r) + LI(R)Ko(r)

o.(r) = ,
Io(ro) K1 (R?) + I (RO K (7o)

GR!  Io(ro)Ko(r) — Ko(ro)lo(r)

RY [Iy(ro)Ki(RY) + I; (RO Ko (ro) >

(3.18)

o, (r) =

(3.19)

By the boundary conditions in (2.1), we find

a(ro) + 107, (ro) + O(T*) = 7,
0 2 0 1

%(RS) +127 —5 (ROR. + au *(REZ) +0(r*) = 0
r or

o Expansions of the boundary conditions of p.:
One obtains from the boundary conditions in (2.2) that

0
ap*( )
0 0\ pl 0 2 YR*
p*(R ) + T (R )R, + Tp*(R )+ O(t) = IT* (R0)2 + O(T ).

e Expansion of (2.4):
In view of (4.31) in [16], there holds

R
_ f (0. (E(=7: 1, 0)) — Frdr

R, R? (90'0
= f [0)(r) - Tlrdr + T f ( )rdr + O(1). (3.20)
ro I'O
Using (3.18), we compute

R R 0 0
L0 = _ [T~ KiRDI(r) + L(R)Ko(r)
fm (7 (’W“fm ("Io(rom(RQ)+11(R53>Ko<ro> (’) rdr

51 LI(R)K(rg) — 11 (rg) Ky (RY) g — (R
=00 K R + (RO Ko(ro) T 21
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1 o _— 5
R e iR 7RO (3.21)

A combination of (3.20) and (3.21) gives

T oR. — GR°R! +f (60’ )rdr]
Io(r))K1(RY) + I (RO Ko (o) HE
_ LRDK (ro) — L(r))Ki(R)) &

212 — (ROYN2 2\ _
O-rOIO(FO)Kl(Rg) T 1, (RDKo(ro) +5 [rg — (R)" 1+ O(") =0. (3.22)

e Expansions of the boundary conditions of A,:
We derive from the boundary conditions in (3.10) that

A%(ro, ) + TAL(ro, ) + O(T*) = 0

6A2 0 1 aArll 0, p0 1 1/ pONTT .0 1 2
0= 8_(R* + TR, 1)+ (R, +7R,) + 10, (R)]la,(t) + Ta, ()] + O(T°)
r

0A° 0*A° O0A!
= 2R, 1) + URO)a(r) + r(—"(RS, DR + 1RO, 1) + (R HR'Q(r)
or or? or

+ P (ROal (1) + 0! (RS)aS(t)) 1O,

e Expansions of the boundary conditions of E,,:
Substituting the expansion of E, into the boundary conditions in (3.12) yields

ES OF) )
—(rg, ) + T—(rp, ) + O(*) = 0
or or
1 2
0=EYR®+ 7R, 1)+ TE)RY, 1) + yw[ao(t) +71a ()] + O(T?)
= E°R, 1) + 71 bl an(t) + T(Q(R0 HR! + E}(RY, 1)
n *9 (RQ)Z n ar *9 * n *9

n
(R’

1 -
R0 +y a<t>)+0<r)

- (R

3.2. Zeroth-order terms in T

Collecting all zeroth-order terms in 7 leads to the following system for ry < r < R%:

62 0 18 0 (9 0
- =ol = R =0, (323)
or? r Or
0% p? 1 ap* op° 0
- 6r2 o = u(o? - &), o (r0) =0, pYRY) = RO’ (3.24)
LROHK (ro) — Li(r))Ki(RY) &, 02
7 + =[r;—(R)"] = 0, 3.25
T Kr (RY) + TR Ko(ry) 2070~ ) G2)
PAY 1 9A9 (n2 ) 0_
- +|1z +1)4, =0,
or? r or }’20 n (326)
Al(ro.H) =0, 22RO, 1)+ 0%(R)ad(r) = 0
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PB) 198y  (n? 0 _
{_arz T r +(ﬁ+an_0’

