J.S. Borges®, G.C.M. Campos®, J.A. Ferreira®,G. Romanazzi ?
(1) CCN, Federal University of Sao Carlos, Buri, Brazil

(2) IMECC, Universidade Estadual de Campinas (UNICAMP), Campinas, Brazil
(3) University of Coimbra, CMUC, Department of Mathematics, Coimbra, Portugal

juliaborges@ufscar.br, g159243@Qdac.unicamp.br, ferreira@mat.uc.pt, roman@ime.unicamp.br

November 23, 2024

Abstract

This paper aims to conclude a sequence of works focused in the numerical study of a
system of partial differential equations in a nonuniform grid that can be used to describe the
drug release from polymeric platforms. The drug release is a consequence of the non-Fickian
fluid uptake, the dissolution process and the Fickian drug transport. The development
of a computational tool and its theoretical convergence support was the common driven
force. In a previous work from the authors, second order error estimates were established
for the numerical approximations for the solvent, solid drug and dissolved drug considering
severe smoothness assumption on the solutions: the solvent and the dissolve drug were C*-
functions. In the present work, our aim is to establish second order estimates for the same
variables reducing the smoothness assumption, namely, we assume that the solvent and the
dissolved drug are H3- functions. Numerical experiments illustrating the obtained theoretical
results are also included.

Drug release from polymeric platforms for non smooth solutions

1 Introduction

In this paper we consider the numerical analysis of a semi-discrete approximation and an implicit-
explicit (IMEX) approximation for the quasilinear initial boundary value problem (IBVP)

forx € (0,R), t €

dey D dep D ([ dey

G = o (a0 GE) + 5 ([ attse).eott) GEs)as).

deg - 0 Ocqg 1
o %(ad(q)%) + fless cds co), (1)
dcs
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(0,T], where T is a final time, and ¢ is a function that depends on ¢, s, cy(s)

and c¢¢(t), f is a nonlinear function depending on c¢;s(t), cq(t) and cy(t). System (1) is coupled
with initial condition
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cq(z,0) =0, (2)
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for z € (0, R), and boundary conditions

80@ o 8Cd -

%(O’t) = %(OJ) =0, \
Cg(R,t) = Cext, ( )
Cd(R,t) = O,

for t € (0,7]. The IBVP (1)-(3) was proposed in [11] to describe the drug release from a
polymeric sphere. We specify the coefficient functions ay, ag as well as the functions ¢ and f in
this scenario. In the last paper, the numerical simulation was obtained considering a numerical
method constructed using the so called MOL approach (Method of Lines): spatial discretization
followed by the time integration. It should be pointed out that the method used belongs to
the family of finite difference method and it is obtained coupling the piecewise linear finite
element method with spatial quadrature rules. The numerical analysis of the method used in
[11] was presented in [4] assuming restrictive smoothness assumptions for the solution than those
considered in the present paper because it was based on the behavior of the spatial truncation
error associated with the spatial discretization. The main objective of the present paper is to
generalize the results obtained in [4] for low smooth solutions where the error estimates are
obtained using the so called Bramble-Hilbert Lemma (Theorem 2 of [5]). We observe that
the use of Bramble-Hilbert lemma on the study of numerical methods with solutions with low
smoothness was introduced in [2], [12] for elliptic equations, and largely followed for other classes
of equations. Without being exhaustive we mention [13] for integro-differential equations, [3]
for integro-differential equation coupled with an elliptic equation, [10] for a quasi-linear integro-
differential equation.

The main problem in the stability and convergence analysis of numerical methods for certain
system of time dependent nonlinear equations is the dependence of the nonlinear reaction term
on the dependent variables. This problem has being studied in the literature and without being
exhaustive we mention [1], [18], [19], [8], [9] and their references. The paper [1] is concerned
with an implicit second order method for linear and nonlinear parabolic equations. To avoid the
difficulties coming from the nonlinear reaction term, the authors assume a Lipschitz condition.
Implicit-explicit Crank-Nicolson Galerkin piecewise linear finite element methods were studied
in [18] for ar thermistor systems. The authors propose a uncoupled splitting method and the
error estimates are established considering error estimates for the spatial discretization and time
integration errors. In [19] general quasilinear parabolic equations are considered and a linearized
piecewise linear Crank-Nicolson method is proposed. The authors establish unconditionally op-
timal error estimates. The study of a Crank-Nicolson method for a system of nonlinear parabolic
equations that can be used to describe light-controlled drug delivery systems was presented in
[8] and [9]. In the nonlinear system (1), the reaction term has no bounded partial derivatives
nor it satisfies a Lipschitz condition. As we will see, these facts require a careful treatment of
the nonlinear reaction term being essential uniform bounds for the numerical approximations
for the solvent and dissolved drug concentrations.

As mentioned before, the method studied here can be seen simultaneously as a finite differ-
ence scheme and as fully discrete scheme. We establish second convergence order in space with
respect to a discrete version of the usual H'- norm, that means that the L?-norm of the spatial
error and of its discrete spatial derivative are both second order convergent. Consequently, our
results can be seen relevant contributions in two different directions:

1. As finite difference scheme, and taking into account that the spatial truncation error is of



first-order accurate with respect to the norm ||.||, the method is said supraconvergent.
This phenomenon was largely studied in the 1980s and without being exhaustive we men-
tion [14, 15, 16, 17, 20, 22, 7] where different techniques were proposed to deal with the
low order of the truncation error. While in [14, 16, 17, 20, 22] the properties of the error
equation were the main tools used to obtain second order for the global error, in [15, 7]
the error analysis is based in the refinement of stability inequalities that allow us to obtain
the desired error estimates.

2. As finite element method, we will establish an unexpected convergence rate. In fact,
for linear problems at least, it is known that the L?-norm of the error is second order
accurate while with respect to the usual H'-norm, the error is first-order accurate. So, as
we will show second-order accurate with respect to a discrete H'-norm, the method can
be said superconvergent. This phenomenon was largely studied in the literature and we
recommend [23] and the references contained there.

The paper is organized as follows. In Section 2 we present a drug release process that can
be considered in the drug delivery to stomach [6] and that can be mathematically described by
the IBVP (1)-(3). The basic definitions and results needed in the numerical analysis presented
in the paper are introduced in Section 3. Section 4 is devoted to the convergence analysis of a
semi-discrete approximation that can be simultaneously as a finite difference approximation and
as fully discrete in space piecewise linear approximation. The main results of this section are
Theorems 1 and 2 that establishes second convergence order for the semi-discrete approximations
for the solvent, solid and dissolved drugs concentrations requiring lower smoothness for these
concentrations respect that used in [4]. An IMEX method is proposed and studied in Section
5. In Theorem 3 and 4 we establish errors estimates that allow us to conclude that the IMEX
method leads to second order approximations in space and first order in time approximations.
In Section 6 we present some numerical experiments that illustrate the theoretical results proved
in the previous sections. Finally, some conclusions are presented in Section 7.

2 Drug release from polymeric platforms

The IBVP (1)-(3) in its abstract form deserves to be object of study and the theoretical analysis
will be presented for general case. Nevertheless to increase its importance, we observe that it
can be considered to describe mathematically the drug release from a polymeric platform to
combat gastrointestinal diseases (see [6]). In this context, we motivate our study presenting the
scenario previously described in [11] that leads to a system of partial differential equations as
the one defined by (1)-(3). We consider a viscoelastic spherical polymeric structure of radius R
containing a drug. This sphere is immersed in a spherical environment )., of fixed radius R,
with R > R. The drug release is consequence of a set of phenomena that are regulated by the
dissolution process and the polymeric solvent uptake:

1. The solvent molecules are absorbed by the polymeric structure due to the solvent gradient
concentration (solvent absorption);

2. The polymeric chains relax, the structure swells and a pressure gradient arises (swelling);

3. The dissolution process occurs due to the contact of the solid drug with the absorbed
solvent molecules (dissolution);



4. The molecules of the dissolved drug diffuse through the platform and continue to diffuse
in the external surrounding (diffusion).

