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ABSTRACT: This paper aims to propose a finite difference method for an differential-
algebraic systems that couples an elliptic equation with a convection-diffusion-
reaction equation with mixed derivatives. The parabolic equation depends on the
gradient of the solution of the elliptic equation. If the numerical approximation
for this gradient presents lower accuracy then the numerical approximations for the
solution of the parabolic equation can be deteriorated. In order to get a second
order approximation for the solution of the parabolic equation, the challenges that
we have to face are the construction of the right discretizations of the elliptic and
parabolic equations that lead to a second order approximation for the gradient as
well as the development of the numerical analysis of the proposed method. Numeri-
cal simulations in the context of cell dynamics in a colonic crypt of the human colon
will be presented.
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1. Introduction

This paper intents to propose a numerical method for the initial boundary
value problem (IBVP)

p

\

—V - (AVp) = ac,

g_j +V - ((Vp)e) = V- (DAVe) + Be, in Q x (0,7],

p:O,CZOOH 89 X (O7T]7
C(O) = il’lQ,

(1)

where Q = (0,1)%, 99 represents its boundary, T' denotes a final time, A

represents

a matrix of order 2 with entries A;j,7,7 = 1,2, o and [ are

bounded functions in Q, v : R? — R? with v = (v1,vs), is such that v :
R? — R, ¢ = 1,2, are bounded and Lipschitz functions, that is, there exists a
positive constant L, such that |vy(z)—v(z)| < L,||z—Z||2, z, z € R?. Tt should
be pointed out that, for z € R?, v(z) should be identified with — Az when
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1Z]|oe << 400, and  lim  [|[v(Z)]|ec = Vs < +o00. This last assumption
120 =400

means that the convective velocity v(Vp) is bounded when ||Vp||o — +00.
Later, we take v(z) = —Az,z € R? in the examples in Section [5| and v(z) =
—¢Az in Section [f, where £ > 0 is constant. We refer to ¢ and p in (1)) as
concentration and pressure, respectively.

To solve numerically the IBVP ([1)) we can use the MOL (method of lines)
approach: spatial discretization followed by a time integration. The spatial
discretization converts the IBVP in a differential-algebraic system - an or-
dinary differential system coupled with a system of algebraic equations. This
system can be solved numerically using an efficient and accurate numerical
method for this kind of problems (see for instance [2], [9]). We observe that
the second equation of depends on the gradient of p defined in the first
equation. If such gradient is not computed with an adequate accuracy then
the accuracy of the approximation for ¢ can be lost. Our aim is to propose
a finite difference method defined on nonuniform rectangular grids of €2 that
presents truncation error of first order with respect to the norm |.|| but
leads to a second order approximation for Vp and for c.

We observe that presents mixed derivatives. This fact leads to addi-
tional difficulties that were analyzed in [4] and [5]) for elliptic equations and
the research in the numerical treatment of these type of derivatives have not
been fruitful. Without being exhaustive we mention [3] where parabolic equa-
tions in high dimension space have been considered and high-order compact
schemes where proposed defined in uniform partitions for each space com-
ponent. In financial market Heston models have been proposed to describe
the time evolution of European option prices that depend on the underlying
asset price and its variance. These models are defined by a PDE presents the
mixed derivative of the option price with respect the underlying asset price
and its variance. A common approach to compute numerical approxima-
tions for the option prices in this case is to use a transformation of variables
that eliminates the mixed derivative term in the new PDE that is defined
in a new domain with a curved boundary. The treatment of the new prob-
lem using finite difference methods presents new difficulties associated with
the spatial grid (see [8] and their references). In [7] the Heston-Hull-White
PDE was discretized using centered finite difference operators in the original
space domain for the underlying asset price, its variance and for the risk as-
set domains, considering nonuniform grids that are smooth transformations
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of uniform partitions. No theoretical analysis was present in this work to
support the obtained numerical results.

In this paper our aim is to propose a semi-discrete finite difference method
(FDM) to compute approximations for the pressure p and concentration ¢
defined by the IBVP ([I)). The FDM is considered in nonuniform rectangular
grids and it leads to a second order approximation for p and ¢ with respect to
a discrete version of the usual H'-norm. Particular attention will be given to
in the context of the cell dynamics in a colonic crypt of the human colon.
The human colon is prone to develop a cancer due to its cell renovation
that consists in a large number of cell divisions per day located in small
cavities of the colon epithelium, called crypts. The colon epithelium is filled
by millions of crypts, and it is known that mutations in the cell proliferation
process (inside the crypts) can lead to the carcinogenesis. The model that
governs the interactions between three populations of cells is a coupled PDE
system formed by an elliptic and parabolic equations whose unknowns are
the proliferative cell density ¢ and the exerted cell pressure p.

The paper is organized as follows. In Section 2 we introduce notations and
basic results. In Section 3 we present a first attempt to conclude the stability
of the semi-discrete problem where we conclude that we need to impose
the uniform boundness of the numerical gradient of p to get stability. This
results is proved starting by establishing the uniform boundness of the semi-
discrete approximations. The convergence analysis of the proposed semi-
discrete approximation is established in Section 4. Section 5 is devoted to
the numerical illustration of the convergence results established here and the
numerical behavior of p and ¢ in the context of the proliferative cell density
and the exerted cell pressure in a human colonic crypt is the focus of Section
6. Finally, in Section 7 we present some conclusions.

2. Definition and preliminary results

Let Q = (0,1)% and A be a sequence of vectors H = (h, k), h = (hy,...,hy), k=
N M
(k1, ..., ky) with positive entries satisfying Z h; = Z ki =1. Let Hyp =
i=1 j=1
max{Amaz, Kmaz } With A = max h; and Kpe, = max k;.  Analo-
i=1,...N j=1,..M
gously, we define H,,;;, = min{hyin, Kmin} With Ry, = ’_r{lin h; and k,ip, =

. I{liHM k;. We assume that H,,,, — 0. For H € A we introduce in Q=101
j=1,...,
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the spatial grid Qy defined by
QH: {(xi,yj),i:O,---,N,j:O,...,M,Cl?o:y():o,x]\/’:y]\/[: 17
xi:wi_l—l—hi,i: 1,...,N,yj :yj_l—l—kj,j: 1,,M}
We introduce also the following sets

0Ny = QH NoSY, Qg = QH/ﬁQH

Let Wy be the vector space of grid function uy : Qy — R. By Wro we
represent the subspace of Wy of the grid functions that are null on 0Qg
where we consider the following inner product

1M1
(ve, wa) Z hivikjvn (i, y))wn (i, y;), v, wa € W,
i,j=1

hi + :
where /1,1 = T being k; 1 defined analogously. By |||l we represent
the norm induced by the last inner product.

