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G W N

Abstract: Two generalized mathematical models with memory for the concentration of tumor
cells have been analytically studied using the cylindrical coordinate and the integral transform
methods. The generalization consists of the formulating of two mathematical models with Caputo-
time fractional derivative, models that are suitable to highlight the influence of the history of
tumor evolution on the present behavior of the concentration of cancer cells. The time-oscillating
concentration of cancer cells has been considered on the boundary of the domain. Analytical
solutions of the fractional differential equations of the mathematical models have been determined
using the Laplace transform with respect to the time variable and the finite Hankel transform with
respect to the radial coordinate. The positive roots of the transcendental equation with Bessel
function Jo(r) = 0, which are needed in our study, have been determined with the subroutine
rn = root(Jo(r),r,(2n — 1) /4, (2n +3)m/4),n = 1,2,... of the Mathcad 15 software. It is found
that the memory effects are stronger at small values of the time, t. This aspect is highlighted in the
graphical illustrations that analyze the behavior of the concentration of tumor cells. Additionally, the
concentration of cancer cells is symmetric with respect to radial angle, and its values tend to be zero
for large values of the time, t.

Keywords: cancer mathematical model; caputo derivative; integral transform; analytical solutions

1. Introduction

Cancer is the world’s second most common cause of death and is responsible for an
estimated 9.6 million deaths per year. One of the most useful and inexpensive approaches
to determine and predict the stage, size, and growth of a cancer tumor as a reaction of the
diffusion process is the mathematical modeling.

The problem of growth of glioma, a kind of brain tumor, has been modeled based
upon tumor cell diffusion coupled with growth rate by Cook et al. [1], Tracqui et al. [2], and
Woodward et al. [3], who incorporated the two most important processes in the growth
of brain tumors, namely, the proliferation of cells and the diffusion process, resulting in a
reaction diffusion equation.

A generalized diffusion-based cancer tumor model has been described by Burgess et al. [4]:

up = V>(Du) + pu — ku 1)

where u(r, t) is cell concentration at time, t, and radius, r (in 3-D space), V2 is the Laplacian
operator, p is the rate of growth of the cell (proliferation rate of cell), k is the killing rate of
the cell, and D is the diffusion coefficient.
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*u(r,0,t)

ot«

Moyo and Leach [5] suggested a governing equation of the cancer tumor model with
a K(x,t) = p — k variable killing rate, namely:

ur = uyy — K(x, t)u ()

where the cancer tumor cell concentration is u(x, t).

Some exact solutions of the previous equations have been determined by the authors
using Lie symmetry analysis. Bokhari et al. [6] have employed the Lie symmetry analysis
method to obtain some exact solutions and conservation laws for killing rate, dependent
on tumor cell density.

A mathematical model for glioblastomas (a highly invasive glioma in the brain) has
been described by Murray [4], which includes the two main parameters of tumor growth,
namely the diffusion of cancer cells and the rate of cell proliferation. The solution to
the model equation based on patient parameters of tumor growth illustrates why certain
patients remain alive after identical prescription medications, specifically surgical resection
(removal) and radiation exposure.

In all the above models, the diffusion of the cell has been considered as the time rate
of change of the cell density. It is well understood that, in many cases, the best description
of the model may be the assumption of fractional diffusion.

Fractional (non-integer order) calculus can provide a succinct model to better explain
some dynamic events. The fractional calculus is successfully applied in physics, chemistry,
biology, and materials science to describe dielectrics, viscoelastic materials, and many
transport processes. The fractional calculus with Caputo differential operators [7,8] has
been widely used in many fields of science and engineering over the last few decades.
Caputo amends Darcy’s law by adding a formalism of memory, defined by the time-
fractional derivatives.

Iomin [9] has investigated the influence of cell fission on the transport properties of
the vessel network and developed a mathematical model based on the heuristic arguments
on tumor development. The constructed model is a modification of the so-called comb
structure. In the framework of this model, the author proved that the tumor development
corresponds to the fractional transport of cells. This model could also be a possible
mechanism for diffusive cancers.

