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Mathematical analysis of Glioblastoma invasion in 3D
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Abstract: The most malignant brain cancer, so called Glioblastoma, has extremely poor outcome. It confounds the
clinical management of glioblastomas due to the hight local invasiveness of these cancer cells. Furthermore the
mechanisms governing invasion are poorly understood. Stein et al. proposed a continuum mathematical model o
the dispersion behaviours based on a Swanson’s model describing glioblastoma invasion. They conducted exper
ments on the patterns of growth and dispersion of U87 glioblastoma tumour spheroids in a three-dimensional colla-
gen gel. They intended to identify and characterize discrete cellular mechanisms underlying invasive cell motility
from the experimental data. The mathematical model reproduces an characteristic behaviour of the U87WT inva-
sive cells that they have a strong radial directional motility bias away from the spheroid center. However in their
experiments it is observed that the U87WT invasive cells sometimes exhibit more complicated behaviour than
indicated by their model. We propose a mathematical model in a more general form of the radially biased compo-
nent term of their model so that it covers more realistic behaviour of US7WT cells in the experiment. We show a
rigorous mathematical analysis of our model and give computer simulation of cell motility in the experiment from
our mathematical model.
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1 Introduction

In 2007 Stein et al. [18] presented results from
their experiment where tumour spheroids are grown
in three-dimensional collagen gels ([3], [4], [5]). They
describe a continuum mathematical model that allows
us to quantitatively interpret the data. Fitting the
model to the experimental data indicates that Glioma
cells invade in a more biased manner, away from the
tumour spheroid and are shed from the spheroid at
a great rate, suggesting lower cell-cell adhesion and
they specified the extent of invasive cell population.
When we follow to their mathematical model, the path
of invasive cell radiates in a fixed direction and at a
constant velocity. However it is observed that they
sometimes exhibit more complicated and undirected
behaviour, such as greatly turn around or turn back
to one’s path. In order to describe such kind of be-
haviour of cell motility we generalize their mathemat-
ical model by extending the radially biased compo-
nent term.

The goal of this paper is to better understand
the mechanisms governing invasive cell behaviour.
We will show rigorous mathematical analysis of our
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model and give computer simulations of cell motility
of our mathematical model, which includes the simu-
lations in [18].

1.1 Mathematical models

Several mathematical models have been known in
the literature for cell invasion ([1], [6], [21]). In the
single model for core and invasive cell behaviour by
Swanson et al. [17], tumour growth is described by a
reaction-diffusion equation:

ou

ot

= DV%u + gu (1— uu ) (1.1)

where cell concentrationu move along undirected,
random paths as a function of position and time,
cells throughout the tumour are assumed to prolifer-
ate at a constant rate until they reach a limiting
density, umq., the constanD is the diffusion (undi-
rected motion); the largdp becomes, the more motile
the cells. This model assumes spherical symmetry
of the multicellular tumour spheroid. The single-
population reaction-diffusion model has been used



Recent Advances in Applied Mathematics, Modelling and Simulation

with some success to describe how a tumour responds
to chemotherapy and why surgical removal of GBM
is usually not effective ([17]). This model is only ap-
plicable for tumours that are 1mm? and it fails for
smaller tumours.

In addition, Stein et al. [18] considered that the
invasive cells are biased to move away from the cen-
ter of the tumour spheroid at an average spegdit
has been observed that invasive cells may follow di-
rected paths away from the tumour spheroid . The
cause of this bias is not known. It may be due to at-
traction toward nutrients in the environment, repulsion
from waste products produced by the spheroid, or are-
alignment of the collagen gel as the cells move. They
proposed the following equation for the evolution of
the cell populationy;

aui

= DVQUZ' - fuN,« 7
ot —— ——
diffusion  aradially biased component

+  sd(r— R(t)) —i—gui(l— “) (1.2)

maxr

shedding invasive cells rate - -
proliferation

The behaviour of invasive cells can be described
by four parameters{D, v;, s, g}. Invasive cells are
introduced into the population through shedding from
the core surfaces, and proliferationg. Cell motil-
ity is modeled as having an undirected component,
D, and a radially biased componen, In the above
eqguation,s is the Dirac delta functiony is the spa-
tial coordinate for the radial distance from the tumour
center, and?(t) is the radius of the core at tinte We
take the core radius to be given B&(t) = Ry + v.t,
whereR,, is the initial tumour radius, ang. is the rate
at which the core increases in radius.