We assume that the polymeric sphere presents radial symmetry and consequently we consider
the the radius as the spatial variable. We observe that the polymeric chains induce an opposition
to the uptake of the solvent molecules being the solvent transport described by a non-Fickian
law that takes into account the Fickian transport and the stress developed by the polymeric
chains

Ocy do

Jo(x,t) = —Dg%(.’lf,t) — DU%(x,t), (4)

where Jy(z,t) denotes the solvent flux, cy(xz,t) and o(x,t) are the solvent concentration and
the polymeric chains stress, respectively, at point z at time ¢. In (4), Dy and D, represent the
solvent diffusion and the viscoelastic diffusion coefficients. For the drug transport, we assume
that the relaxed polymer do not offer any opposition to the movement of drug particles being
the drug transport described by Fick’s law
Jg(z,t) = —adaa(;fl(:c,t) (5)

where J;(z,t) denotes the dissolved drug flux, cq(x,t) is the dissolved drug concentration and
aq denotes the dissolved drug diffusion coefficient at point x at time t.

Then, assuming that we have an instantaneously swelling, the behaviour of ¢y, ¢y and solid
drug concentration ¢, is described by the following system of partial differential equations

(an o 0 86@ 0 do

ot 836(DZ Bx)+ &zc(DUax)

8cd 0 8Cd

R i 6

55 = o5 (g, ) + fles cas o) (6)
dcs
L (9t - _f(CS7 Cd, Cf)a

for x € (0, R],t € (0,T).
As in [11], we consider that the drug dissolution is described by reaction term

Csol — C
f(es, cay cg) = H(cs) fog 2t — e, (7)
Csol
In (7)-(6), kq denotes the dissolution rate, cso is the solubility limit and H(c;) is the Heaviside
function.
In (6), the diffusion coefficients are of Fujita type

Dy=Dg e ™ (I_C:it), (8)

0y = Dy, o Pa(1755) ()

where Dy, and Dy, denote the diffusion coefficients of the solvent and of the dissolved drug in
the fully swollen sample, respectively, and Sy, 54 denote dimensionless positive constants.
In (4), D, is given by

DU = <=Cy, (10)



where 7 is the radius of a virtual cross-section of the polymeric sample available for the convective
flux, and f represents the viscosity of the polymer-solvent solution characterized by a solvent
concentration c¢y. Moreover, o is given by the Boltzmann integral

o(t) _—/0 E(t—s)gi(s) ds (11)

where ¢(t) denotes the strain defined by
%
pe
e(t) =g(ce(t)) = | ——————= —1
(0 = ate0) = (L)

and FE(s) is given by the Maxwell-Wiechert model

s

E(s)=FEo+» Eje 7 (12)
Jj=1

where E; denotes the Young’s modulus, 7; = %; with p; that represents the polymeric viscosity.

Considering the last definitions in (6) we obtain (1) with

ag = Dy(cq) — EDy(co)g (c), (13)
q(t, s, co(s), co(t)) = Do(co(t)) ker(t — s)g'(c(s)), (14)
. m 11 m E. _t
and F = ZE]-, g (cp) = gpg (pe — ce)_% and ker(t) = Z —Le 7. Note that in (14) for each
=
7=0 j=1 J

t € [0,T], ce(t) defines the function ¢y(t)(z) = co(x,t) for x € (0, R).

3 Preliminaries

This section aims to introduce the functional context needed in the convergence analysis pre-
sented later. Let 2 = (0,R) and A be a sequence of vectors h = (hy,...,hn) be such that

N
hi>0,i=1,...,N, Y hi = R and hypes = max_h;.
P i=1,..,N
For h € A we introduce in Q the spatial grid
ﬁh:{w’h 2207 ,N,in:l'i_l—i-hi,’i:l,“' ,N,$0:0,$N:R}-

To discretize the Neumann boundary conditions at = 0, we introduce the fictitious point
r_1 = —x1 and hg = hy. We use the notation ﬁ,: =Q,U {z_1}. We introduce now the following
vector spaces

Vi = {vn : Qn — R},

Vio = {vn € Vi s vp(zn) = 0}.

V;:( = {Uhiﬁ;; —>R},



and
Viro = {vn € Vi s wp(zn) = 0},

In V} o we introduce the inner product

N-—1
h
(Un, vn)n = gluh(wo)vh(wo) + ) Ry pun(xi)on (i), (15)
=1

for up, vy, € Vi, and ||| denotes the corresponding norm. In (15), hH_% = % for i =
1,...,N — 1. We also use the notation

N

(unsvn)+ = Y hiwn(zi)on (i), funll+ = v/ (un,up)+,

i=1
for each uy,v, € V. For v, € V;* we introduce the finite difference operators D_, and D}
defined by

vp(xi) — vp(wi-1)

D,I’Uh(fﬁi) = B , 1=0,...,N, (16)
(A
Drup(zi) = Uh(xizlil_/z”h(x"), i=0,...,N—1, (17)
T

respectively, and the first order centered operator

Datn(a = P, i, N1 (18)
(] (]

By M;, we denote the average operator

Mion(a) = M EE) oy, (19)

for vy, € V).
Proposition 1 Let A: IR — IR and up,wy, € V;', v, € Vi o. Then

(D (A(Mpwp)D_gup), v)n = —(A(Mpwp)D_gup, D_gvp) 4 — My (A(Mpwp(21)) D—_gun(21))vs(20).
(20)

Proof: By assumption, uj, € V;* then D (A(Mpup)D_zup) is well defined in Qj, — {zn}. As
vy, € Vi 0, using summation by parts, it can be easily shown that

(D3 (A(Mpun)D—gup), vn)n = —% (A(Mpun(w0)) D—zun(wo) + A(Mpup (1)) D—gun(z1))vn(20))

N-1
+ A(Mpup () D_gup(z;)vp(zi-1)

i=1
N-1

— Z A(MhUh(l'i))Dfxuh(xi)vh(‘ri)a

=1

that leads to (20).

We remark that if A is constant then My (AD_gzup(z1)) = ADcup (o).



Proposition 2 There exists a positive constant Cp such that holds the following Friedrichs-
Poincaré inequality
lonlln < Cp||D—zvn||+, for all vy, € Vi . (21)

Proof: For v, € V), o we have the following representation

that leads to (21).
[
We introduce now the finite difference method used in [4]. Let cy4(.,t) be a grid func-

tion defined in V}*. To simplify the presentation, we use the notations: cgp(t)(z:) = con(xi, ),
Oc
pp(t) (i) = i’h (wj,t). The grid functions cq(t), ¢, (t) and cs4(t),c, ,(t) are defined anal-

ogously. Then the finite difference semi-discrete approximations c,p(t) € Vi, can(t) € Vi,
cs,n(t) € Vi o for the solution of the IBVP (1), (2) and (3) are defined by the initial value prob-
lem

O~

>

—
~~

S~—
Il

D% (ar(Mace()D—sera () + D3 ( [ (5, Macen (). Micen(1)) D-ccen(s)ds).
chn(t) = D (aa(Mpcen(t)) D—zcan(t)) + f(csn(t), can(t), con(t))

(22)

in (9, — {zn}) x (0,T], with
con(i, 0) = cp (i),
cd,n(zi, 0) =0, (23)
cs,n(4,0) = cs0(xi),

fori=0,...,N —1, and

My (ag(Mpcop(z1,t))D_gcop(z1,t)) = Mp(ag(Mpcop(x1,t))D_geqn(z1,t)) =0,

Ct.h (xNa t) = Cext, (24)
can(zn,t) =0,
for t € (0,7].

We remark that considering Proposition 1, it can be shown that the solution of the IBVP
(22), (23), (24) satisfies

(con),vn)n = —(ae(ﬂthz,h(t))DfxCé,h(t), D_gvp)+
- / (Q(ta S, thf,h(s)v Mth’h(t))D_ng’h(S), D—wvh)—FdSa Vvh S Vh,Ov
0
(Cn@®)swn)n = —(ag(Mpcen(t)D—pcan(t), D—gwn)+ + (f(csn(t), can(t), con(t)), wn)n, Ywn € Vi,
(n@),pn)n = —(f(csn(t),can(t), con(t)), pr)n, Yor € Vio,

(25)



for t € (0, 7] and complemented with the initial conditions

(ce,n(0),vn)n = (ce,0,Vn)ns Yo € Vi,
(can(0),wp)n = 0,Ywy, € Vi, (26)
(5,0 (0), pr)n = (C5,0.Dh), VP € V.

We prove in the following that the previous finite difference method (25)- (26) can be seen
as a space discrete piecewise finite element method - piecewise linear for the solvent ¢, and
dissolved drug ¢, and piecewise constant for the solid drug cs, applied to (22), (23), (24). This
fact allow us to see our convergence results simultaneously for the finite difference method (25)
and for the corresponding finite element method.