A model of the cancer tumor based on the fractional time-derivative has been in-
vestigated by lyiola and Zaman [10] using the g-homotopy analysis method. They have
determined approximate series solutions for the various considered cases. The conclusion
drawn from the research carried out in their paper is that the therapy-dependent killing
rate, K, does not only need to be a function of time, or of both, position and time, but can
also depend on the cancer cell concentration.

The purpose of this article is to investigate two mathematical models regarding the
cylindrical coordinate of the cancerous tumor in which the concentration of the cancer cells
is time-dependent and also dependent on the radial coordinate.

Further, mathematical models are based on the time-fractional Caputo derivative,
which involves a power-law of the memory kernel (See Appendix A, Equation (A6)). The
fractional partial differential equations of the mathematical models are:

*u(r,t) 10 [ du(r,t)
— D — — >
5 Dr 5 (r pp Ku(r,t), t>0, r<(0,1) (3)
and
10 ( ou(r,6,t) 0%u(r,0,t)
=D-— - >
Dr 5 (r p» ) + 52 Ku(r,0,t),t >0,r € (0,1), 0 € (0,2m) 4)

In the considered models, the diffusion parameter, D, and the killing rate of cells, K, are
assumed to be constant. The solutions to the problems are obtained using the Laplace trans-
form and the finite Hankel transform under appropriate initial and boundary conditions.
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The effects of the memory parameter, as well as time, on the tumor cell concentration,
u, are studied by numerical calculations and graphical illustrations obtained with the
Mathcad software.

2. Solution of the Problems
2.1. The Concentration of Tumor Cells u(r,t)

The generalized concentration of tumor cells u(r,t) given by Equation (3) will be
determined under the following initial and boundary conditions:

u(r,0) =0, r € [0,1] (5)

u(1,t) = H(t)e“!, t >0 (6)

To determine the analytical solution of Equation (3) with the initial and boundary
conditions (5) and (6), the Laplace transform with respect to the variable, t, and the finite
Hankel transform with respect to the radial coordinate, r, will be used.

Applying the Laplace transform to Equation (3) and using the initial condition (5), we
obtain the transformed equation:

s“(r,s) = D%% (raug;,s)> — Kii(r,s) (7)

where 7(r,s) = [ u(r,t)e 'dt denotes the Laplace transform of function u(r, t) [11].

0
The transformed function 7(r, s) has to satisfy the boundary condition:

1
s —iw

u(l,s) = (8)

Applying the finite Hankel transform [12,13] to Equation (7) and using Equation (8),
we get:
uy(rp,8) = Wﬁ(f’n) =
Jilra) rn](l(rn) )Fn(s), Fo(s) = — 4K

n(s—iw) S—iw s*+Dr2+K*

)

where r,, n =1,2,3... are the positive roots of the transcendental equation Jy(r) = 0 and
1

iy (ra,s) = [ru(r,s)Jo(rry)dr denotes the finite Hankel transform of the function 7(r, s),
0

whose inverse transform is given by (Appendix A, Equation (A11)):

u(r,s) =2) ];)Z(Z:"))uH(rn,s) (10)
n=1 J1\'n

In the above relations, J,(-) is the Bessel function of the first kind and order, «.
To determine the inverse Laplace transform and the inverse Hankel transform of the
function given by Equation (9), we use (10) and the formula:

1 Saiﬁ _ 41 o - ad Zk
L {sa — b} =P Eyp(bt"), Eqp(z) = kg;) Tk T B)’ Re(a) >0, Re(B) >0 (11)

where E, g(z) is the Mittage-Leffler function [14].