We use the following notations: for vy = (vg1,vme), Wi = (W1, whsa) €

(Wal?,

(Va, Wi)a— = (va1, Wai)n— + (Ui, Wi 2)k—,
with
N,M—1
(Vm1, WH )0 Z hikjioma (i, y))waa (@i, y;)
i,j=1

being (v 2, wi2)r— defined analogously.
We also introduce in [Wy]? the semi-norm

27>1/2

2
allz- = vava)y = (lv

)

where |lvg 1|7 = (vg1,vg1)n- and HUH,2H1@— is defined analogously.

By Vu_ = (D_,, D_,) we denote the discrete gradient where D_,, D_, are
the backward finite difference operators in x,y-directions respectively. We
introduce now in Wy the following discrete version of the usual H L_norm

9 9 1/2
loilla = (lvulf + 1Va-val ) vi € Wao.
Let Dy be defined by

fUH(SL’iH; yj) - UH(S% ?Jj)
hi—l—% ’

Divg(zi,y;) =
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being Dy defined analogously. By V7, we represent the following operator
Viva(xi,y;) = Divei(zi, y;) + Dyvaa(wi, y5), (i, y5) € Qm,

for vy = (UH,1;UH72) € [WH]2
By D, ., we denote the first order centered operator with respect to = di-
rection
vE(Tiv1, yj) — va(Tio1, y))
hi + hit1
being D, , the correspondent first order centered operator with respect to y
direction. Let V.= (D, D.,) be defined by

Dc,xUH (CUZ', y]) -

Y

Vevu(xi,y;) = Deavii(zi,yj) + Deyvia(xi, yj),
and
Ver(ri,y;) = (Desvr (i, y;), Deyor (i, v;)),

for (x;,y;) € Qy and vy € (Wr]?, vy € Wi.
We consider also the operator Dy = (Dy, Dy.) where

hiv1D—yvn (i, y5) + hiD_op (21, Y;)
hiy1 + h;
for vy € Wpy, being Dy, defined analogously. We will use Dyvg(xn,y;) =
D_yvr(xn,Yy;), Dhor(wo, y;) = D—vr (21, ;) , Drvr (@i, yn) = D—yon (@i, yu),
and Dyvp (2, y0) = D—yvu(xi, ).
Finally by M, we denote the average operator

1

Moyvg(xi,y;) = = (va (v, y5) +vm(vi-1,y5)), (24, y5) € Qm,
2

being M, defined analogously. This allows to define the operator My :
[(Wx)? — [Wg)? as follows

My (va) (i, y;) = (M (vaa) (@i, y;), My(ve2) (@i, y;)), va € (Wi,

In order to simplify the presentation, we also consider

Dyvg(z,y;) = , (zi,95) € Qm,

a(Mz) (i, y;) = a(Ma(2i,y;)),  a(My)(zi,y;) = a(My(zi,y;)),
with a : Q — R.

Proposition 2.1. For all vy, wyg € Wpy, a: Q — R, we have

[Mpvrln- < vl (2)
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— (D3(a(My))D_yvn), wr)g = (a(My)D_yom, D_ywp)n-, (3)
- (DC,(EUH7 wH)H — (UHa Dc,wa)Ha (4)
- (Dc,vaawH)H - (Mx(UH); Dfwa)h77 (5)
- (Dc,x(aDc,yUH)a wH)H = (Ma:(aDc,va)7 D—wa)h—a (6)
— (Deavm, Deyvr)m < |Va-valli_, (7)
I Dyvrlle < V2C 4| D-yvp |-, (8)
2 1 2
lrll < SIVa-vrlE-. (9)
2 _ 1 2
lorllse < SIVE-vallz-, (10)

h
where |[vg|lo = max |vg(z,y)| and = < Cyp.
(.’L', QH )

y) min

Proof: The proof of ([2)-(5) and (7)-(8), can be easily made by direct verifi-
cation. The relation (6] follows from ([5) replacing vy by aD, vy, To prove

(@ and we observe that
N

v (@i, 95)° < he(Dgvn(we,y)), (@1, 95) € Q.
(=1

Inequality @ is usually referred as discrete Poincaré-Friedrichs inequality.
In what follows we use the following matrix norm

||AHC,;”(R2) = Zr?fﬁxz HAz'jHClT(R?)a
where C]"(R?) denotes the space of functions defined in R* with bounded

,,,,,

The semi-discrete approximation pg(t),cu(t) € Wy for the solution of
the differential-algebraic IBVP that we study in this work is defined by
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the following differential-algebraic initial value problem (IVP)

(—Lapu(t) = acy(t),

Ay (t) + Ve (eg(t)v(Dgpu(t)) = La(cu(t)) + Bey(t), in Qg t € (0,7T],
pu(t) =cp(t) =0, on 00y, t € (0,T],

Lca(0) = Rpco, in Qp.

o\

(11)
In , Ry : C(Q) — Wy denotes the restriction operator Ruw(z;,y;) =
w(wi, y;), (zi,y;) € U, w € C(Q), L4 is the following finite difference oper-
ator

. A (M, 0
Lavp(zi,y;) = VH‘( { HE) ) Az (M,) ] vHUH) (i, ;)
0 A
+vc< [ A21 012 ] vcfljf—l) (x’wy])? (xhyj) € QH7UH S WH,07

(12)
being the operator Lz defined as £ 4 with A replaced by B = DA.
Let ay(.,.) : [Wuo/*> — R be the bilinear form associated with the finite
difference operator —L 4 defined by

aH(tu wH) - (Mm(All)Df:EuHa Dfxwh)hf + (Mx(AUDc,yuH)a Dfxwh>hf
+(My(AnDegun), D-ywp)p— + (My(A2)D-yum, D_ywp )i,

for ug, wy € Why. In fact, it can be proved that
(—Lavug, wy)g = ag(ug, wy), wg,wg € W, (13)

by using and (6).
In what follows we assume that ag(.,.) is elliptic, that is, there exists a
positive constant C, ,, H independent, such that

ap(up,ug) > Coallunlli g, un € Wy (14)

We assume also that the bilinear form by (.,.) : [Wxo]? — R associated with
the finite difference operators —Lp, defined as ay(.,.) with A replaced by B,
is elliptic, that is, there exists a positive constant C,;, H independent, such
that

br(um, um) > Cepl

It is clear that assuming convenient conditions on the entries of A and B, it

can be shown that and hold.