We use the following notation: if g(z,t) is a function depending on the time and space, by
g(t) we denote the function g(t)(x) = g(z,t), where z and t belong to the corresponding space
and time domains. Let H'(0, R) and L?(0, R) be the usual Sobolev spaces where we consider
the usual inner products (.,.); and (.,.), respectively. By |.||1 and ||.|| we denote the usual
corresponding norms. The space of function in H'(0, R) that are null at 2 = R is denoted by
H&R(O, R). We define analogously LgyR(O, R).

A weak solution for the IBVP (1), (2) and (3) is defined by the following variational prob-
lem: find ¢4(t) € HY(0, R), cq(t) € H&R(O,R), cs(t) € LaR(O, R) such that c(t),d,(t),d,(t) €
L?(0,R), c¢(t) = cext at * = R, and

(€(0):0) = ~(arlerD) G2 (1) + [ (altsealo),eale) Ge(). s, Yo € HY (0.,
(eh(8), ) = ~(aa(en(t) St (6, ') + (Flea(t), ealt), ea(t)), w), Voo € H 0, R),
(C;(t)>p) = _(f(cs(t)a Cd(t)a Cﬂ(t))ap>7 Vp € L%,R(()?R)a

for t € (0,7, with the initial conditions

(ce(0),v) = (c0,v), Vv € L?(0,R),
(ca(0),w) = 0,Yw € L2(0, R), (28)
(CS(O)7p) = (Cs,O,p)va € L2(OaR)'

Let P, and @Qp be respectively the piecewise linear and constant interpolator operators
associated with the partition €. We use the notations u, = Pyuy, for up € V3, and up, = Qpup,
for uy, € Vj, 0, that is defined by

up(xg), =€ [xo,xl/Q],
up(z) = un(r), x€ (xi_év%%),i:l,...,]\f—l,
up(zn), =€ [:cN_%,q:N}

zzzﬁ Then the piecewise linear approximation for the solution of (27),

where xii% =

(28) is obtained considering the following finite dimensional weak problem: find ¢, (t) € Vi,



can(t),csn(t) € Vo such that ¢gp(xn,t) = cear and

(@ (0):3) =~ (0) 2 0,5)+ [ (ale.5. 55 1) 5L (9), 5 s, Yon € Vi,
(@ (0),T) = —(aal@n () 222 (1), @) + (f(Ear(t), Gan(t), (), To). Ven € Vao,

ox
B (t),0n) = —(f(Cn(t), can(t), cen(t)),Pr); You € Vio,

(29)
for t € (0,T], with the initial conditions

(ce,1(0),95) = (Pr(Rnceo), ), Yon € Vi,
(€a.n(0), wp) = 0, Vwy, € Vi, (30)
(€5,0(0),Pn) = (Pn(Rucs0),Dn), You € Vi,

where Ry, : C[0, R] — V}, denotes the restriction operators.
Finally, we consider the following quadrature rules for all u,v € H'(0, R)

Ti41 Ti+1
/ Au)u'v'dx ~ A(u(Mh(aciH)))/ wv'de,i=0,...,N -1, (31)
T1/2 h
/ wdr  ~ “u(wo)v(zo),
20 2
i+1/2
/ uvdr = hipqpu(z)v(z;),i=1,...,N -1, (32)
i—1/2

TN
/ wodr h—Nu(xN)v(xN).
TN-1/2 2

To obtain a fully discrete piecewise linear method, we apply the last quadrature rules in (29),
(30). For instance, for (cgp (t),05) we get

N-1

—— —~ *1/2 — ~ Tit1/2 — —~ N — ~
(Cen'(t),0n) = / con' (t)hdr + ) / Cen (t)Ond +/ cen (t)opds
o i=1 Y%i-1/2 TN—-1/2
h pl h
1 N
~ ?cg’h(xo, vp (o) Z i+1/2C0 p(Tiy t)on (i) + TCZ,h(xN,t)Uh(xN)
=0
= (Cz,h(t)a Uh)h
SN TP :
For the term (as(cep(t)) 5 (t),v1"), we have, successively,
x
N—-1

(aelezilt) "o (1), i)

Ti41 . 86/\ N
[ wtamen St

i

ag(Mp(con(Tiv1,t))) /

Ty

I
i\

2
L

T O,
= (t)vy, dx
8.7} () h

12

Zﬁ-
Lo

ae(Mp(cen(Tiz1,t)hig1 D—gcpp(xigr,t) D_gop(Tig1)
0
= (ar(Mp(ce,n(t))D_zeepn(t), D_gvp) 4.

<.
I

9



t dcen
Using the same approach on the term / (q(t, s, con(s), cen(t)) ag’h
0 X

(s), vy )ds we get

t .\ Ocep . !
/ (alt, 5, Con(s), e (6) 52 (5), v )ds = / (a(t: 5, c0n(5), con(t) D—scpn(s), D—yon) 4 ds.
0 0

Analogously, from the second and the third equations of (29) we establish the second and
the third equations of (25), respectively.
As in [4] we assume the following hypotheses:

eHy; For p =/, d, there exist the positive constants ag,, and M, such that 0 < ag, < a, < M,

|%| < My;
0
eH, There exists a positive constant M, such that |¢(t,s,y,2)] < Mg, ]a—z(t,s,y,z)] < M,,
0 0
|8q(t 5Y,% )| < M(Ia |£(t,$,y,2)’ < MQ7 for (t,s,y,z) € [OaT]2 X IRQ‘

0s
oM There exists a positive constant C'r > 0 such that

[(F (2, 2) = f(2,9,2)] < Cr((L+ [y (2lle — 2 + |2 = 2[) + [Zlly — 9]), 2,9, 2,7, 9, 2 € R.

The assumption Hy for the reaction term f is motivated by the expression (7).

4 Convergence analysis

The stability and the convergence analysis of the scheme (22), (23), (24) was proved in [4].
In what concerns the convergence, the analysis was based on the use of Taylor expansion that
requires smoothness of the solutions cy(t), cq(t) € C*[0, R]. In this section we present the con-
vergence analysis reducing the smoothness required before. We follow [10] for the solvent con-
centration approximation ¢y (t). We observe that the semi-discrete approximation for the solid
drug concentration ¢, 5 (t) can be assumed in V}, o. If g € C0, R], we use the following notation

( T1/2
/ x)dz 1 =0,
i+1/2 .
) =1 i B / [, S i=l Nl (33)
2 [N
— g(x)dx i=N.
hN ITN—-1/2

The proof of the convergence result is based on the introduction of convenient linear func-
tional whose dual norms are estimated by using the Bramble-Hilbert Lemma (see [5]). In
Proposition 3 we summarize such results that are used in the proof of Theorem 1 and 2. The
proof of this result can be seen in Theorem 3.1 of [2].

Proposition 3 1. There exists a positive constant C' such that
A 1/2
Zh D_yu(z;) — ' (2, 1/2)) D_zvp(zi) < C(Zh HUHH3 (wi_1,27) ) [D—-gvnll+, (34)
=1
for all uw € H3(0, R), vj, € V0,

10



2. There exists a positive constant C such that

N-1/ i1 N i s 1/2
Z / u(z)dz — hi+1/2u($i) vp(2;) < C(Z h; HUHHQ(Q:,L,l,xi)) |1 D—zvnl|+,
i=0 Ti—1/2 =1
(35)
where the xo_1/3 = xo, hoy1/2 = %hl, and
N N - 12
> hi (ul@i—1/2) — My Ryu(a)) D_pop () < C(Z hi ||U||H2(xi,1,xi)) [D—zvnll+,
i=1 i=1
(36)

for all uw € H*(0, R), vj, € Vyp.

Proof: We prove (34). The proof of (35) and (36) can be seen in [2] (Theorem 1). We have,

successively,

M-

N
Z hi (D_gu(a;) — u/(z;_1/9)) D_gon(z;) = (w(zi) — u(wio1) — hav'(2;_1/2)) D_pvp ()
i=1

=1

(v(l) —v(0) — v'(1/2)) D_,vp(z;),

I
.MZ

=1

(37)
where v(s) = u(z;—1 + shi),s € [0,1]. Let F : W31(0,1) — TR be the defined by F(w) =
w(1) — w(0) — w'(1/2),w € W3L(0,1). As iy : W1(0,1) — C?[0,1] is continuous, F is a well
defined, linear and bounded functional. Moreover, F(w) = 0 for w = 1, s, 5. From Bramble-
Hilbert Lemma (see [5]), there exists a positive constant C' independent of w such that

’F(UJ)| < C|U]‘W3,1(071),V'LU € W371(0, ].),

where |[.[yy73.1(,1) denotes the usual semi-norm is W31(0,1). Then

1
Pl <0 [ )l
0 4
= Ch?/ |u" (z)|dx (38)
Ti—1

5/2
< CRY?[[u"|| 2

1'2'—171'2') :

Inserting the upper bound (38) in (37) we get

N N
S hi (D—gu(@i) — ' (2,-1/2)) Dgvn(zs) < C Y 020" |2y o) Do (21)]
=1

i=1

a 4y, 11112 1/2
<O n" e a) " ID-s0nl
i=1

To simplify the presentation of our results we introduce the following spaces

V, = CY([0,T],C[0, R])) N L*(0,T, H3(0, R)) N H'(0,T, H*(0, R)),

11



Vy=C"([0,T7,C[0,R]) N L*(0,T, H*(0, R) N Hy z(0, R)) N H'(0,T, H*(0, R)),

and
V, = C*([0,T],C[0, R]).