Using the above relations and the auxiliary function f(r) = 1, whose finite Hankel
transform is:
J1(rn)

fH(rﬂ) = (12)

n
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we obtain the generalized concentration of cancer cell given by:

"n)
u(r,t 22& rnh S (13)

where

t
Fu(t) = Epq(—ant®) + / e [iwEy 1 (—anT) + KEg o (—a,)]dT (14)
0

and a, = Dr% +K, n=1,23....
For a = 1, the concentration cells (13) has the simpler form:

u(r,t) = pi0t _ 0 <K—|—iweiwt _ap—K e_“"t> Jo(rry) 15)
, n=1 an +iw ay + iw rnh(rn)

Figures 1 and 2 have been plotted to highlight the influence of the memory parameter,
o, on the concentration of the tumor cells. These figures are presented for different values
of the fractional parameter, o, at four values of time, t, namely t € {0.5, 1, 15, 20}. Figure 1
corresponds to the sine-variation of concentration u(1, f) and Figure 2 corresponds to the
cosine-variation of the concentration u(1, t). It can be observed that, for large values of
time, t, the values of concentration u(r, t) are of the order 10~% — 1073, and the influence of
the fractional parameter is insignificant This behavior is due to the evolution in time of the

Caputo kernel h¢(t, a) 7/ 0 < « < 1, which has small values for large amounts of

INQEY
time; therefore, the dampln(g of the rate of concentration is negligible. For this reason, the
influence of the fractional parameter is insignificant for large values of time, t. However,
for small values of time, t, the values of the Caputo kernel have a significant influence on
the rate of concentration. In this case, the memory of the diffusion process has a significant
influence on the concentration of tumor cells. It is easily seen that a diffusion process with
small values of the memory parameter leads to a smaller concentration of the tumor cells

in the case of short time of treatment.

2.2. The Concentration of Tumor Cells u(r,0,t)

This section deals with the findings of the solution of the fractional differential Equa-
tion (4), along with the initial and boundary conditions:

u(r,0,0) =0, r€[0,1], 6 € [0,271] (16)
u(1,6,t) = H(t)e'™*, t > 0,6 € (0,2r7) (17)
u(r,0,t) =u(r,2m,t) =0,t>0,r € (0,1) (18)

Applying the Laplace transform to Equation (4) and using the initial condition (16),
we obtain the transformed equation:

27
s“u(r,0,t) = Dlaar( au(;’f’s)> 49 ”géze’s) — Ku(r,0,s) (19)

[e0]

where 7(r,0,s) = [u(r,0,t)e sdt is the Laplace transform of function u(r,6,t).

0
The function (r, 0, s) has to satisfy the boundary conditions:

(1,0,5) = L0 € (0,27),

W(r,0,5) = 1(r,27,8) = 0, r € (0,1). 20
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Figure 1. The variation of function u(r,t) versus r for the boundary condition u(1,t) = sin(wt), w = 7/2 for different
values of the fractional parameter, o.
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Figure 2. The variation of function u(r, t) versus r for the boundary condition u(1,t) = cos(wt), w = /2 for different
values of the fractional parameter, o.
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Applying the finite Hankel transform to Equation (19) and using Equation (20), we
obtain the differential equation:

27
d uH(rnlelS) (Slx + DT’% +K)ﬁH(Tn,6,S) + Drnh(rn)

002 B s—iw 0 1)

where r,, n =1,2,3... are the positive roots of the transcendental Equation Jy(r) = 0 and
1

Uup(rn,0,s) = f rii(r,0,s)Jo(rry)dr is the finite Hankel transform of the function #(r, 6, s).
0

The general solution of Equation (21) is:

ummﬁﬁy:qﬁw“w+cﬁ9w“W+(s2$Qgﬁa) (22)
- n

wherea, = Dr2 +K, n=1,2,3....
Using the boundary conditions (20), we obtain for the transformed velocity the form:

(E—Zﬂ\/saﬂzn 71) 69\/Sa+ﬂ11 (17627r\/s”‘+an ) E—G\/sﬁ‘ﬂzn

DrnJh (rn) Drn]q (711)