uHHiHa Ug € WH,O- (15)
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For instance for the term (M, (A12D.yur), D_ywp),— we have
N M-1

h;
|(My (A2 Deyurr), D_pup)n—| = Z Z gkj+1/2(|-/412(37i7 Yi)l| Deyur (i, yj)

i=1 j=1

+|Avo(ziz1, yj) || Deyur (iz1, y;) \) \D_yupm(zi,y,)|
N M-1

< %HAHHOO(Z Z hikjii/2 (DC»yuH(@”iayﬁ)Q

=1 j=1
’ S\ 12
‘l_Dc,yuH(mifh y]) )) ||D*$U’HHh*

1/2
hi+1/22kj+1/2DC>yuH(37i:yj)2> | D—gup|n-

1 M N\ 12
< —QH-AHHoo( Zth+1/2ij—yUH($i,yj) ) |D—usln-

< [[Awllco |1 D—yus |- D—ztusr |-
Analogously, we also have
(M (A2 Degun), D_gwn)n—| < || Aztlloo | D—ytu k- Dot ||

Then we obtain

’(Mx(AHDc,yuH)a D—xwh)h—H_ ‘(My(A21Dc7muH)a D—ywh)k—‘
< ([[Mzlloo + |21 [loo) [ D—ywes |5~ | D—ater || -

It is clear that, if for instance,
Au‘ > .AQ >0 = 1,2,

and

1
Ay > §(||«412Hoo + || A2t [|oo)
then holds.

3. Stability of the semi-discrete differential-algebraic IVP

We study in what follows the stability of the differential- algebraic IVP ([L1)).
Here and in the following section we suppose that v is bounded and Lipschitz,
and «, 8 are bounded functions in Q. Let cy,éy € CY([0,T], Wg,) solutions
of this IVP with initial conditions ¢y (0),¢n(0) € Wgo and let pp(t), pu(t)
the corresponding pressures. We establish in what follows upper bounds for
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lca(t) — ¢u(t)|l1m and ||[pa(t) — pr(t)|l1,z. We start by studying |[p(t) |1,
and [[cg (t)||1,m-

Proposition 3.1. Let cy € CY[0,T], W) and py(t) € Wy, t € (0,T), be
defined by the differential algebraic IVP with initial condition cy(0). If
an(.,.) and by(.,.) are elliptic in [Wyo|* with ellipticity constants C,, and
Cep, then

ol (et 2181 2 06
lpa (11T 57 < c2, Mlen (0)1%. (16)
and
(L2l +2) 5] ) () (el 42/ 5]
Jeu@) s + oo [ e Jen(s) R s < e e Ol
(17)
fort €10,T].
Proof: From and we easily get
ag(pu(t),pu(t)) = (acu(t),pr(l))n (18)
and using we obtain
1d
S llen(t W# +bulen(t),cu(t)) = (Mu(cu(t)o(Dupu(t))), Vi-cu(t))u-
B oo llea ()17
(19)
Considering the ellipticity of ag(.,.) and we establish
H H
Ceallpr®)|i g < 5= llen®|1F + (lpa (®) 117, (20)
and, by using the ellipticity of bH(., .) and the equations (2), (19)), we get
1d H IIZo
S llen(t N7+ Cepllen®Nfn < lea N +n* 1V i-cu(®)|7-
+H5Hoo|\CH( |72
(21)

where €, # 0 are arbitrary constants. Choosing, in and , e2 = %Ce,a
and n? = %Ce,b, respectively, we get

ol
e len(t)l; (22

lpa (£)13
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and

d

2 (len(t) e

t RIS s
RE S / AT ey (5)]12 ds) <0,
0
(

23)
for t € (0, 7.
Finally, inequalities and lead to and ([L7). m

Corollary 3.2. Under the assumptions Proposition holds the following

(e 2] 6.1
[ enlE < g S e e 0.7 2

Proof: 1t is enough to combine ((17) with ((L0).

In the next result we establish upper bounds for w,(t) and w.(?).

Proposition 3.3. Let ¢y, ¢y € CH[0,T], W) and pu(t), pu(t) € Wgyo, t €
(0,T1], be defined by the differential algebraic IV P with initial condition
cu(0), ¢ (0), respectively. Let A be a sequence of stepsizes such that there
exists Cy > 0 satisfying

< Cy, (25)

for H € A with H,,,, small enough.

If ay(.,.) and by(.,.) are elliptic in [Wyol* with ellipticity constants Ce,
and Cep, then for w.(t) = cu(t) —cu(t), wy(t) = pu(t) —pu(t) and for H € A
with H,,q: small enough, we have

lallz Js (< - (A ol e (92012 ) +203lc ) s

leop (DI 17 < 2, (26)

e ()17

and

t et 4 (4L3CE 2 2 2 2018l ) d
ch(t)H]Qr{“‘Ceb/ (s (B el om0l ) <2151 ) e

0,
o i (s CBZtallents) o1z ) +21)<) d

S
e e lwe(0)117

fort €10,T).

lwe(s)I¥ rrds

(27)
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Proof: From and it can be shown that w.(t) and w,(t) satisfy the

following
2

o
lop@)11 1 < C—gch(f)H?{ (28)
and, similarly to (19)), we have

1d
5 g lle Ol + Cealloc ()1

< (Mg (crr(to(Dapr(t)) — e (Wv(Dpr (1)), Va—we®)g— 29
+HBlloollwe ()11
As for £ = 1,2, holds the following

cu()ve(Dupu(t)) — cu(t)ve(Dupu(t)) = cu(t)(ve(Dupu(t)) — vi(Dupu(t)))
+v(Dupu(t))we(t),

considering the assumption , the relations ,, the Lipschitz property
of vy and the upper bound (28], we get

(M (ca(t)o(Dupu(t) — éua(t)o(Dupu(t)), Vi-we(t)) -

2
< FL%;CgQHCH(t)Hc2>oHvH—wp(t)H%I—

1
+ WHUII&H%U)H% + 27| Va-we(t) |- (30)

<(Zreloly e, iz b Lol o)l
= 772 vg Cg,a o0 2/)72 0

+ 202 | Vir—we(t) |3, (31)

where 17 # 0 is an arbitrary constant. Inserting in the last upper bound
and fixing n? = %lC’e,b, we obtain

d
— w7 + Cepllwe®)lin

dt
4 AL*C? (32)
= (Ce,b (—Cegﬂg el llea ()15 + llvllZ) + QHﬂHoo) e ()12
Inequality leads to and from (28) we conclude ([26). -

Finally Proposition [3.3land Corollary [3.2]enable us to conclude the stability
of the differential-algebraic IVP ([L1]).
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4. Convergence analysis

Let e.(t) = Ruc(t) — cu(t) and e,(t) = Rup(t) — pu(t) € Wgyp be the
spatial discretization errors induced by the spatial discretization that defines
the differential algebraic IVP (1I)). In these errors, cy(t) and py(t) are
solutions of the IVP (11)). Let Ty, (), Tz, (t) be the spatial truncation errors
induced by the spatial discretizations defined by L4, £z and let Ty (t) be
the truncation error that arises from the discretization of V.(c(t)v(Vp(t))).
We introduce T)(t) = T, (t) and T, ,(t) = T_r,(t) + Ty, (t). For the errors
ec(t),ep(t), T,(t) and T, ,(t) we have

(—Laey(t) = ael(t) + Ty(t),

eu(t) + Ve (Ruc(t)v(DrRup(t)) — ca(t)v(Dupa(t))) = La(ec(t))
\ +Be.(t) + Tep(t), in Qp,te (0,77,
ep(t) =ec(t) =0, on INy,t e (0,7],

e.(0) =0 in Qp.