Taking into account that from our finite difference method (22), (23), (24) we get (25) with
(23), following the proof of Theorem 1 of [10], it can be stated the following result

Theorem 1 Under the assumption Hgip and Hy, if co € Vi and ¢, € C1([0,T], V3)NC([0, T, Vi),
for h € A, then there exist positive constants C;,i = 1,2, h and t independent, such that for
een(t) = Rpce(t) — cop(t), we have

t
leen®Z + /0 ID_seen(s)|2 ds

J xR )i : )
2 Ctll Le=(0,s,01[0,R]) /&5
< Credo OO et I + W [ o(s)ds).
0
fort €[0,T]. In (39), o(t) is defined by
o) = kO 0 + e ®) 20,1 (leel®) 25 + 1) w0

+(”C€(t)HH2(o,R) + HC@H%F(O,LH?(O,R))) Hcf”%Q(O,t,Cl[O,R})'
Proof: From the first equation of (25), it can be shown that holds the following

2L a1 = ~(@e(Macea(®)D-seen(t). D-sers(t):

2d
' —((ag(MpRyce(t)) — ag(Mpcon(t))) Dz Rpce(t), D_zegn(t)) +
(q(t, s, Mpcon(s), Mpcep(t)) D—zeon(s), D—zern(t))+ds

t ((q(t, s, MpRpco(s), MpRyco(t)) — q(t, s, Mpcen(s), Mpcen(t))) D—oRice(s), D—zeon(t)), ds

|
mc\c\ﬁ_

+ Th,i (t),

i=1

(a1)
with
Tha(t) = (Buci(t) = (co(t))n: een(t))n,
() = ~((@r(@(1)) — ar(MBner() 22 (0), D_sern(®)-

Tha(t) = —(aeMRace(t) (G (1) — D-aRice(t)), D-seen()) s,

Th 4(t> == /0 ((q(tv S, é\f(s)? é\f(t)) - q(tv S, MthCg<S>, Mthc@(t)))a&Zg(S)ﬂ D—wef,h<t))+ds

b
and

dey

Th5(t) = — /Ot(q(t, s, MpRpcq(s), MthcZ(t))(ax (s) — D_aRpce(s)), D_gerp(t))1ds.

12



We remark that in the previous 7T}, ; definitions we have used the notations: (cj(t)); defined
~ Oc
by (33) with g replaced by ¢j(t), §(z;) = g(&(xi—1 + z;)) for g = ¢y, =t
Considering the smoothness assumptions on the coefficient function a; and gy we can establish
the following estimates

|((ae(MpRpce(t)) = ae(Mpcen(8)) Dz Bnce(t), D—zeen(t)+| < Mellee®)llcro,millecn@ Il D-zeen(®)]l+

lee@) 20,5
PO 2oy ()] + N Dsern (8.

t
| a5 Macen(s), Macen(9)D-sera(s), D-sern(t)) s
0

t
< 1 M3t [ IDseen(s) s+ D sern(®)R,
0

/Ot(( (t,s, MpRpc(s), MpRyco(t)) — q(t, s, Mpcon(s), Mpcen(t))) Dz Rpce(s), D_zep p(t))+ds

< M, / lce(s)llcrjo,r)(leen($)lln + lleen (@) I D—-zeen ()| +ds

M
< Sz lleell e, m) / lleen(s)17 + lleen(t )||hd5> + €| Dween(®)I}
2

M
< @maX{CPat}HCe||L2(o,t,01[o,R]) /O |D—zeen(s)]|%ds + ||€é,h(f)||h) + | D_geen(®)I%,
(44)
where € # 0 is an arbitrary constant.
Considering (35) and I; = (x;—1,x;), for i = 1,..., N, we obtain for T}, ;(t) the following
estimate

1/2
Ty (1) <O(Zh4||g ay)  ID—seen(®)]+
(45)

<CZh4||cg Wiz + €I D—een(®)]%,
i=1

where € # 0 and C' denotes a new constant depending on .
€

Taking into account now the assumption Hg;¢ and the estimate (36) we get
> ) 1/2
Tia(®)] < CMilec®lleniomy (- h eIy I1D-ween(®)ls
i=1

N
< Ollee®)Ergo,m Y hilee® Iy + EIlD—seen (B3
i=1

To obtain an estimate for T}, 3(t) we apply (34) and we establish

N 1/2
Ths®) < CMe( 3 hille®)sry)  ID-seen(l+
=1 (47)

N
< CY hillee®) ey + ElD-zeen®I
i—1

13



where, as before, in the last inequality C denotes a positive constant, h and ¢ independent, and
depending on 6%
Considering the assumption H, and the estimate (36) we obtain

t N N
1/2 1/2
Thatt)] < CM, /0 (3 mert)Bra) " + (3 Bllee®lZa) )
1=1 =1
lee(s)lloro, sl D—see(t)]|+

N
< CZh?(HCZH%Z((),t,H%[i)) + H%(t)H?ﬂ(Ii))HC€H%2(0¢,CI[O,R]) + €2HD—w€£,h(t)Hi-

i=1
(48)
Applying (34) for T}, 5(t) holds the following
N
|Th,5(t)] < C’Z h?HCéH%z(o,t,Hs(]i)) + €| D_zegn(t)]3 (49)
i=1

Combining (41) with the upper bounds (42)-(49), we guarantee that there exists m € I,

and a positive constant C, h and 7 independent, but depending on — and T, such that
€

d
Llleen DI+ 2ane ~me) I D-aeen O < CO+ lleal e o 010,m0) (leea )
t
+ [ ID-sern(m)Idr) + Ot
0

where o(t) is defined by (40). The last inequality leads to

(50)

t
leen(®)2 + 2(ae — me?) / ID_seen(s)|ds
0

t s
<leen Ol + | CO+ lealencnm) ([ I1D-sen) B+ lleea(s)IF)ds
t

+Chl e / o(s)ds,
0

(51)
for t € [0, T].
From (51), considering Gronwall lemma and fixing € such that ag, — me? > 0, we conclude
the existence of two positive constant C and Cs, h and t independent, such that (39) holds.
[ |
As a corollary of the last result we can state that the numerical approximation for the solvent
concentration is a second order approximation and it is uniformly bounded.

Corollary 1 Under the assumptions of Theorem 1, if e;,(0) = 0, then there exists a positive
constant C, h and t independent, such that

t
leen(OI + /0 ID_seon(s)|2ds < Chl,.

and

t
/ leen(s)]2ds < C.
0
forte[0,T],h € A.
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Proof: As we have for s € [0, 7]
leen(s)lloo < lleen(s)lloo + [[Bnce(s)lloo

and

leen(s)]loo < VR D—zern(s)]+,

from (39) we conclude the proof.
|

Theorem 2 Under the assumption Hgig and Hy, if ¢ € L*(0,T, H*(0,R)), cq € Vy, ¢cs € Vs,
f(Cs(t), Cd(t)’ Cf(t)) S HQ(O’ R)a Con € LQ(Oa T, Vh)7 Cd,h € Cl([()? T]a Vh,O) n C([Ov T]? V}::O);

csh € CH([0,T), Vo), for h € A. Then there exist positive constants C;,i = 1,2, h and t inde-
pendent, such that for e; ,(t) = Rpci(t) — cip(t), ¢ = d, s, ¢, we have

t
Cy / (14 lea(m) oo lee (P + leen (P2 + 1)dr
S lean ()2 + / ID_sean(r)[2dr < Cre o

i=d,s

t t
(S esn O+ e | or)ar+ [0+ lear) s e (D r).