In in vitro experiments of glioma tumour 3D inva-
sion in collagen gel by Stein et. al. ([16; ChapterlV],
[20]) , invasive cells with the radially biased motility
away from the spheroid center make a progress ini-
tially and after that they often exhibit more compli-
cated behaviour(see Figurel.(a)). It seems that such
complicated behaviour of invasive cells can not be
reproduced by their simulation as in Figurel.(b) or
even using (1.2), because their radially biased com-
ponent term of (1.2) iginear. In order to describe
thenonlinear paths of such cell motility we propose
a mathematical model generalized the radially biased
component of their model to monlinear term. We
also gain rigorous mathematical analysis of our model
and give computer simulation of cell motility of the
mathematical model.
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(a) Cell paths from experiment: day 1 (b) Cell paths simulated: day 1

Figure 1. In vitro experiments of glioma tumour

3D invasion in collagen gel performed by Stein and
coworkers in [16],[20].

(a) Cell trajectories from experiment (b) Simulation of
cell trajectories.

1.2 Mathematical model generalized radi-
ally biased component

Now we consider the problem for the model by Stein
et al. [18] for invasive cell population := u(z,t)

ou 9
i DV u — vV, -u+sé(r — R(t)) + gu (1 T
in Qx(0,T)
(1.3)
au\{m =0,
(uli=0 = uo(x)

Since we especially focus on the behaviour of each
cell of dispersing cells at the spheroid’s edge, neglect-
ing the effect ofé function and proliferation, that is,
we consider

ou

i DV%u — oV, -u (1.4)
Furthermore we generali2g, - u as follows. For =
(ri,--- ,ry) We have

VT . u fr— (7"‘1’-.. ,/)"n) . (uwl’-.. ,uxn)
putting (uz,, - -+ , Uz, ) = Vu
:vu (Tlv"' arn)
ZV'U(Tl,"‘ ’rn)

=V -uV(xiry + -+ zpry).

Replacing(z171 + - - - + z,7y) by log(a + w) for a
positive constant it follows from V,. - u

V- (uVlog(a + w)).

Therefore (1.4) is extended to the following equation.
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ou

ot

(1.5) is considered by Othmer-Stevens [13] as a con-
tinuum model of reinforced random walks wheses
called control species andg(a + w) is, so called,

a sensitivity function. Hence it is seen that (1.5) ad-
mits a randomwalking of the invasive cell along the
direction and the velocity indicated by the radially bi-
ased component in (1.2). The following systems for
(1.5) is applied to a understanding of tumour angio-
genesis([2],[12]).

= DV?u — V- (uVlog(a + w)) (1.5)

0
6‘71; = DV?u — V - xo(uV log(a + w))
in Q x (0, 00)
ow
v —kuw
0
%Uk‘m =0
on 982 x (0, 00)
u(z,0) = up(x) in

whereD is a positive constanf) is a bounded domain
in R™ andof2 is a smooth boundary ¢ andv is the
outer unit normal vector.

2 Mathematical analysis

In this section we review a known mathematical
result related to our model and apply it to ours and
Othmer-Stevens model, which plays an important role
to carry out the computer simulation of (1.6).

2.1 Known result

In Kubo [7] the following initial Neumann-boundary
value problems of nonlinear evolution equations is
considered(see [8]-[11]).

g = DV2uy + V- (x(ug, e %)e V)

in Q x (0,00) (2.1)
aubg =0 on 02 x (0,00) (2.2)
u(z,0) = up(z), u(z,0)=mui(z) inQ(2.3)

(NE)S 0

where we denote
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0 0

ts axz CCNZ )

7n7

ot

Vu = grad,u = (0, u,- - -, 0y, u)
Suppose that the assumption (A) holds.
(A) LetB,y = BN R x R;, whereB, is a ball
of radiusr at 0 in R%. For any constant > 0 and

(s1,82) € B, there exist positive constants, ¢/,
andJ, such that for any integen > [n/2] + 3

(2.4)

er(b—0p) < x(s1+b,89) € C""(Rx Ry), (2.5)
SuRSl,SQ)EBr+ | (aflaiQX)(Sl + b, 82) | < C;”b’
0<k+1<m. (2.6)
Now let us introduce function spaces. First,

H'(Q) denotes the usual Sobolev spdéd?(Q) of
orderl on Q. For functionsh(x,t) andk(z, t) defined
in Q x [0, 00), we put

(h, k) (1) = /Q Wz, k(x, £)dz,

IR E) = > 105 C, )17 20y
1BI<l
The eigenvalues of A with the homogeneous
Neumann boundary conditions are denoted by

{)\’L‘Z — 1727 te '}7
which are arranged as
0<)\1§>\2§"-—>+OO,

andy; = ¢;(z) indicates thelL? normalized eigen-
function corresponding t@;.

For a non-negative integéy we setiv!(Q) as a
closure of{y1, 2, - -, n, - -} in the function space
H'(Q). Taking \; # 0 into accountijt is noticed that
we have |, h(z) = 0 for h(z) € W'(£2), which en-
ables us to use Poincare’s Inequlaity. Then the follow-
ing result is obatined in Kubo[11].