\

(33)
If p(t) € C*(Q)) then the truncation error Ty, (t) that admits the represen-
tation

Tra(t) = La(Rup(t)) — RuV.(AVp(1))
can be split into
1 2
Te,(t) = Te)(6) + (1),
with
ng(% Yj, t) = (hix1 — hi)r(xi, y;,t) + (kjs1 — kj)s(xi, yj, t),
where 7, s depend on the derivatives of the entries of A of order less (or equal)
to 2 and on the spatial derivatives of p(t) of order less (or equal) to 3, and

2
T8 (1,5, 8)] < CHZ || Al 1P| 010, (34)

being C' a positive constant p(t), A, t and H independent.
For the truncation error Ty, () defined by

TEB (t) = [,B(RHC(t)) — RHV(BVC(t)),

we have a representation analogous to the one established for T, (t) with A
replaced by B and p(t) replaced by c¢(t).
The truncation error Ty, given by

Ty, = Ve(Ruc(t)o(DaRup(t))) — RaV.(c(t)o(Vp(t))),
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admits the representation

3
14
To,(t) =Y T (),
/=1

where

Télc)(xi’ Y t) = (hiJFl o hi)T(.ﬁIfi, Yj, t) + (ijrl T k'])S(LCZ, Yy, t)?

2

representing r and s functions that depend on %(c(t}vl(Vp(t))) and
T

2 ettnaVp),
T (t) = Deaorn(t) + Deyorn(t),
with
001 (t) = Ryc(t) (vel(DuRup(t)) — Ruv(Vp(t))), L = 1,2,
and

T (@i, 5. )| < CHZ e o (V)] oaye:

where C' is a positive constant H, t, ¢, p and v independent.

It is clear that T,(t) and T, ,(t) are of first order with respect to the norm
|.[|[sc- Consequently, it is expectable that e,(t) and e.(t) are at least of first
order. In what follows we establish that both errors are indeed of second
order with respect to the norm ||.||; 7 and considering the inequality
we establish second convergence order with respect to the norm |.||~. To
conclude such results, we prove in what follows several propositions that will
be used in the main result of this section Theorem (4.4l

Proposition 4.1. The truncation error T ,(t) satisfies the following

1 1
(T/JA(t)a UH)H < CHAH?JS(R?)Hp(t)l%zl(ﬁ)(@ + F)H;Lnax (35)

77
+&2||Vi—vn |3- + 30%|lva| 3,

for vy € Wgyo. In , e,n # 0 are arbitrary constant and C' represents a
constant H and t independent.
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Proof: Using the definition of Tgf we have

N—1,M—1
1
(T (1), o)y = D husthpe (b — hi)r(wi,yg, vn (2, 95)
ij—l
—-1,M-1

+ Z hipik1 (kjr1 — kj)s(xi, yj, )om(xi, y;).
1,7=1

As vg(zo,y;) = va(zn,y;) = 0, for the first term of the second member of
the last equality we deduce, successively,

N 1,M-1
Z k Z+1_h2) (szayjnt)UH(xwyj)
1,j=1
NM 1
= - Z kj+1h (i-1,yj, om (o1, y;) — r(@, y5, Ovn (2, y;))
i,5=1
| VM
= -3 Z kjpihir(zia, yj, ) Do (i, y))
i,j=1
| VM .
5 Z k]+1h2 a ('I Y, )deH(xlayj)
1,j=1
1 N,M-1
< §Hr(t)”CO( mazx Z k]+1h|D—$vH(x27y])|
1,5=1
1 N,M-1
+§Hr(t)HC’1( mazx Z kj—i-lh‘vH(xl’yJ”
1,j=1
1 1
< Hpuellr (t)H2C1(Q (@4'?) + | D_gvplli_ + n’llvallh),

where €, # 0 are arbitrary constants.
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As for the second term of (Tﬁ(?(t), vy ) g admits the upper bound

—1,M-1
Z hz—f—lk ]Jrl k) (xlayﬁt)vH(xiayj)
1,7=1 1 1
4 2 2 2 2 2
< Hiaall5O) ey (g + ) + NPyl + ol
we obtain
1
(Tex @ vl < B (Ir )y + sOlea@) (@ +57) ()

+e7|[Va- UHHH +277 lor 13-
From (34), taking into account that

2
T v < g ITENOI + o oal -
< CHA A g 198 oy + n2 o3,
we conclude ([35]).

Proposition 4.2. For the truncation error Tr,(t) we have

1 1
(Tes(t), v0)m < C\|B|\205(R)Hc(t)||é4(ﬁ)(@ + 2—772)1{;‘%% (38)

+2|Va-vrll + 30 |lvall3,

for vg € Wgp. In (@, e,n # 0 are arbitrary constant and C' represents a
constant H and t independent.

We observe that, if vy € Wy, then for (Télc)(t) vy) g and (1, V?’), vg) g hold
estimates analogous to (36]) and (37)), respectively. To conclude an estimate

for (T (t),vyg)y we need to establish an upper bound for (Tgc)(t), Vi) g As
vy and oy are null on 092, it can be shown that

N,M~-1
1

(Deporu(t),ve)m Z kjyion, a(xi, yj,t) <hz‘+1vaH($i+1> Y;)

1,5=1

+hiD_yvg (s, y])>
Using the fact that Dy is a second order operator also in not uniform meshes

o1 (@i, 55, 1) < Lolle@®)l o llp(0) s @) Hmar:
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we get
(Deaorm(t), va)m < pL?}H c(t)E0 @ 1O @y Hmaw + €1 D-avmll5—,
where € # 0 is an arbitrary constant.

Following for (D, 09 1(t), ver) g the procedure used to get the upper bound
for (D.,o1.1(t),vi)m , we conclude that

1

2

(T (0), o) < 55 Le®) ey POy oo + €2V v
We proved the next proposition.