i=d,s
(52)
fort €[0,T]. In (52) o(t) is defined by
o(t) = Hcd( )” 2(0,R) + |lcalt )H 3(0,R) + ||calt )H%I[QR] + ||C£(t)||?{2(073) (53)
£ (es(t), ca(t), cot) 20 py-

Proof: Following the proof of Theorem 1, it can be shown that

th zd: lein (Ol = —(aa(Mneep(t))D-zean(t), D—zean(t))+
—((aa(MpRpce(t)) — aa(Mpcen(t))) D—zRpca(t), D—zean(t))+ (54)

(f( ) = fu(t),ean(t) — esn(t))n
+2Th,i(t)
=1

with
f(t) = f(Rnes(t), Ruea(t), Ruee(t), fa(t) = f(esn(t), can(t), con(t)),
T (t) = (Rncq(t) — (cg(t))n, ean(t))n,
where (c;(t))n is defined by (33) with g replaced by c/(t),

Th(t) = ~((@a(@(t)) — aaMRacr(1)) (1), D_sean(®)+
where §(zs) = o(“=L T for g = ¢, 2,
Th3(t) = —(ad(MhCe(t))(%C;(t) — D_yRpcq(t)), D—zeqn(t))+,
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and
Tha(t) = ((f@)n — f(E); €an(t))n-
Considering (35) and I; = (x;_1,x;), for i = 1,..., N, we obtain for T}, ;(t) the following
estimate
N
A7 (11112 1/2
Toa®)] < (D hIa®Bray) " ID-sean(®)l+
i=1
N (55)

<CY Rl + EllD-zean®|
=1

where € £ 0 and C' denotes a new constant depending on 6% In what follows we use the previous
notation C and e.
Analogously, for T}, 4(t) we have

N

Tha()] < O RO + EID—sean®)] (56)
=1

Taking into account now the assumption Hg;¢ and the estimate (36) we get

N 1/2
|Th,2(1)] SCMdHCd(t)HCI[o,R}(Zhﬂl%(t)ﬂﬂzui)) 1D —zean(t)]+
N =1 (57)
< Cllea®)1Zni0.m Y billce @ Frery + €1 D—zean(®)3-

=1

To obtain an estimate for T}Eg) (t) we apply (34) and we establish

N 1/2
Tha®] < CMa( Y hdllea®ldragry)  I1D-sean®)l+
=1 (58)

N
< O hHlea® 3,y + I D-aean (@)l
=1

Considering the assumption Hg; s for a4, we deduce

|((aqg(MpRpce(t))— ag(Mpcen(t)))D_zRpcq(t), D_zeqn(t))+]
< ||Cd2(t)HC’l[O,R]MdHeé,h(t)HhHD—xed,h(t)H-‘r (59)

M
< s lea® B mlleen®) + E1D—sean(®)]3-

From the assumption H; we obtain
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[(f(t) = fu(t), ean(t) — esn(t))n] < \/§CF(\/5(1 + lleca®lloo) (lee®lloollesn )l + lleen(®)ln)
+Hcé,h(t)HooHed,h(t)Hh) > llein(®)lln

i=d,s

2(\/501:(\/5(1 +llea®)llso)llee(®)lloo + leen(®)lo) + 1) ; lei,n (E)117
+CE(1 + llea(®) o) leen(t)lI7

< O((1+ flea)llso) el + leea()lloo +1) - llein(t)I}
2
h

i=d,s
C(1L+ flealt)lloo)*leen(®)
(60)
Inserting the upper bounds (55)-(60) in (54), we conclude the existence of a positive constant
C, h and t independent, and m € IN such that

d
S Nean (I + 2(a0.a — meR)| D-sean(t)|2
i=d,s

< C((1+ llea®lloo)llee®lloo + lleen®lloo +1) D llesn (@I (61)
i=d,s
+O(1+ llea®) B 10,m) leen @I + Chiao (®),

where o(t) is defined by (53). Inequality (61) leads to

S e + 2(a0 — me?) /\\D_mem 2 dr

i=d,s

< D llean( ||h+0/ (14 [lea(m)lloo)llee(m)lloo + lleen(r ||oo+1) > llein(r)llrdr

i=d,s i=d,s
e / (1 -+ llca)Eago ) e (P + Ko (7)),

for t € [0,T]. Fixing € such that agq — me? > 0 and considering Gronwall Lemma we conclude
that there exist two positive constants C;,7 = 1,2, h and ¢ independent, such that (52) holds.
[
Combing Theorems 1 and 2 we obtain the desired result:

Corollary 2 Under the conditions of Theorems 1 and 2, if e;4(0) = eq1(0) = e54(0) =0, then
there exists a positive constant C, h and t independent, such that

t
leen(®)]2 + /0 ID_seon(s)|ds < Chb .

t
lean @17 + lesn ()] +/0 ID—zean(s)[ds < Chipa,

fort€[0,T],h € A.
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Remark 1 The last result shows that the nonlinear finite difference method (25), (23) is second
order convergent. We recall that the finite difference method can be seen as a fully discrete finite
element method obtained from the variational problem (29), (30) approximating the solvent and
dissolved drug using the piecewise linear operator P, and the solid drug approximated using the
piecewise constant operator Qp and the quadrature rules (31) and (32). Consequently, the last
result shows that the fully discrete in space nonlinear finite element method is also second order
convergent. This result is unexpected even for linear problems where the approach introduced by
Wheeler in [24] has been largely followed in the literature.

Remark 2 Theorems 1 and 2 were established assuming that the coefficient functions a,, p =

l,d, q and f satisfy the assumptions Hg;r, Hy and Hy, respectively. In the context of the

mathematical model introduced in Section 2, a; is defined by (13) with Dy(cg) and Dy(cg) given
m

by (8) and (10), respectively, aq is given by (9), q is defined by (14) with E = ZE]-, g (cp) =
=0

t

1 "B _t
pg(pe— 05)7% and ker(t) = Z e 7, and f is given by (7). These functions do not satisfy
.
j=1 "7

the assumptions previously mentioned and in order to guarantee the validity of these assumptions
new definitions need to be introduced that do not compromise the application of the mathematical
model to describe the fluid absorption by a polymeric matriz, the drug dissolution and the drug
release.

We start by the Heaviside function H that was used to define f in (7). This function can be
reqularized considering for instance

Hy(z)=(1+e ) zeR,keRT
that, for k large enough, is a good approximation for H. Note that function f replaced by

Csol — Y
—

Csol

fi(@,y,2) = Hi(x)kq (62)
satisfies now the assumption Hy.

The function Dy in (8) is arbitrarily large when x — oo that means that the fluid diffusion
in the polymer can be arbitrarily large. However this is not phenomenologically observed. As the
fluid concentration increases, the diffusion coefficient increases but with an upper bound. Then
for given v,e > 0, Dy(z) should be replaced by

Dy, T 2 Cegt + 7
b1 ($)7 T e (Cext — €, Cegt T '7)
Dy () = D _5(1_%) )
re€ ext x € (0, Cext — €)

Dgeefﬁ, <0

where py is a polynomial such that Dé»y is bounded. We observe that Dy for v small enough,
and when the fluid concentration has not yet reach the equilibrium, is a good approximation for
Dy(x),z € R. The same regularization process can be considered for the function aq defined in

(9).
1 1
We consider now the functions D, and ¢'(z) = 0i (pe — :c)fg that are used to define the
Fickian fluid diffusion coefficient ay in (13) that depends also on Dy(cg). In what concerns D,
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it is assumed a linear relation with the fluid concentration cp. It is expected that this coefficient
increases with the fluid concentration but it should present a upper bound. This means that, D,

should be replaced by

Ty *

80 7 xzcz +

pi(z) x€(cf—,¢+7)
Do) = { 1 , ,
o v r € [y,¢; —1]

p2(z), x € (=7,7)

0 x < =y

where ¢ is a known fluid concentration, v is arbitrarily small, and py,p2 are polynomials such
that D, () has bounded derivative. Note that when ~ is small D, is a good approzimation of
D,.

In what concerns g'(c;), that measures the rate of change of the polymeric strain with respect
to the fluid concentration, taking into account that cy = cezr < p, at x = R, mathematically we

can consider that g is replaced by

4 0 %
-1, z2>cemt+7
P — Cext
p1(l‘), ) T e (Ce:pt — Y, Cext + ’7)
gy(7) = p 3
< _17 HAS [’Yace.tt_’)’]
p—T
p2(z), z € (=7,7)
0, r < —vy

In the definition of g, 7y is arbitrarily small, and p1, pz are polynomials such that g, has second
order bounded derivative.