ﬁH(T’n, 9’5) = (sfiw)(s“qta,z) e27tV/s8 +an _p—271\/s% +apn + (S zw)(s"‘Jru,,) e27tV/s8 +an _p—27m\/s%+an + (23)
+ Dr ] (rn)
(s—iw)(s*+an) "
o
Let w(s) = /s* + a, and, using the expansion W = Y e ¥w1(5) we obtain:
- k=0
— J1(rn) Ji(rn) | DraJ1(ra)
0,5) = ———— —F G 24
MH(T"”, /S) Tn(s_iw> H(S) n + (S—Z(U) H(s) ( )
where: _
s+
F = - 25
n(s) (s —iw)(s* + an) @5
0 | o= (4kr+4m—0)/s" +ap o~ 4k +2m—0)+/s"+ay o~ (4km+21+0)/s" +ay o~ (4k+6)\/s" +a,
Gu(s) = Y _ - ; + . S (26)
k=0 st 4+ ay, st +ay, st 4+ ay, st 4+ ay,
Applying the inverse Hankel transform to Equation (25), we have:
_ DrpJo(rrn) Gu(s)
6 -2 2 27
(r,0,s) = s —iw n; (rn + ; Ji(rn) s—iw @7

To determine the inverse Laplace transform of G, (s), we consider the auxiliary func-

tion H(s) = efzﬁ, whose inverse Laplace transform is h(t) = erfc (—) erfc(-) being

2Vt
the complementary error function. Let w(s), Hi(s) be the functions w(s) = s* + a, and
G
Hi(s) = “Gerp—

It is easy to see that H;(s) = H(w(s)), and therefore, L~ {H;(s)} = f h(y)y(t,y)dy,
= [~ p=ywls) \ — 1] p=yan,p—ys" | — eiyawp(o' —a, —yt~ lx)r 0<a<ld,
) = e} < ) O 0 e
In the above relationship, ¢(0, —a, — yt_“) is the Wright function [15], which satisfies the
property tF=1p(B, —a, —yt %) = L~ 1{ 5e } 0 < a <1,and é(-) is Dirac’s distribution.
Finally, we get the solution:

t
u(r,0,t) = Zan +22 Drufol ”” e Ll it (28)
n=1 0

]1 T’n

where:
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t
Fu(t) = LYE(5)} = Eq1(—ant®) + / ¢lw(t=7) {in“,l(—anT“) +KT“‘1Ea,a(fanT”‘)]dT (29)
0

X

=Y 30)

k=0

7 o) - o Bget) et S53p) (45
0 xe Mt 1p(0, —a, —yt~")dy, 0<a <1

For a = 1, the functions f,(t), g»(t) have the simpler expressions:

fult) = —— [(K+ iw)elt 4 Dr%e’””t],

ap+iw

$0(t) = E [erfc( 45412 ) — erfc (42t ) [ty

kéo {erfc (%) — erfc (%)} et

(31)

Based on Equation (28), the evolution in space and in time of the concentration of
cancer cells, as well as the influence of the memory parameter on its evolution, have been
analyzed and presented in graphs in Figures 3-5. The cases of sinusoidal and co-sinusoidal
variation of u(r, 0, t) concentration were considered.

Figures 3 and 4 present the profiles of concentration of tumor cells versus the radial
angle, 0, for the fractional parameter &« = 0.5 at the instant = 0.5. As expected, the
profiles of concentration are symmetric with respect to the radial angle due to equal
boundary conditions in the positions 8 = 0, § = 27t. Additionally, Figures 3 and 4 show
the variation of the concentration of tumor cells with the radial coordinate, r. As can be
seen in Figures 3 and 4, for the considered case, the concentration is increasing with the
radial distance, r.

130

180

Figure 3. The profiles of function u(r,6,t) versus radial angle, 6, for the boundary condition
u(1,6,t) = sin(wt), w = /2.
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180 ) : u(r. 8.0 0

270
&

Figure 4. The profiles of function u(r,6,t) versus radial angle, 6, for the boundary condition
u(1,0,t) = cos(wt), w = /2.