Proposition 4.3. If c(t) € C3(Q),p € C*(Q),v € [C}(R)]?, then, for vy €
Who, we have

9 1
(Tv.(t),vm)u < Clollicamyelle®) s g lp( )H?yx@(@ + Q—W)Hﬁm
+28%(|Vi—va|[F_ + 3n*lva 3,
(39)
where e,m # 0, C denotes a positive constant H and t independent.
We are now ready to prove the main result of this section:

Theorem 4.4. Let us suppose that the solution of the differential-algebraic
IBVP (1) ¢ and p is such that ¢ € C1([0,T],C°(Q)) N L>([0,T],C*Q)), p €
L>([0,T],C*RQ)), and the solution of the cg,py of the differential algebraic
Ivp is such that cg € CY([0,T],Wyy)) and py(t) € Wy, t € (0,T]
and let e.(t) = Rpc(t) — cu(t), ey(t) = Rup(t) — pu(t) be the correspondent
spatial discretization errors. If the sequnce of spatial grids Qp, H € A, satis-
fies (28), for Hyap small enough, and ag(.,.),bu(.,.) are elliptic in [Wp)?
with ellipticity constants C., and Cep H independent, then, for H,,., small
enough, there exists a positive constant C' that is H,t, ¢ and p independent,
such that

ledOlf+Co [ St " e s

< OH;fm/ / (H ()% + le() s @ IP(s) ey

Hlels)|2 g ) ds
(40)
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202
) e 1905 By + 1e(5) 2o )ds+up<>uz4(m),

fort € [0,T]. In (41), gu(c(t)) is defined by

les(®I < C,, (o / / (eI (a1)

an(c(t) = & (2”3'2'0%202” O+ Iol2) + 28l (42)

Proof: From (33)), we easily get

Cealles®l i < 47172H04H2 lec()II7 + 1 llep ()7 + (Tp(t), (), (43)

where 1 # 0 is an arbitrary constant, and

1d
S llee(t W +Cepllec®F i < N1Bllsollec®l7 + (Tep(t), ec(t))
+(Mpu(Ruc(t)o(D(Rup(t))) — cu(t)v(Du(pu(t)))), VH—(ec(f))H—-
44
Taking into account Proposition , from , we obtain
(Coa= e + (Coa = NVi-en < LoLepesy

+CH?naxHAH%§ R2 ”p( )HC"*(Q)

where C' depends on 12, 2. Fixing conveniently 1 and ¢ in (45)), we deduce

leell3,

- 202

lep ()17

= Jlec(D)I} + CH ol Al POy (46)

As done in , we have
(MH (RgC(t)U(DHRHp(t)) - CH(t)U(DHpH(t))), VH_ec(t))H_
< S LG Ruc) |12V e, (1) |17 [v[3llec )1

2 2 " 2_772
27 Vi eclt)
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where 7 # 0 is an arbitrary constant. Taking now into account (46)), we
obtain

(MH(RHC( Jo(DuRup(t)) — ca(t)o(Dupu(t))), Va—e(t)) -

levli3 1
(77 L,Cy C. le()I15 +2—772||v\|§o)\|€c(t)l\§f+2772||VH—ec(t)H§1_

FOH 0 B0 A2y g It >|rg4@r|c<t>n§o.
Inserting the last upper bound in (44]), considering Propositions and

and choosing conveniently n? and 52, it can be shown that holds the following
differential inequality

d
Zlec®) I + Coallec®IE i < ga(e@)llect)ly + Tu®),  (47)
with gy (c(t)) defined by and Ty (t) given by
Ti(t) = CHp (@)% + 162 @) IPOEs + e 20m).

and C'is a positive constant H,t, ¢ and p independent.
The differential inequality leads to (40). Finally, combining with
(46]) we conclude (41)).

5. Numerical simulation - convergence results

This section aims to illustrate the main convergence result of this paper:
Theorem [£.4] more precisely the error estimates for the concentration
error e.(t) = Ryc(t) — cy(t) and for the pressure error e,(t) = Rup(t) —
pr(t), where pp,(t) and ¢y (t) are defined by the differential algebraic problem
).

In the time interval [0, T we fix the time grid {t,,n =0, ..., M} with fixed
time step A; = T'/M and the time integration of the initial value differential-
algebraic problem ({L1)) using the implicit-explicit method

(—Lp% = Rpacy,,

CZJrl B CH n+1 n+1

A + V.- (cgo(Dupy™)) = Lp(chy™) + Rubcy,
¢

< in Qg,n=0,..., M —1,
P =cyp =0, ondyg,n=1,...,M,

(48)

| ¢y = Rpcp, in Qp.
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In what follows we consider the following notations

el = max [iepl (49)
where e = Ryp(t,) — pfy, and
leclm = max | lleg g+ AdlVa-ey . (50)
..... =
with e/ = Rpc(t;) — ¢};. We also consider
el
Rate; = %, (51)
log ~max

max

for i = p, c.

Example 5.1. We start by considering a reqular C* solution

p(@,y,t) = c(z,y,t) = e sin(rz) sin(my),
defined in [0,1]? x [0,T], with T = 0.1, A; = 1073,

4 + sin(my)?
— sin(7x) sin(my)

— sin(mz) sin(7y) D_ 1

4 +sin(rx)® |77 T 82’

The errors ||ley|| i ||ecl| s for the numerical approzimations defined by[48 as
well as the convergence rates are included in Table |1 and in Figures and

[3(0)

A(:U,y) -

TABLE 1. Numerical errors and convergence rates in Example [5.1]
| Huee | __Rate, | _ Ratec |

leplz lecllm

2.503216e-01

1.706188e-01

3.505003e-01

1.252408e-01

3.605839¢e-02

2.244438

7.620294e-02

2.203528

8.342393e-02

1.541813e-02

2.091040

3.357726e-02

2.017093

6.255882¢-02

8.574553e-03

2.038528

1.906057e-02

1.967243

5.023403e-02

5.469237e-03

2.049362

1.224774e-02

2.015729

4.204243e-02

3.793964e-03

2.054495

8.511195e-03

2.044562
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FicurE 1. Convergence rates in Example

Convergence rate for Ern:)rp Convergence rate for Errnrc
15 - o]
2.1260x+1.1399 2.0986x+1.536

2 -1.5

-2

-2.5

-3

-3.5

-3.2 -3 28 -26 24 22 -2 18 16 -14 12 -3.2 3 28 -26 -24 22 -2 -1.8 186 14 12

(@) lleplla (b) [lecla

Example 5.2. In what follows we reduce the smoothness of the solution of
the differential problem under consideration. We take

( 1 9 1 9
8—t - _ = _ — )4
ez = )z = 5l 110)(?; 10)9)) :
p(l’,y,t) = < — < zx,y< —, (52)
10 — — 10
| 0, otherwise,
and (53)
c(z,y,t) = e 'sin(nz)sin(my). (54)

with Q = (0,1)%, T =0.1, Ay = 1073 and

1 +sin(my)?  —sin(mx) sin(my) D_ 1
—sin(rx)sin(ry)  1+sin(rz)? |77 T 272

A(l’,y) —

Table @ and Figures and . FEven with reduced smoothness, the

numerical results also present second convergence rate.
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TABLE 2. Numerical errors and convergence rates in Example [5.2]

| Huw

lepll

\ Rate, H

lec|la

\ Ratec H

8.340501e-02

4.244955e-04

1.855296e-03

7.699766e-02

3.614419e-04

2.011679

1.590796e-03

1.924220

7.149196e-02

3.127291e-04

1.951262

1.381933e-03

1.897174

6.673173e-02

2.732260e-04

1.959786

1.209120e-03

1.938781

6.254805e-02

2.412143e-04

1.924663

1.069797e-03

1.890848

5.900608e-02

2.144615e-04

2.016581

9.522958e-04

1.995874

5.560734e-02

1.909160e-04

1.960324

8.492288e-04

1.930827

5.280920e-02

1.713778e-04

2.091092

7.651417e-04

2.019521

F1GURE 2. Convergence rates in Example

Convergence rate for Errr.rrp

77

-T.8

79

E:]