Using the introduced functions, we replace a, by a,., for p = £,d. The first part of the
condition Hg;y on the diffusion coefficient a; means that the Fickian component Dy . should
dominate the non Fickian one E’Dvﬁgfy. Let g be defined as in (14) replacing D, and g’ by Dy ~
and gﬁ,, respectively. The function q satisfies the assumption H,.

Finally, we remark that Theorems 1 and 2 are established assuming that cs(t) € C[0, R],
cdyco € H3(0, R) and f(cs(t),ca(t), ce(t)) € H%(0, R) that should be replaced now by
frles(t),ca(t), co(t)) € H?(0, R) defined in (62).

5 An IMEX method

Let {ty,,m = 0,..., M} be a uniform grid in [0,7] with ¢, — t;,—1 = At for m = 1,..., M,
to = 0 and T = tp);. By D_; we denote the usual backward finite difference operator in time
and by ¢y, ¢y, and ¢ we represent the approximation for ce(tm), cq(tm) and cs(ty,), defined
by the following implicit-explicit Euler’s method

m
D5 = Dy (ag(Muc) Do) + ALY " Di(qltmi, ty, Macy y, Micl)D—acl ),
- (63)
D*tCZl)?fJLrl =D; (ad(thfh)D,xc;'f,fl) + f(CZ?ha Cgfh? CZLh)

1
D_tcg?/j_ = _f(cg?mcgfm CZLh)v
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in Q, — {zy} and for m =0,..., M — 1, with the initial conditions

(i) = coo(wi),
cp(ai) =0, (64)

(i) = eso(w:),

fori=0,...,N — 1, and the boundary conditions

My (ar(Mnc), VD6 ) (@1) = My(ag(Micy, ) Dzl ) (1) = 0,
Cé’h(x]\f) = Cexts (65)
CZ[ h(xN) = 07

for =0,..., M.

The finite difference scheme (63) is deduced considering in (22) explicit discretization for the
diffusion coefficients and for the dissolution reactions, an implicit discretization for the diffusion
terms and the rectangular quadrature rule to discretize the integral term.

The numerical method (63), (64), (65) can also be written in the following form

(Se) (I = AtA( ) = Foma (g, c),
(Sq) (I — AtAd(cZLh))cgf];"l = Ath(cg?h,cg?h,cZ‘h),

(Ss) CZ?}jl = Cgfh - Ath(Cg?h’ Czlh» C??h)

where A;(c)) € RV*N i = ¢, d, and Frmar(€) .. b)), Fg(cm  cm™ ) € RY are conve-
nient matrices and vectors, respectively, and cg pot =d, 0, s, are given. Foreachm =0,..., M —1,

min?
solution. Consequently, as I — AtA4(cy?,) is also nonsingular, (S;), ¢ = d, s, have also a unique
solution. 7
We observe that as done in Section 3 this finite difference method can be seen as a fully
discrete in time and space finite element method: for m = 1,..., M, find ¢}, € V;', ¢}, € Vi,
g, € Vi, such that c?j’h(a:N) = Cegt and 7 7 7

if At < Ch2,,,, for convenient C', matrix I —AtAy(cyy,) is nonsingular and then (S¢) has a unique

(D,tczl}jl, V) = —(ag(thZ‘h)D,ch,jl, D_,vp)+
m
—AtZ(Q(th,tj, M) s M) D¢y s D—g0n )+, Yon € Vi
=0

(D,tcz?;{l, wh)h = _(ad(MhCZLh)DfxCZ?;lrl, D,:cu)h)Jr + (f(czlh, Cg?h, C??h), wh)h,th IS Vhp,

(D—tcg’l}j—laph)h (f(c;r}}w cg?hv CZLh)u ph)h7 vph € Vh,07
(66)
with the initial conditions

(Cg,hvvh)h = (c2,0, V) h, VVn € Vh 0,
(g, W) = 0, Ywn € Vo, (67)
(Cg,hvph)h = (€5,0,P1n), YPh € Vio-

In the next result we establish that there is an unconditional convergence for ¢} .
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Theorem 3 Let ¢y, € Vi* be defined by the fluid part of the discrete IBVP (63)-(65). Let us
suppose that Hgiy and Hy hold, and c; defined by the fluid part of the IBVP (1), (2), (3) is such
that

¢ € H*(0,T,C([0, R))) n C'([0,T], H*(0, R)) N C([0, T}, H*(0, R)).

Then, there exist positive constants C;,1 = 1,2, h and t independent, such that, for h € A,
Ay > 0, the error By = Ryco(tm) — ¢y, m=0,..., M, satisfies

m+1
I it A6 3 I B < Cu(IBRIR + At Do B, )
7=0
"‘CQ,Ttru(At 7h%1ax)

(68)

form=0,...,M —1, and

Ty (AL, ) =AE (Hcf“%{l(O,T,Cl[O,R]) (1 + lleell o7 cp0,m)
+ lleell 20,0008 (1 + At||C€H201([O,T],C[O,R])))
+ hﬁmm(‘|C€||201([O,T]7H2(07R)) + lleell o a3 0,0y (1 + ||C€”%([O,T},H2(O,R)))>
Proof: It can be shown that

(DB B D = —(ae(MyRice(tn)) D—o Rnco(tmi), Do B +
+(ag(Mucly) Do, Do B 4
m

—ALY (altmersty, MyRpeo(ty), MpRuce(tn)) D—oRpco(t;), Do B3 )+

m
+At Z(Q(tm—l—la tj, My, Mucfy) D)y, Do B3 4

5
+2_Tiy
=1
(69)
with e
Ty = (D—tRpce(tm+1) — Rn— T ( m"‘l)’EZl’jl)h’ (70)
Ocy Ocy -
Th (Rh ot (tm—l-l) (8t (tm+1))h7E +1)h> (71)
dcq
T]T3 = —(ae(ce(tm)) 85 (tm—l—l) — ag(MthCg(tm))D Rth(tm_H) D_sznh+1)+, (72)
tm+1 I
m = a m+1
Ty = _( q(tm+1,5,Ci(s), G (tm+1))8x( s)ds, D Ej3™) ¢

des (73)

+Atz (b1, Co(ty), Coltm1)) 5 (1), Do B3 )4
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and
mo_ A 86@
Th5_ - t; tm—i—btj?CE(tj) Cf(tm+1)) Oz
—(q(tm1,tj, My Rpco(ty), MpRpce(tn))D_g Ryco(ty), D—xEZh+l)+-

( ) D—mEzn}j-l)-l- (74)

To get an upper bound for |T,T1| we observe that posing as done before hy/, = %

- Ocy m
T }:fu+u2 (celai tms1) = celwi, tm) = At = (i, tm 1)) B3 (1)
O
= hiH/QE( v(1) —v(0) — U/(l))EZl}:rl(xi)v
i=0
where v(s) = cg(i, tm + sAt), i =0,...,N —1, s € [0,1]. Let F: W*!(0,1) — IR be the linear
function defined by F(w) = w(1) — w(0) — w'(1),w € W2(0,1). As W21(0,1) is embedded
in C'0,1], F is bounded. Furthermore, for w(s) = 1,s, F(w) = 0. Then by Bramble-Hilbert
lemma, there exists a positive constant C independent of w such that

|F(w)] < Clwly2io1y, Yo € W31(0,1),

where |.|y2,1(9,1) denotes the usual semi-norm in W21(0,1). Consequently we obtain

m+1 806 9 1/2 m
iz <Cr(zhz+1/2/ (St t))dt) B -

1
< CAtHCéHHz (tmstms1,Cl0.R) T € CPIID— B2

1
for € # 0, and C'is a positive constant that depends on —.
€
Following the construction of the spatial discretization error upper bounds for the semi-
discrete approximation done in Theorem 1, the next upper bounds can be established, where C'

is a positive constant depending on €, and h, A; independent

o 2
TP < Chibas || S (tm 1) + D B2
’ A 8t HQ(O,R) . (76)
2
< Clige| CZHC’l([O7tm+1},H2(O,R)) te ”D—a:Em+ H+a

T <l (et 0111200, 0 101,210 1) + B0 4111500,
+€2 ||D717E21h+1 H?i- (77)

4 m-+1
< Clhiaa (leellEo s 11.010,8) + DIleelEo g, m30,m) + € 1D B -

To establish an estimate for 77", and to simplify the presentatlon let

—

qr(s) = q(tm+1,8,@(8),@(tm+1))%(8), s €10, tm+1]. We easily get

+1

T < Z H / $)ds — Atgr(t)]1+ | Do E7 )
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ti+1 1
where /t qr(s)ds — Atqr(t;) = At(/o w(p)dp — w(0)), with w(p) = qr(t; + pAt), p € 0,1].