Bro,1) =0, (R, 1) + o2 (ROBL(1) = O
—yﬁ—%@”-lW—#él
2
or t) - 7 EB(R*7 t) = y:le_)lz ag(t)a
62:;0 _ %053 + yr,_zFr(: :/JBO
GE(ro, 1) = 0, Wmon—nm&%)
daj(r) 02 0
= R t R, 1),
i > (R)a Ot) - ( )
dbO(¢ 02
o) _ = (Ro)bo(l‘) (R 0.
dr
A direct calculation gives
op) s N
= K{(R)|—I -1
i 0= T« Tt | 0 (00 = 100)
~ 2
r or O,
+ R (Ki) = 2K )+ HOT M7y
r 2 2r
o*p? Ppe oy Uo 2roR[ 1 (R)K, (ro) — 11 (ro)K1(R)] — (RY)? + 1
or? RO[(RY)? - ;] Io(ro) K1 (R?) + 11 (RY) Ko (7o)
A% 1) Fad(t)h,(ro, RY)  K,(ro)L,(r) — L(ro)K,(r)
r, = .
" RY Io(ro)K1(RY) + I (RY) Ko (o)
a AY —5a’(H)h,(ro, R%) 1
RQ[IO(rO)Kl(RQ) + L(ROKo(ro)] ha(ro, 1)’
62A0 (R ) _ _&ag(t)hn(r()’ Rg)gn(r(% Rg)
 ROUo(ro)K1(RY) + I;(RO)Ko(ro)]’
where
1
hn(ro, X) -

gn(’”o, X) = In(FO)

(1 ”(”x‘ ”)K( ) + lKnH(x)]

(1 nin—1)
x2

- Kn(FO)

1
)1 (x) - —InH(x)]

Let 70 = E° + 1AY, then we find from (3.26) and (3.28) that 1 satisfies

_82772 _ 16772 + n_zn() — 0
orr ror rm ’

whose solution is

n°(r, 1) = CL(Or" + Co(t)r™"

1,(r0) (2K(x) = K1 (9)) = Ko (r0) (21(2) + L ()

(3.27)

(3.28)

(3.29)

(3.30)

(3.31)

(3.32)

(3.33)

(3.34)

(3.35)

(3.36)

(3.37)
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and thus,
E%r, 1) = n2(r, 1) — pA%r, 1) = C(O)" + Co(t)r™ — uA(r, 1), (3.38)
where C;(#) and C,(¢) are to be determined by the boundary conditions in (3.28). By (2.10), (3.34),
(3.35) and (3.37), we get
pad()h,(ro, RO) n(R)" L, (R)K,(ro) — L,(ro) K, (RD] + 1
" RRO[(RY)? + ry'] Io(ro) K1 (RY) + 11 (RO Ko(ro)
N (n* = Dya)()
(RO + 12"
paan(Oh,(ro, ROrG(RY)" nrg[L (RO K, (r0) = Li(ro) Ka(RY)] = (RY)"
nRO[(RY)?" + rg"] Io(ro)K1(R?) + I1(RY)Ko(ro)
2 0
+ wr@mg)n-z. (3.40)

Using (3.35) and (3.38)—(3.40), we further derive

Ci(0)

(RO, (3.39)

C(1) =

OF, \ paa()h,(ro, RY) { T R
r,t) = r,
or ROLLo(ro)Ki (RO + L (RDKo(rg)] U0 (RO + 72
’,.n—l _ (Z)n —n—1
0\n 0 0
+n(R,) W[ln(R*)Kn(rO) — 1,(ro)Ku(R,)]
5 rn—l _ (2)n —n—1
- Dyd® (R —X——. 41
* oo r)} = Dy OR) et (3.41)
Substituting (3.33) and (3.41) into (3.30) yields
da’(t
ac’l’t( ) _ U0 RO), (3.42)
whose solution is explicitly given by
a’(t) = a’(0) exp{U,(ro, R°)t}. (3.43)
Here,
U (ro. R°) = pGhy(ro, R) 2ro(11(ro) K1 (RY)) — Li(RDK, (rp))
n 0> x/)
Io(ro) K1 (RY) + 1) (RO) Ko (ro) B (ro, RO[(R)? - 13]
n (R - R 2r(ROY

+ (RV) (RO + r?)" (In("O)Kn(RS) - In(Rg)Kn(rO)) —

yn(n® - 1) (RO - ”(Z)n
RY (RO + 12

2
(RO + 1"

(3.44)

It was proven in Lemma 4.4 of [14] that U, (r, R®) < 0 for any n > 0. Thus, we have the following:
Lemma 3.1. For any n > 0, there exists 6 > 0 such that |ay(?)| < |a8(0)|e‘5tf0r allt > 0.