8.1

8.2

8.3

8.4

8.5

1.9744%+-2.8608

]

-8.6

o

Convergence rate for Errorc

-7

o

1.9708x+-2.3647

&

21

(+]
-f.
-295 -29 -285 -28 -275 -27 -265 -26 -255 -25 -245

8.7
-295 -29 285 -28 -275 -27 -285 26 -256 -25 -245

(a) lleplla (b) lleclm

6. Modeling the cell dynamics in a colonic crypt by a
elliptic-parabolic PDE system

A crypt I in the colon epithelium has a geometry similar to that shown in
figure (3) (see [10], 13| 12]).
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2= f0xy)

FicUre 3. Different views of the epithelium crypt geometry I’
defined by the graph of z = f(z,y) given in (55))-(56).

On averaging, a crypt has a height that is almost 14 times the diameter
of the top crypt orifice, in particular, its height from the bottom to the top
orifice is 433um and the diameter of the top orifice is 31.1um including the
epithelium tissue ([10]). After a proper scaling of their dimensions we get
for a standard crypt I' a height h = 7um and a radius R = 0.25um, and we
assume that a crypt can be seen as a two dimensional manifold I' represented
by the the graph of a continuum and differentiable function f: Q — R

[={(z.y.2) €eR: (x,y) € Dz = f(z,9)}, (55)
where 0 = [0,1]% and f is the following function

fa,y) = h(1— e ), (2y) e, (56)

with R(z,y) = (x — 1/2)*> + (y — 1/2)?, and o > 0. In the following we use
o = 0.03u,, that allows to have a crypt with height h = 7um and a top crypt
radius R = 0.25um, see Figure [3

Inside a normal epithelium crypt, stem cells live and are fixed at the crypt
bottom. Their differentiation give rise to semi-differentiated cells (also called
transit cells) that can migrate upwards in the direction of the top orifice.
During this migration, transit cells continue to differentiate and become fully
differentiated (or mature) at the crypt top [18, 17, 19]. Cell location of these
three families of cells are depicted in Figure [6]
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FIGURE 4. Stem, transit and fully-differentiated cells location in
a normal crypt.

In order to model the cell dynamics in a crypt, we denote by ¢(x,y, z,t) the
density of the stem and semi-differentiated cells located at (z,y,z) € I at
time t. The semi—differentiated cells are under the effect of a cell-cell adhesion
pressure p(x,y, z,t), at (x,y,z) € I' at time ¢, that is responsible for the cell
migration. Then considering the mathematical models in [11), 12, 13] for the
colon cell dynamics, the behavior of the colonic cell density ¢ and pressure p

can be described by the following IBVP

(—¢Arp = ac,

< g—j — Vr - (&cVrp) = Vr - (DVre) + Be, in T x (0,71,

p=c=0, ondl x (0,71,
c(0)

(57)

. Co, in F,

where the diffusion coefficient D is supposed constant, and £ is a positive
constant that depends on the permeability and viscosity of the epithelium
tissue [11]. The cell velocity v in (57)) is given in fact by Darcy’s law v(Vp) =
—&Vrp, as it will be analyzed later. Here the operators Vi and Ar are the
gradient and Laplace operators acting on the spatial variables x,y, z on the
crypt manifold I'. In (57), the function ¢y describes the initial distribution
of cell density in the crypt, « is the proliferation rate for the stem and
transit cells, and [ is defined by = a — v, where v denotes the rate of
transformation of the transit cells into fully differentiated cells. In a normal
epithelium crypt, v is considered null at the crypt bottom where no transit
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cells are present and increases along the crypt axis up to two thirds of its
height where thereafter only mature cells reside [22, 20].

Since in the normal epithelium cell behavior in the crypt is basically invari-
ant in time depending only on their relative position with respect the crypt
bottom ([18, 17, 19]), the functions «, §, v can be assumed constant in time
depending only on the cell quote z along the vertical crypt axis. Then we
consider a(x,y, z,t) = a(z), B(z,y, z,t) = B(2) and vy(x,y, z,t) = v(2), for
all (z,y,z) € I'. Thus, in normal epithelium, we can assume that we have
a stable cell density of type c¢(z,y,2,t) = csap(2) and also the pressure p
satisfies p(x,y, z,t) = psan(2) for all (x,y, z) € T.

In [11], 12} 13], a PDE model similar to has been studied considering
only the transit cell density. In order to define a more precise and complete
model, here ¢ represents the density of the stem and transit cells, where the
latter differs from the first for its location in the middle of the crypt axis.
Moreover, transit cells have larger proliferation, they move in the transition
phase whereas stem cells are fixed and proliferate very slowly.

We remark that the PDE model can be used to describe the colon cell
dynamics in a normal epithelium crypt, as well as in an abnormal crypt, by
changing the parameters, the initial condition ¢y and the rate functions «, £,
as it will be discussed later.

We start now to specify the parameters and rate functions in to de-
scribe the cell dynamics in a normal crypt. It has been observed that the
proliferation rate « is very low at the crypt bottom where stem cells are
located and rapidly increases along the crypt axis up to reach almost one
third of the crypt height [21], 22]. Then it decreases up to reach a quote %h
so that transit cells proliferate up to two-thirds of the crypt height [17, 20].
Based on this biological information, we use the following expression for the
proliferation rate in a normal epithelium crypt of height A

2\’ 2\’ h
' (1 - 1_> <1 - 2_) 3, S <2<
a(z) = sh sh 3

2 h
O, §h<z§hor0§2<§,

h,

GVRN V)

(58)

where 7 > 0 is a constant that will be estimated later. A plot for the rate «
defined by is presented in Figure [5

Note that « depends only on the relative position of z with respect the

crypt height h, and it is null in the crypt bottom below the quote z = %
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FIGURE 5. Proliferation rate a of stem and transit cells in a
normal epithelium crypt along its vertical axis (left figure) and
on the crypt manifold I' (right figure) for h = 7, ¢ = 0.03 and
7 = 0.60974.

a
/ \

This assumption reflects the fact that the stem cells that are filling the crypt
base are not proliferating in short time periods, as evidenced in [21], 22], and
permits to have a null velocity at the crypt bottom, as it is expected, since
stem cells located there are fixed.