As there exists a positive constant C such that

\/ p)dp — v(0 ]<C/ [/ ()| dp, Yo € W0, 1),

we obtain

Jj+
77 <0AtZH / 4 (s)lds|L+ | D B
" ! 2 1/2 m~+1
SCAthAt( / laj (s)1ds) NDL BT
2 |

tmt1 1/2
< o /0 Iy (s)Rds) 1D B

2 2 2 2 2 1
< O (lleel o .o 61 @ 01 0100 + et 0 ) + EID—
200 112 2 2 192
< CAL el o pmir.cr o,y (L + el Fro i co.my) + ENID—E 12,
(78)
where the last inequality is obtained using that C([0, t,,+1], C*[0, R]) is embedded in H(0, t,,,+1, C1[0, R]).
Finally, for T}y we have T}y = A + B with

- - - £ m
A= =AY (qltmsrs b, Glty), Eultmer)) 5 (8), Do B 4

ox
j=0
—(q(tm+1, tj, MthCg(tj), MthCE (tm+1))D—mRhC£ (tj)a D—1E$h+1)+

and

B= —AtY (q(tmsr,t;MpRuce(ts), My Rico(tmi1)) D_aRuce(ty), D_o B, ) 4
7=0
—(q(tmy1s t5, My Rico(ts), My Rico(tm)) Do Ruco(ty), Do B[ 4.

For A we have

m

Al < CAthpee Y ((HCe(tj)Hm(o,R) + lee(tma) a2 0.m)) llee(ti) oo ry
7=0

Hleet)ll o, m) )1 Do B 1+
m

< CAHay Y ((HCe(tj)H?pm,R) +llee(tm+) 1 Fr2g0,m)) e () e 10,
7=0

Hleet)so.r)) + ID- i I3
< C”Lﬁww((||Cf||20([o,tm+11,H2(0,R>> + llee(tm i)l 0,m) et o417 10.5)
+||c€||%([0,tm+l],HS(O,R))> + €2HD_IEm+1||+

m—+1
< Ol (L4 el 0,0 01112009 NN 0000311, 15300,0)) + € NP2 BER I
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It can be shown that for B we have

|B| < CAtZHCe M o,m | Ma(Ruce(tint1) — Ruce(tm)) |+ 1 D—e 75 1+
Jj= 0

< CAtZHCZ Moo, mAtleell et tms).ct0.m) 1P- B3 I+
< CAt2“C£HC ([0,tm],C1[0,R)) ”(3ch1 ([t tm+1],C[0,R]) +e€ HD ng}jl”a_.

Considering the upper bounds for A and B we obtain

Tisl < C(hfnax(l FlleelE ot m20,m) el 0 pmin), 73(0.7))

+ ALl 10,4100 10, R 1ENE (011,010, 5) (79)

+2€%|| D, B2
Inserting the error bounds (75)-(79) in (69) and taking into account that

—(ae(MpRpce(tm))D-oRpce(tms1) — aﬁ(MhCZh)D mcg h S D Em+1)

M2
< ~(a0e = AND-EG 2 + L lealZ oo

and
m
—ALY " (q(tms1, t, My Ruce(ty), My Ryco(tm)) D Ruco(t))
—Q(tm+1,tthCZ,h,MhC??h))D—xCZ,haD—wEth)Jr
MQ m . . 2
< TﬁgAtQ(Z Hcf(tj)Hcl[o,R](HEz,hHh + ||E21h”h) + HD—sz,hH—l-) + 52HD—mEm+1H+
j=0
2
(2CpllellE ([0,tm],C1[0,R)) Z ID-o B, |13 + GZHD—zEmH‘|+7
we obtain
1EZ3 7 + 248 (a0 — (7 + Cp)) | Do By I
< | E73II3
Sel; ] (~0)
+2At (2CpllcellE 0.1, n1.ct0.m)) + ZHD o B |13 + AT, (m),
with

Ter(m) = C(AtHceH%—IQ(tm,tm_H,C[O,RD(1 + Adlleel 2 ottt 0.R)) F Pmac (HC€\|201([o,tm+1],H2(o,R))
+HC€”%([O,tm+1},H3(O,R)) (1+ HCeH%’([O,thLH?(QR)))>
+At2 HCZH?ﬁ(O,tm.‘.hCl[O,R}) (1 + “Cf“zl(o,tm+1,C[O,R]))) :
(81)
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Let ¢ be defined by ¢? = %. Then (80) is equivalent to

m
IEZ IR + Atao,e| Do B < IEFIE + APy Y Do B, |13 + AtTer(m),

(82)
j=0
with 2 )
4T M= (7+ Cp 9 1
1= @Orledieqmn eom t3)-
Then, for m =0,...,M — 1, from (82) we deduce
m-+1 '
1B IR + ALY ID—o By, 1%
5=0
1 0 |12 0 12 - ~
- min{1, ag ¢} (HE&hHh + ao»eAtHD*EE&hH-F + At;Ter(])) (83)
m ~ i
AP—— L D_,EF |%.
+Z min{l,aoz}ZH oBelly
7=0 "7 k=0
Inequality (84) leads to
m+1 '
IE7HG + At Y 1D B, I1%
B
0 2 0 2
g (1 a0e) (1R + AtID— B, R) (84)
i
m (m+1)At————
FAEY Torli))e mingl, o}
§=0

where

ALY T.(j) < C(At2HC£H§{2(0,T,C[0,R]) (1 + AdlleellEa o ry.007m) + Pmas <||C£||?;1([0,T],H2(0,R))
7=0

el qo.17,730,my) (1 + ||C€HQC([0,T},H2(0,R))))
+At2HC@||12HI(0,T,01[0,R]) (1+ HCZH%F(O,T,C[O,R])))'

(85)
From (84) and (85), we conclude (68).

Corollary 3 Under the condition of Theorem 3, there exist an upper bound Aty for the time
step At and a positive constant C, At and h independent, such that

m
IBZ 2+ 063 ID B3 < C (1B +AUID B2+t AR ) m =0, M, (36)
7=0

for At € (0, Atg) and h € A.
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Corollary 3 states that if we have null a initial error Eg ;, then

m
|ER 2 + At S ID_L B 1% < ok

max

+At2),m:1,...,M.
§=0

This result can be seen in two different perspectives: in finite difference and finite element
methods. As we stated before, the finite difference method for the solvent concentration defined
in (63)-(65) can be also seen as a fully discrete in time and space finite element method for the
solvent concentration defined in (66), (67). Consequently, the last result is unexpected in the
two different contexts, even for linear case.

As in the semi-discrete case, to conclude the accuracy of the dissolved and solid drugs, we
need to establish uniform boundness in time and space of the of the solvent approximation. To
conclude such property we need to impose a condition on the nonuniform grids in space and
also on the time step size At. We remark that, as we will see in what follows, we do not need to
impose null initial error for the solvent.

Corollary 4 Let us suppose that the conditions of Theorem 3 hold and let HE?,hHh < CvVhmaz
and ||D_ngh||+ < Cvhmae- If there exist positive constants C, and Cs such that

hmaa:

PEE < Cush € A, (87)

At

L < Cs,h €A, (88)
where hpin = min{h;,i = 1,..., N}, and for hpme, small enough, then there exists a positive

constant, Cy, At and h independent, such that
et hlloo < C, (89)
form =0,...,M, At € (0, Atp] and h € A.

Proof: As we have

legillZe < 207115 + 2l Rnee(tm) |3,
< G 1B + 20| Brce(t) 1%,

hmin

considering (86), we obtain

e,
HcZLhHgo S o (hgnax + Athmafﬂ + hila:r} + Atg) + QHRhc@(tm)Hgo
hmam hmaz hma;p At

< 4C (hnaa L AT T AP hQ—) + 2| Rnco(tm)|%.

Taking into account the conditions (87) and (88) we conclude (89).
[
In the next result we study the accuracy of the solution of (63), (64), (65). As the reaction
term is discretized explicitly, conditional convergence is established.
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Theorem 4 Let us suppose that the assumptions Hg;r and Hy hold, and the solution ¢, cq and
cs of the IBVP (1), (2), (3) is such that

ce € HY(0,T,C([0, R)) N C([0,T], H*(0, R)
ca € H*(0,T,C([0, R])) n C'([0,T], H*(0, R) N C([0,T7], H*(0, R) N H{ (0, R)),
cs € H*(0,T,C(]0, R])),
f(cs,ca,c0) € C([0,T), HX(Q)) N HY(0, T, C[0, R)).