Lemma 3.1 shows that a’(z) decays to 0 exponentially at +co; hence, when T = 0, the radially
symmetric stationary solution is asymptotically stable for all u > 0.
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3.3. Sign of R!

Recalling that R, = R? + 7R! + O(7?), in order to see the effect of the time delay 7 on the size of the
stationary tumor, in this subsection we discuss the sign of R! by a theoretical analysis combined with
numerical simulations.

We obtain from (3.22) that

OR! RY OO 0p0
* _ ~ROR1 f * % 1 _ 4
K B + LK) ), (ar g, O+ )rdr=0. G4

then by using (2.6)—(2.10), (3.18), (3.19), (3.25) and (3.32), one can solve (3.45) to obtain
Rl _ #5- T(FO,RS())

T RS (7, RO (3.46)
where
0 2 0 0 2 z(RS)Z_r(%_4 0 0\12
T(ro,R;) =1 = rllo(ro)Ki(R)) + 1I(R;)Ko(ro)]” + rO(R())z—_,,z[Il(R*)KI(rO) - 11 (r)) K1 (R)]",
* 0
2

S (ro,R)) = ﬁ[lmmmﬂ) = hROK (o) Ky (R + L RDKo(ro)] + (s

Since _
Uo(ro. R) = i S (ro, RY)

[Lo(ro)K1(RY) + I, (RO Ko (ro)]?

by (3.44), we know S (ry, R?) < 0. Additionally, we numerically compute the function T'(ry, R?) and find
it is positive (see Figure 1). Hence, it follows from (3.46) that R! > 0 and R! is monotone increasing
in u.

-7
12 0 . . . .

0.8 .

: 0
min_ T(rO,R*)
o
(o]

0.4 4

0.2 .

| I

RO

Figure 1. The graph of ming y9;<,, <z 7' (ro, RY) with RY € [0.0001, 10].
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Remark 3.1. The discussion above indicates that the presence of the time delay leads to a larger
stationary tumor. Furthermore, the bigger the tumor aggressive parameter U is, the greater the effect
of time delay on the size of the stationary tumor is.

3.4. First-order terms in v

Now, we tackle the system consisting of all the first-order terms in 7 for ry < r < R%:

0’0l 180! X X do! 32 0
"2 7 g = e 0)=0 D+ 5 (ROR, = (3.47)
2 1 1 0_()
aarl - %aair* ::“6& 6(;; +po, (3.48)
Ze(r) =0, plRY) = -2 - LRORL,
TR, Y000 ap"
- —~R°R1+f “(r) + dr =0, 3.49
I Ki(RY) + LROKo(ro) o ), (6r ar “(r))r ' (49

(2 1 6 1 .
1 .
Al(ro,1) = 0, + 22 (R, 1) + AR al(r) + oL (ROad(1) =
(2 1 "
_')(')FB; _% r (V_§+1)Bl11:0’ (351)
Bl(rp, 1) = 0, + 22RO, 1) + cURBL() + oL (ROBY(E) = 0
O*E} E! | 2 _ 909 OE? 9A% 9
_Eﬁrz - %7 + _Efll - F‘W?_r or 617r - (352)
2 (ro,1) = 0, EN(RY, 1) :nyg)gan(t) 95 (R9, DR! — 27 (Rg)gRi an(n),
&F) dF) 30 9FY aBY ap’ il
T oz T 1 or + Fl 'UW 6r +,Ll ar l:‘ lJét +IJB (353)
L 1) = 0, FI(RO, 1) = yELbl(r) - S — 2y L RIB)(D),
day(®) 62 &> p°
= (R°> Lo - (R%Riaﬁ(t)
2 O 1 aErlt 0
(R DR, = =R, 1), (3.54)
r
db! (1) 62
= (Ro)b (1) - (R°>R bo(t)
2 1 2 O aFl
(R%b%) (R HR! - a—ﬂRS,t). (3.55)

To obtain the asymptotic behavior of a},(t) as oo, by (3.54) and the boundedness of the modified

Bessel functions 7,(r) and K,(r) on [ry, R"],
of (3.52), we first compute A}l(r, 7). Solving (3.50) yields

0_'hn(’”0’ RS) In(rO)Kn(r) - Kn(rO)In(r)

1 —
Ay, 1) = RO Io(ro)Ki(R%) + I, (RY)Ko(ro)

Vau(ro, R, R, a,)(1), 4, (1)) (3.56)

with
V,(ro, R%, R, a2(1), al(t)) =al(t)R.h,(ro, R0)gu(ro, RY) — al()
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Io(R%)Ko(ro) — Io(ro)Ko(R?)