Theorem 1. Assume that (A) holds and
(ho(x),hi(z)) € WmHQ) x W™(Q) for
ho(x) = wo(x) — a and hy(z) = wui(x) — b.
For sufficiently largea and anyb > 0 there
is a solution u(z,t)(= a + bt + v(z,t)) €

1
mci([()?OO);Hm*"(Q)) to (NE) such that for
i=0

U = ]Q|_1/u1(a:)dx
Q

Jim (e, ) = will, =0 (27)
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2.2 Application 3.2 2D simulation from (1.6) of Glioblastoma

3D invasion in vitro experiment
We apply theorem 1 to our problem (1.6) follow-

ing to the method by Levin and Sleeman [12]. Put Figure 4: Simulation from (1.6) of three paths of each

logw(z,t) = — fg u(z,7)dr = Uz, t) in the sec- cell in x — y plain for 3D cell invasion in vitro exper-
ond equation of (1.6), then (1.6) are reduced to iment of US7TWT. o _
voe U The path (a) indicates that the cell initially radi-

Uy = DAU; + V - (77UUNU) ates rather linearly and after that turns around. In the
1 +ae path (b) it is observed that the cell exhibits more com-

plicated behaviour than (a). In the path (c) Once the

cell arrives at the edge of the sphere consist of invasive

cells, it turns back to one’s way.

which is regarded as the same type of equation as (2.1)
and satisfies the conditidm). Therefore it is evident
that Theorem 1 holds for (1.6) and it implies that there
exists a classical solutian(x, t) to (1.6) such that

lim [[u(, t) = o,y = 0.

4 Conclusions

The data of the experiment provides clear evidence
that the tumour spheroid cells move away from it at a
_ _ _ constant rate initially in the radial direction and after

~Itis possible to carry out computer simula-  that the radial velocity bias decrease. It seems to be
tion of Othmer-Stevens model by reinforced random jmportant to gain the understanding of the mechanism
walk([13]). Since our model (1.6) can be consid-  of invasion in these in vitro experiments so that their
ered as a special case of Othmer-Stevens model, sim-sefulness in understanding the in vitro situation can
ulations of (1.6) by using reinforced radomwalk are pe ynderstood. However in the mathematical model
shown in Fig.3 and Fig.4. Also, simulation foramath-  of Stein et al. [18] the radially biased component im-
ematical model of in vitro experiment for endothelial  pjies that the cell motility with a constant velocity and
cell migration is given by [15],[19] in the similar way. g fixed direction is different from real cell paths ob-
The following picture is a photo of an experiment  served in the experiment. The cause of radial bias
in vitro of glioma tumour 3D invasion in collagen gel s not known. Therefore we propose a mathematical
performed by Eke and coworkers in [4]. We choose model generalized and improved the radially biased
three characteristic paths of each single invasive cell component term of the model of [18] so that it covers
from the experiment and draw them as solid lines on more realistic motility as observed in the experiment
the picture. In figure 4, we intend to reproduce the of Eke et. al. [4]. For this purpose we choose three
three solid lines by using 3D simulations of the model characteristic paths of US7WT cell. We show a rigor-
(1.6). ous mathematical analysis of our model and give re-
sults of computer simulation of solid lines in Figure
Wi L 2 for our mathematical model, which seems to realize
j ; more realistic invasive cell behaviour.

3 Computer simulation

Acknowledgements: This work was supported in
part by the Grants-in-Aid for Scientific Research (C)
16540176, 19540200, 22540208 and 25400148 from
Japan Society for the Promotion of Science.

Figure2: A photo inz — y plain of an experiment in
vitro of U7WT glioma tumour 3D invasion in colla-
gen gel performed by Eke and coworkers in [4], which
is similar to the experiment in [16], [18], [20].

3.1 3D simulation of a path of a single cell
from (1.6)

Figure 3: Simulation of a single path of a tip cell in
the cuboid domain from various viewpoints.
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3.1 3D simulation a single path of a tip cell

from (1.6)
(@)
2
(b)
f‘ﬁH .
(c)

[ AL

(d)

Figure3: Simulation of a single path of a tip cell in

the cuboid domain from various viewpoints.
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3.2 2D simulation from (1.6) of Glioblastoma
3D invasion in vitro experiment

We choose three characteristic paths of a single cell
of UB7YWT and by the method as obtained Figure 3
we have simulations of them from our model (1.6) in
Figure 4.

Figure 2. In three solid lines, the path (a) indi-
cates that the cell initially radiates and after that turns
around greatly. In the path (b) it is observed that the
cell changes the direction greatly several times. In
the path (c) Once the cell arrives at the edge of the
sphere consist of invasive cells, it suddenly turns back
to one’s way.

Figure4: Simulations of the path of each cell are cor-
responding to the solid lines (a)-(c) in Figure 2’ re-
spectively. Compared with Figure 1. (b), our simula-
tions seem to be much closer to (a)-(c) in Figure 2'.
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