Concentrationu(r,1)
Concentrationu(r,)

09

038

Concentrationu(?,1)
Concentrationu(r, 1)

0.4

@
0 02 04 0.6 08 T

Figure 5. The variation of function u(7, 6, t) versus radial coordinate, r, for the boundary condition u(1, 6, ) = sin(wt), w = /2
and different values of the fractional parameter, .
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Figures 5 and 6 have been plotted to highlight the influence of the fractional parameter,
«, on the concentration of tumor cells. These figures present profiles of the concentration
u(r,0,t) versus r for different values of the memory parameter at small values of time, t. It
can be observed in Figures 5 and 6 that, for small values of time, the memory effects are
stronger. This behavior is due to the time-evolution of the Caputo kernel, which, for small
amounts of time, has bigger values, therefore the influence on the rate of concentration will
be stronger.

i)

Concentrationu(r

.0

Concentrationu(7

I)

Concentrationu(r
5 5

nmon
_- o o = o
1 oia b

o

5 8 8 8B o8
[

I)

[=3
[

Concentrationu(r,

Figure 6. The variation of function u(r, 6, t) versus radial coordinate, r, for the boundary condition u(1,6, t) = cos(wt), w = 71/2
and different values of the fractional parameter, o.

The time variation of the tumor cell concentration is shown in Figures 7 and 8 for
different values of the « fractional parameter. The graphs in Figures 7 and 8 were drawn for
the spatial positionsr = 0.2, 6 € {m/2, r} andr =04, 6 € {n/2, i}, forK=1,D =0.5
and w = 71/20, respectively. In Figure 7 are plotted the concentration profiles for the
boundary condition u(1, 6, t) = sin(wt), while Figure 8 presents the case corresponding
tou(1,6,t) = cos(wt). In both cases, the influence of the memory parameter is different
for small values of time, t, and for large values of time, t; namely, for small values of the
time, t, the concentration is decreasing with the fractional parameters and has the opposite
behavior for large values of the time, t.

For large values of the time, t, the concentration of tumor cells tends to be zero. This
property is obtained graphically, but it is obvious from Equation (22), along with the

property lim f(#) = lims L{f(f)}.
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Concentration u(r,6,1)
Concentration u(,8.1)
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Figure 7. Time-variation of function u(r,6,t) for the boundary condition u(1,6,t) = sin(wt) for different values of the
fractional parameter, o.

0.6

bd
d=

Concentration «(7, 8,1)
o
o

Concentration u(r, 6.1)

0.6

Concentration u(r, 6,1)

Concentration u(r.6.t)

0

1 t : 0 1 2 3 4 t b

[
s
4=

Figure 8. Time-variation of function u(r,,t) for the boundary condition u(1,6,t) = cos(wt) for different values of the
fractional parameter, o.
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3. Conclusions

Two generalized mathematical models for the concentration of tumor cells have been
analytically studied by using the integral transform method.

The generalization consists of the development of mathematical models with Caputo-
time fractional derivatives that are suitable for highlighting the memory effects.

Cylindrical coordinate has been employed in our study, and the time-oscillating
concentration of cancer cells on the boundary r = 1 has been considered.

Analytical solutions of the fractional differential equations of the mathematical models
have been determined using the Laplace transform with respect to the time variable and
the finite Hankel transform with respect to the radial coordinate, r.

The positive roots of the transcendental equation with Bessel function Jo(r) = 0, which
are needed in our study, have been determined with the subroutine r, = root(Jo(r),r, (2n —
1)7t/4,(2n+3)t/4),n =1,2,... of the Mathcad 15 software.

Because the Caputo kernel has the power-law form, namely hc(f,a) = r(tl;_aa), 0<
« < 1, the memory effects are stronger at small values of time, t. This aspect is highlighted
in the graphical illustrations, which analyze the behavior of the concentration of tumor cells.

It is found that concentration of cancer cells is symmetric with respect to the radial
angle, and its values tend to be zero for large values of time, t.
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Appendix A

This Appendix A presents the mathematical notions necessary to solve the problems
studied in the article.

Appendix A.1. Caputo Time-Fractional Derivative

Suppose thata € [n —1,n), n € N, n > 0.