0 1
O R (RO + 1 ROKa(ro)

where we have employed (2.8)—(2.10), (3.19), (3.36) and (3.37). Furthermore,

6A111 t) O_-hn(r07Rg)Vn(r0’ RO Ria n(t)’ a}l(t)) 1
r, = .
or ROo(ro) K1 (RY) + LI(R)Ko(ro)]  hy(ro, 1)

(3.57)

Next, being similar to the computation of E°, we set 51 = E! + uAl, then we derive from (3.50),
(3.52) and (3.56) that

32 ) _ 1677,', n* 1 do? OEY %Lp? _ (912
; ar2 rar P =M% o ar o M (3.58)
”’" SE(ro, 1) = u> ar N, n'R% 1) =ENRY 1)+ uALR, p).

. . . . 2 .
For brevity, we introduce the differential operator L,, = —0,,— %(9,+ 5 and write nl = uﬁ,l) +u£,2) +u513) +u§,4),

where !, u$”, u}’ and u'” solve the following problems, respectively:

(1) _ 900 9E
L I/tn = ﬂWW’
? 0 (3.59)
%l (1) = 0, u"(RO,1) = 0

0

L uf) = ,uf’aiaai
5 @ (3.60)
(ro,t) =0, u)®R,H=0
Lu® = _ 8AY
N o O (3.61)
u,, L (ro,t) =0, uy)(R%,1) =0
L, u(4) =0

. ’ 3.62

{ W (roy 1) = 22 (ro, 1), WSRO, 1) = ENRY, 1) + pALRY, ). (3.62)
Let us first estimate u,. By (3.18), (3.41) and (3.59), we have
L) =uoa®(r) Ki(ROL(r) - [RDK, (1) { - 1) (Ro)n_zr"‘l p2npn-]
nly, = =HO Ay, nn- — N [ —
KOO o KA RD) + T (RO Ko (7o) YR a4
+ HGha(ro, RY) [ . rnr”_l + (R r !
ROUo(ro)K1(RY) + I;(R)Ko(ro) LAy (ro, 1)~ (RO + 12"
- 2n .—n
+ n(R' L(I (ROK,(r0) — L,(ro)K,(R)) (3.63)
* (RO)Zn 0 0) 8 (X . .

Based on the properties of the modified Bessel functions /,,(r) and K, (r), the righthand side of (3.63)
is less than Q(n)a’(r) when ry < r < R?. Here, Q(n) denotes a polynomial function of n. Similar
estimates can be established for u(z) and u(3) by (3.60) and (3.61).

Lemma 3.2. Consider the elliptic problem
2

— Aw(x, 1) + Inl wnn) = b(x.f),  x€Q (3.64)
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=0 o] =0, (3.65)

where Qg = {x € R? : ry < |x| < R}. If b(x,t) = b(|x|, ) and b(-,t) € L*(Qg), then the problem (3.64)
and (3.65) admits a unique solution w in H*(Qg) with estimates

R 1/2

||w(',f)||H2(QR)SC(f |b(r,t)|2rdr) ; (3.66)
® 12

050 ) ey < ( f |b(r,t)|2rdr) , (3.67)
o

where the constant C in (3.66) and (3.67) is independent of n.

The lemma can be proven by combining the proofs of [16, Lemma 4.6] and [17, Lemma 3.2]. The
details are omitted here.