To have a natural and phenomenological construction of the function ~,
we introduce a time independent solution ¢y, of that is able to capture
some biological information: in the normal epithelium only stem cells are
locates in the crypt bottom and no transit cells or stem cells are found in
the last third of the crypt height. As in [11} [13], in the region where ¢ = 1
no fully differentiated cells are found and, viceversa, where ¢ = 0 then only
fully differentiated cells are present. As normal cell density for the stem and
semi-differentiated cells we consider

(2 . h 2
T <§h — z) r(z)e~(==3), 3 <z< §h’
can2) =3 1. 0<z< g (59)
2
0, =-h<z<h,
. 3
: 54 2 45 / h / 2
with r(z) = Bk + i that guarantees that c,,(3) = ¢, (5h) = 0,

and that 0 < cgqp < 1.
In Figure [6] we plot cgqp in the crypt I' with height h = 7 and ¢ = 0.03
(left) and its contour plot (right).
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FIGURE 6. Left: Plot of cge in the crypt manifold I'. Right:
Contour plot of csqp(f(x,y)) for (z,y) € Q.

The function ~ is now computed considering that cg,y, is an invariant stable
solution of the PDE system (57)). In fact, from and taking into account
that § = a—~, we obtain the transformation rate ~ of transit cells into fully

differentiated cells for z € (%, )
1

Cstab

where pgap is such that —EArpsay = QcCgiep holds in T and pge = 0 on
OI'. Note that since o and cg,p, are invariant with respect =,y and depends
only on z, for (z,y,z) € I, then also the transformation rate ~ given in
depends only on z. In Figure @ we illustrate the behaviour of v for D = 10~%,
7 =0.60974 and & = 0.02473.

Since no cell transformation is active where there are no transit cells, as
Wehaveforzg%orzz%,thuswetakev(z)zoforzg%orzz%.

Consequently, 5 in the normal epithelium crypt is given by 5(z) = a(z) —
v(z) with

Z 2 Z 2_(_
B(z) = T<1_§_h) (1_§_h> ’

2
0,0<z<-or-h<z<h.
: _z_30r3 <z<

Y= (VF (gcstavapstab) + V(Dvcstab)) + «, (60)

2 h 2
)
fY(Z)7 5 <2< _h’7
3 3 (61)

w|>

In order to complete system to describe the cell dynamics in a normal
epithelium crypt, we need to specify the positive constants 7 and &. Note
that these parameters appear in the first equation of system in the
left and right hand sides respectively. Then its ratio will depend on the
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FIGURE 7. Transformation rate for semi-differentiated cells into
fully differentiated cells in the normal epithelium with cell density
cstab(2) and proliferation rate a(z).

pressure pgqp and cell density cgqp solution of in normal epithelium and
it will be deduced by using the known velocity of cells at the crypt top.
In fact, it is known, see [17], that transit cells moves upwards along the
vertical crypt height up to reach the crypt top with an increasing velocity
that reaches an estimated maximum of 0.85 cell-position per hour at the
crypt top. Since a cell-position along the crypt axis corresponds to the cell
height, that is 5.9um, as estimated in [I0] and in the references therein,
then the maximum cell velocity is 0.85 x 5.972% . Since the height of a
real crypt is 433um (estimated value), the height of a single cell in a crypt
with height h is obtained through a linear projection h.; = 5.9%. For
instance, for a crypt with height h = 7um, the maximum velocity is then
Umaz = 0.85he = 0.0811. Note that since the first equation in can be
write as V - v = ac, with v(Vp) = —&Vp, we can use the facts that « in
depends only on the crypt quote z and that it is null in the last third
of the crypt height (for z > %h) to assert that the maximum velocity v,q, is
reached at the crypt quote z = % (see Figure .

In what follows we consider the abnormal case characterized by the for-
mation of adenomas in the middle of the crypt axis due to an accumulation
of transit proliferating cells that are hyper proliferating and are not able to
complete their differentiation before the two thirds of the crypt height. This
pathologic behaviour occurs due to the APC cell mutations occurring in the
migrating transit cells. This early genetic hit can stop the differentiation
process and perturbs the upward migration of the cells that it is so retained
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1Iv(x,0.5)]l,
T

Ivx0.5)l,

— — I h | A L — —
1 B

FiGURE 8. Plot of the euclidean norm of the cell velocity
|v(z,0.5, 2)||2, with y = 0.5, 2z = f(x,0.5) and = € (0,1). The
dashed line corresponds to x = 0.6773 that is where the I' crypt
quote z = f(x,0.5) is equal to %h.

FIGURE 9. Abnormal transit cells forming an adenoma in the
middle of the crypt marked in dark. This adenoma is in the
transit region marked in light-blue.

in the middle of the colonic crypt. A such abnormal case was considered
previously for instance in [23] 24]. A representation of what can happen it is
represented in Figure [9)

In an abnormal epithelium crypt context, some of the biological facts ex-
amined before are not observed, in particular we are not able to assure a time
stable solution cg., along the time period of cell dynamics examined. This
fact is consequence of the perturbation of the proliferation rate and the dif-
ferentiation due to some cell mutations in the regular cell life cycle observed
in normal crypts.
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FIGURE 10. Left: Plot of ¢ defined in (62)) in the crypt I'. Right:
Contour plot of & (f(x,y)) for (z,y) € Q.

To apply in the description of the behaviour of abnormal cell prolif-
eration and differentiation characterized by a growing adenoma, we need to
change the parameters considered before in the normal case. For instance we
should consider a higher proliferation rate with a coefficient 7 that is 10 times
higher than the one estimated in the normal epithelium, more precisely, we
use 7 = 0.60974 - 10 = 6.0974. In what concerns the differentiation process,
it should stop in the transient region. This fact is achieved taking v(z) = 0,
for z € [2, 2], In what concerns the initial condition ¢y in the abnormal
scenario we use ¢(z,y, z,0) = co(z,y, 2) = co(x,y, f(z,y)) = éo(x,y) with

ryle—Dy—1) - (M)
(0.5)1 |

Figure [10] illustrates the behaviour of ¢.

The last choice for the initial condition allows to describe the cell dynamics
in a abnormal epithelium crypt considering at the initial time a larger number
of transit cells in the middle of the crypt that leads to an adenoma formation
and its growing.