Function
pH—a— 1

I'(n—a)

is called the Caputo kernel or power-law kernel.
The Laplace transform of the Caputo kernel is:

Hy—a(t) = >0 (A1)

Lia()} = [Inalt)edt =1y, £ 0 (A2)
0

Definition A1. The Caputo time-fractional derivative of function f € C"[0,T], T > 0, is defined
as [16]:

I _ Ta(£) % £ (1) = F(nl_“)/ (t—o)" " (o) do (A3)
0
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“u

where the notation “x” denotes the convolution product. Using Equations (2) and (3) and the
properties of the Laplace transform, we obtain the Laplace transform of the Caputo derivative
given by:

L{ZHOY = Lty F ()} = S,llaL{f< >( n}=

. _ A4
(L) - T o1 )) =L - Ty Y

Remark Al. It is easy to notice that:

timin () = L~ lim L (i, o(1)}} = L—l{nm L } L1y =6 (AD)

a—n a—ngh—

whered(t) is the Dirac’s distribution. Definition (3) can be extended for « € [n —1,n] as:

t
o () (¢ )y a—1¢(n) 1<
aajzit) _ ) ha() 5 f = of fW(e)do, n—1<a<n. (A6)
o(t) *f(")(t) = f(")(t), a=n
Appendix A.2. Bessel Functions
The standard Bessel Equation is [17]:
d? d
2047Y ay 22\,

z d22+zdz+(z vi)y =0 (A7)

Two linearly independent solutions of Equation (7) are the Bessel functions of the
first kind of order v, denoted by J,(z), J-v(z). Another solution of Equation (7) is the
Bessel function of the second kind of order v, denoted by Y, (z). The general solution of
Equation (6) is given by y(z) = A1Jy(z) + A2J—v(z) or y(z) = B1Ju(z) + BaYy (2).

Here are some properties of the Bessel function J,(z):

—1 kz2k

Ju(z) = 2" z szk.r)w,fo() 1L Jn(0)=0,n=12,...,
]v—l(z)"']v—l-l( ) Zz]v( ) ]v—l( ) ]v+1( ):2]/1/(2)/2]/1/(2) +V]1/(Z) :Z]v—l(z)'

Denote by j,,m, the zeros of function [, (z). The zeros of successive orders of the Bessel
functions of the first kind interlace in the sense that:

(A8)

].nfl,m < jn,m < ].nfl,mqtl, n,m=12,... (A9)

Appendix A.3. Finite Hankel Transform

Let f(r) be a continuous function defined on [0, 1]. The finite Hankel transform of f(r)
is defined by [18]:

1
fulram) = [ 1F0) ] (rr ) (A10)
0

where 7, m = 1,2, ..., are the positive zeros of the transcendental equation J,(r) = 0.
The inverse Hankel transform is represented by the following Fourier-Bessel series:

]n (rrn m)

All
721 o) (AT

_ZZfH Tnm
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Appendix A.4. Laplace Transform

Let f () be a piecewise function on (0, c0) and of the exponential order a > 0 to infinity.
The Laplace transform of f(t) is defined as [18]:

[e9)

LD} = (o) = [ fnyear (A12

0

where s, Re(s) > a is the transform parameter. The inversion formula is:

c+ioco
Lo} =10 = 55 [ T (A13)

We present some properties of the Laplace transform used in this work:

L{e"f(t)} = f(s +a),
L{H(t—a)f(t—a)} = e ®L{f(1)}, (A14)

L{f0()} = L{F(n} - T 100
k=0

Appendix A.5. Mittag—Leffler Functions
The special functions [14]
o zk
Eu(z) = L rirean
© k=0 (A15)
Enp(z) = kgo m,zx, B,z € C,Re(a) >0, Re(B) >0,

are called Mittag-Leffler functions. The following integral representation is important
for applications:

T [s¢—P
sty +p=1p(m) (4 yaygy M m=0,1,... A16
0/ «,p ( ) (S”‘ ¥ C)m+1 ( )
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