Lemma 3.2 ensures the existence and uniqueness of u(k) in H*(Q,) for k = 1,2,3. Furthermore,
there holds

oud (2) (3)
—”(Ri’, t)' ‘ o ‘ = R, p| < Ce™. (3.68)
Obviously, the solution u'? to the problem (3.62) has the form:
ulP(r,t) = Cs(t)r" + Co(t)r™", (3.69)

where Cs(t) and Cg(¢) are determined by the boundary conditions in (3.62). Using (2.10), (3.41), (3.56),
(3.57) and the boundary conditions in (3.52), we get

a0 uah,(ro, R?) "o 0\n
SO =Ry = B (R0 1 Rl [} + R Ktron (i
— LOOKARD| + 902 = DR+ Hi0, RO RDGD, (3.70)
_a,Ory(R))" [0 ha(ro, R) Ry 0
O =+ Ty Ew o R O
y(n* - Drt
- LK (RY)| + WQO} + Ha(ro, R, Ral(), (3.71)

where H,, H, are functions of r,, R’ and R!.

Now, since
E,(r,1) = 1, = pA, = u) +u? + ul +u) - pA,,

we derive

a 1 o (D 2) 3) 4 OA

—L(R.1) = ”” SR+ P Ry + L (RO, 1y + L (RO, 1) - st (R . (3.72)
or or or
By (3.33), (3.57) and (3.69)—(3.72), we obtain from (3.54) that
d 1 t 82 0 82 1 62 0 aEl
GO _ TP Ryt - L2 romiatn - SRl - Lm0 om: - Loniat
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| phy (ro, RY) [ n R —ry 0 .
= 1,r)K,(R%) - I,(ROK,
O D + 11ROl R G 70 K0 ~ DK
N 2ro(Li(r)Ki(R) = L(RDK () 1 2r(RYY"
R - 12 I, R (RO + 72"
,yn(n2_1)(R(j)2n_r(2)n . 0 i o
R (R9)2"+rgn}+H("’r°’R*’R*)“"(t)
au(l) (914(2) u(3)
- (R - ——(R%t) - ——(R°
or R.o1) or (R.. D) or R..1)

()] 01/[(2) 3)
n

0 N
=a) (OU,(ro, R®) — 2 (RO, 1) — R, 1) — 2 (RO, 1) + H(n, ro, R, RY)a’(0),
or or or

where H is a known function of n, ry, R?, R! and satisfies
\H(n,ro,R),R)| < C. (3.73)

Thus, using Lemma 3.1, (3.68) and (3.73) gives

dal(t
D a0, R
~ ou'V u® ou®
<, 7o, R RGO + |5 (R0 )+ [ S 20 + | =)
or or or
<Ce™. (3.74)
In addition, for n > 0, Lemma 3.1 implies
—~U,(ro,R%) > 6 > 0.
Therefore, applying [16, Lemma 4.7] to (3.74) yields
la)(t)] < Ce™, t>0, (3.75)

i.e., al(r) decays exponentially as 1 — oo. Noticing that b,() and a,() have the same asymptotic
behavior, we also have

1b2(0)| + |bL (1) < Ce™, t>0. (3.76)

Proof of Theorem 1.2 The desired result (1.14) follows from Lemma 3.1, (3.75) and (3.76). The
proof is complete.

Remark 3.2. The results on tumor cord without time delays in [14] show that the radially symmetric
stationary solution is asymptotically stable under nonradially symmetric perturbations. Here, our
Theorem 1.2 says that such asymptotic stability does not be affected by small time delay.
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4. Conclusions

In this paper, we have investigated the effects of a time delay in cell proliferation on the growth
of tumor cords, where the domain is a bounded subset in R? and its boundary consists of two disjoint
closed curves, one fixed and the other moving and a priori unknown. The existence, uniqueness and
linear stability of the radially symmetric stationary solution were studied.

Here are some interesting findings. 1) Adding the time delay would not change the stability of the
radially symmetric stationary solution when compared with the same system without delay [14], but
adding the time delay would result in a larger stationary tumor. The bigger the tumor growth intensity
U s, the greater impact that time delay has on the size of the stationary tumor. 2) By the result of [16],
we know that for tumor spheroids with the same time delay, there exists a threshold u, > 0 for the
tumor aggressiveness constant u such that only for y < p., the radially symmetric stationary solution
is linearly stable under non-radial perturbations. For tumor cords, however, from Theorem 1.2 we saw
that the radially symmetric stationary solution is always linearly stable, regardless of the value of u. It
showed that there is an essential difference between tumor cords and tumor spheroids with the same
time delay.

We think that the linear stability analysis for the full system without quasi-steady state simplifica-
tion, i.e., ¢ > 0, may be very challenging, which we expect to solve in future work.
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