To present some numerical experiments illustrating the cell dynamics in
the abnormal case described by we need to rewrite this system in an
equivalent form . This procedure allow us to use the implicit-explicit
method studied in this paper. We start by remarking that Arp, Vr -
(£c¢Vrp) and Vr - (DVre) are defined in T' x (0, 7], where T" is the manifold
defined by with f given by (56). Let ¢ : Q — T be defined by ¢(z,y) =
(x,y, f(x,y)), (z,y) € Q. We observe that {2, ¢} is a chart of the manifold

(z,y) € Q. (62)

co(x,y) =
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I'. Now to simplify the rewriting of the PDE model in I we consider (z,y) =
(u1,u2) € Q and let (.,.) be the Euclidean inner product and let G = [G, ]

be the following matrix G; ; = (=——

We observe that since det(G) =

Let p(z,y,t) = p(o(x,y),t), c(x,y,t)

8 ¢
D a)

1+@f

3 G

7=12,

)%, then G is nonsingular.
T
- C(¢(x7 y)at)? (.’,U, y) & Q FOHOWiIlg

[14), 15, 16], it can be shown that ¢ and p satisfy the PDE system in €2 x (0, 7]

—V - (EAVD) = /det(G)ac

\/det(G)% — V- (£AVpe)
c=p=0o0n00 x (0,7,
\C(O) = 60 in Q,

o N\

= V. (DAVE) + \/det(G)Be, in Q x (0,T],

(63)

where the hat notation was omitted for simplification. In the following

terms are used:

= \/det(G)G™! that is

_
det(G)

« defined in and 8 = .

of
1+<%>
Of Of

oz Oy

afof |

Oz Oy

Of\?
(&) |

: (64)

We consider then the problem of abnormal cell dynamics in a colonic crypt
described by the system with initial condition for the cell density given

in (62).
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The numerical solution of with T" = 1, is obtained by applying the
implicit-explicit method that is now written in the following form

(L ApYTt = Ry (VdetGa)chy,
n+l __ n
R detGChA—CH E Ve (v (D) = La(ci)
t
< +Ry(VdetGpB)cly, in Qg,n=0,...,M —1, (65)
Py =cy =0, on yg.,n=1,..., M,
\COH = RHéO in QH
with V(DHan+1) = —§ADHp”H+1. The numerical experiments were obtained

with Auee = 0.0021 and At = 0.1.

The IBVP or with the parameters and initial condition defined
before intent to model the cell dynamics in a abnormal epithelium crypt
characterized by an APC cell mutation that appears on the daughter transit
cells that are hyper proliferative and persistent in the transit region. The
behaviour of the simulation results presented in what follows agree with
the one described in the literature [23 17, 24] where it is reported that
abnormal proliferative cells presenting an APC mutation in the transit region
are responsible by an adenoma formation that starts to fill the rest of the
crypt moving upwards along the crypt axis.

Figure |11] illustrates the behaviour of the cell density ¢ defined by at
t = 1. We observe an increasing of the cell density in the region around the
circle centered in (0.5,0.5) and radius 0.2 which is the zone of the adenoma
formation by the abnormal transit cells. This fact is well illustrated in the
plot of ¢(z,0.5,1), x € [0, 1], included in the bottom of this figure.

Figures [12] [13] and [14] illustrate the behavior of cell density, the adhesion
pressure and the velocity norm in the curve of the manifold I' defined by
the intersection of I' with the vertical plane y = 0.5 that is parallel to the
roz plane. In Figure we observe that cells proliferate abnormally in a
restricted zone leading to a rapidly increasing of the transit cells density.
We observe the abnormal cell proliferation occur in the transit region for

2h

T < T3, being wyy 3 the abscissa of z = 5. Consequently, the growing of

this cell density leads to an increasing of the pressure in all domain as it can
be seen in Figure [13]

The increasing of the pressure leads to an increasing of cell velocity and,
in particular, we have an enlargement of the transit region. The cells reach
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FiGURE 11. Left: Plot of the cell density ¢ in the crypt I' at
time ¢ = 1 with adenoma region. Right: Contour plot of the
cell density c(z,y, f(x,y),1), (z,y) € Q, where the colored ring
region is the location of the abnormal transit cells.

<(x,0.5) at different times in [0,1]
——

C(x,0.5)

FIGURE 12. Plots of ¢(z,0.5,t) for x € [0,1] and ¢ = 0,0.3,0.5,0.7, 1.

P(x,0.5) at different times in [0,1]

FIGURE 13. Pressure p at y = 0.5 and = € [0,1] for t = 0,0.3,0.5,0.7, 1.
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1Iv(x,0.5)]1, at different times in [0,1]
T T T

FIGURE 14. Plots of ||v(x,0.5,t)||> for z € [0,1] and ¢t = 0,0.3,0.5,0.7, 1.

their maximum velocity at z* > % In fact, in Figure we observe that

the maximum velocity is obtained at z* = 0.7 > wg, 3 = 0.6773 where
the maximum of the cell velocity norm is attained in the normal epithelium
crypt, as it can be seen in Figure [§| In this scenario, cells continue to have
an increasing velocity over the normal transit region defined by the quote
z = % and, consequently, we have an expanded region for the proliferative
transit cells. Biologically, the formation of an adenoma leads to the filling of

the crypt walls following a bottom-up theory expansion [24], 25].

7. Conclusions

This paper deals with numerical tools for systems of partial differential
equations defined by an elliptic equation and a parabolic equation of convection-
diffusion-reaction type presenting mixed derivatives and a convective velocity
depending on the gradient of the solution of the elliptic equation (I]). Follow-
ing the method of lines approach, we propose a finite-difference method for
the IBVP defined in nonuniform partitions of a two dimensional square
and the stability and convergence analysis are provided.

In what concerns the stability of the semi-discrete approximation defined
by the differential-algebraic IVP we establish in Proposition [3.1]the first
stability upper bounds that lead to the uniform boundness of the sequence
of approximations for the pressure and concentration. After, in Proposition
3.3 we conclude the stability of the IVP ([L1)).

The main convergence result is established in Theorem which is conse-
quence of a series of propositions where the particular structure of the spatial
truncation error is exploited. In spite of the truncation error associated with
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the pressure and concentration discretizations are only of first order, in The-
orem we show that the numerical approximations for the pressure and
for the concentration are second order convergent with respect to a discrete
H'-norm. We observe that in [I] the authors studied a differential system
analogous to the one studied here but where the elliptic equation does not
depends on the solution of the parabolic equation and the last equation does
not presents mixed derivatives. These two facts add difficulties in the con-
struction of the numerical scheme as well as in its convergence analysis.

The numerical illustration of the convergence result is included in this
paper. We also consider the numerical simulation of the cell dynamics in a
colonic crypt in a normal and abnormal scenarios assuming that the density
¢ of the semi-differentiated and stem crypt cells and the cell-cell adhesion
pressure p responsible by its convective transport are solutions of the elliptic-
parabolic IBVP defined in a 3D surface representing a crypt. Taking into
account that the 3D surface is a manifold, a differential-algebraic system of
the type of the one studied here is obtained and then applying the numerical
tool analyzed we illustrate the behavior of ¢, p and cell velocity v in normal
and abnormal scenarios.
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