For h € A, let Clho Can € Vho’ s € Vho, be the corresponding discrete approximations defined
by (63), (64), (65) and EZ"}I = Rhcz(tm) —cdhom=0,...,M,i=d,/{s, be the global errors.
Then there exists an upper bound for the time step Atoyd and positive constants Cy,i = 1,2, h
and At independent, such that for At € (0, Aty q), we have

m+1
Z HEm+1||h + At Z I|D— E(]MH+ < C’l( Z IE dH}zz 4 ||D—xE2,hHi)
i=d,s _ 57 (90)
+AL Z VB2 + Tirua( AL, higg) ) €Ot D)

=0

forj=0,...,M — 1.
In (90), Ty a( A2, B2, is defined by

» 'max

ﬂru,d(At Jhﬁzax) = AZL/2(HCd”H2 (0,7,C[0,R]) + HCSHHQ(OTC[O R])
\ +HC€HH1(OTC’OR)HCdH%‘([o 7),010,R) T ”f”H1 (0,T,C0, R}))
i (1 + ”CZHC(OT] H2(0,R) )||CdHcl([g T],H2(0,R))

+||CdH%([o,T},H3(o,R + ”fHC([O,T},H2(0,R)))’

and 0(ce ) is given by

“) o

0(cen) = Co ((1 +llealleo,m,cr0,mp) leel eo.r.cro,r) + _max
where Cy is a positive constant, h and At independent.

Proof: Following the proof of Theorems 2 and 3, it can be shown that for the global error
of the dissolved and solid drug concentrations, Ey B respectively, we have

S ELTE + At(ago — 5 Do B E < (1+ Atbe(een)) D IERIR
i=d,s i=d,s (92)
+ALo || B 17 + 24t D | ESFYR 4 AtTera(m),
i=d,s

for m =0,..., M, where

M 2 5
=2— 2 HcdHC(OT] cL@) + ?(1 + ”CdHC([O,T],C[O,R})) )
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4 2
Oc(cen) = = C3 (V2(1 + llealloqomcom)ledlogomcnm + max fiefhlles)  (93)
€ is an arbitrary nonzero constant, and

Ter,d(m) - C(At(HCdH%ﬁ(tm th,C[o R)) =+ HCS”%{? tm,tm+1,C[O R])
et g, . w1 CJO.R) yleallZ o101, R + 11 (o tss CT0.RD)
+hma:r;(HcdH01 ([0,T),H? OR))”CZ”(J [0,7], H2(0 R)))HcdH(;([o T],H2(0,R))

(O,R))) ’

Hlealleory,m30,7))

where f(z,t) = f(cs(x,t), ca(x, t), ce(z,t)),z € [0,R],t € [0,T], C is a positive constant, h and
. . 1
At independent, depending on —.
€

Let € be fixed by €% = 20d

10 (92) we obtain

Od
> IE B3 < (L4 AtB(een) Y BT + Ato| EFIIR
i=d,s 4 i=d,s (94)
Oa
AL ST SR + AT a(m),

i=d,s

where 60(cy ;) is defined by (91) for a convenient positive constant Cy, and

0= CU(||CdHé([07T]7cl(§)) + (1 + ”CdHC([O,T],C[O,R]))z)a

where C,, is a convenient positive constant. The two positive constants Cy and C, are h and At
independent.
Inequality (94) leads to

m—+1
ag,d a0d j ao d
(1= 2t ST IR + At Y DBy < (L+ a0 (D0 IELIR + 1D B3, 13 )
i=d,s 7=0 i=d,s
m m m
+(B(cen) + Bl + o AY Bl + A Y Tera(),
7=01i=d,s j=0 j=0

(95)
for j =0,...,M — 1. Then there exists an upper bound for the time step size Aty = a(‘j’—d, such
that, for At € (0, Atg), we deduce

m—+1
STIESRH R + ALY ID_LE] |15
i=d,s 7=0
1 ao,d 0 (12 0 12
Smm{l aveaay (( (2 1ED4l + 11D-2EG) (96)

i=d,s

0
+o—AtZuEzhHh+AtZTerd )+ A S T I

— — min{1 5 j 0 isas

for j=0,..., M — 1.
Finally, from (96) we conclude (90).

Combining Corollaries 3 and 4 with Theorem 4 we can state the following result:
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Corollary 5 Under the assumptions of Theorems 3 and 4, if A is such that h € A, satisfis
the condition (87), then there exist an upper bound for the time step size Aty q such that, for
At € (0, Aty q, and a positive constant C, h and At independent, such that

m
SOIERIE+ At DB <o D 1B+

i=d,s j=0 i=dl,s (97)
> I Bll} + s + AF),
i=d,¢

form=0,..., M. ™

6 Numerical simulation

This section aims to illustrate the main results of this work: Theorems 1 and 2 for the semi-
discrete approximation defined by (22), (23) and (24), and Theorems 3 and 4 for the IMEX
approximation defined by (63), (64) and (65).

In order to consider a differential problem with a known solution, we replace the problem
described by (1)-(3), by a modified problem obtained by adding in each partial differential
equation a reaction term R;, i =/, d, s.

Let ¢, be the solvent concentration solution of the modified problem defined by c¢y(z,t) =
e~ 150 C(z) + (1), with ¢(t) = ceat(1 — e~ 150) and

~ 1 2 Cext—1  |ax —RI°TY aR(c+1)
=(1-— ext — 1)—
Clx) < m> (Ceat =Dz +—1 (aR—R)"1 " (aR — R)o 1

(‘T—R)7

where we consider the values a = 3, m = 10 and ¢ = 1.7. In this definition, R = 1 mm is
the radius of polymeric platform and the exterior solvent concentration ceys = 755.74 kg/ m3 is
considered constant. Notice that z = % is a critical point and ¢, € H3(Q) satisfies the hypothesis
of Theorem 3.

Let ¢4 be the solid drug concentration solution of the modified problem defined by cy(z,t) = g(z, t) ¥(t),
with

_ 2 _ o+1
exp <— (2 a0)2 ‘—1_1(|)x4 ao| ) , if x > ag
1, if as(t) <z < ag
g(x, t) = (
_ t 2 _ t o+1
\exp (_ ($ a2( ))2 —i_l(’)x_4 a2< )‘ > ’ if < a2(t)
t . -
=, ift<t . . . N
and ¢Y(t) = q t . In this definition, we consider t = 10 s and ag = 0.9 mm. The as(t)
1, ift>1
ap, ift<t
function is given by as(t) = (t—1) . where t1 = T4 = 180s. Notice that
a = —— ift <t <ty,
1

cq € H3(Q) satisfies the hypothesis of Theorem 4.
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Finally, we consider ¢ the solid drug concentration solution of the modified problem defined

10 tx -1
)
e 30 where k = 10 is a constant.

by Cs<$,t): 1+W

Figure 1 illustrates the behaviour of solvent concentration and dissolved drug concentration
in time. As T increases, increases the solvent concentration in the polymeric structure and
increases the dissolved drug concentration in the polymeric regions filled with fluid. A sharp
decreases can be seen near the boundary because all the dissolved drug that attains the polymeric
boundary is immediately removed from this region (homogeneous Dirichlet boundary condition
at polymeric boundary).

Figure 2 illustrates the behavior of solid drug concentration at initial times and values of T’
close to Thar = 180 s. The behavior of the solid drug is the opposite of the behavior of the
dissolved drug. Note with a such behavior these theoretical concentration solutions describe a
phenomenological meaningful drug release problem.

Solvent Concentration for different values of T Dissolved Drug Concentration for different values of T
800 - 1 - e e e e e e

(a) Solvent concentration (b) Dissolved drug concentration

Figure 1: Solvent concentration and dissolved drug concentration for T'= 0, 1, 5, 10, 50, 100 and
180 s
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Solid Drug Concentration for different values of T
1

Solid Drug Concentration for different values of T

099998 -
7]
099996 |-
o

0.99994 -

\ \
= T=100 \ N\
T=180
0.99992 L L !
0 02 04

~
~
0 L . -
06 08 1
X

(a) T=0,1,5 and 10 (b) T = 50,100 and 180

Figure 2: Solid drug Concentration for different values of T

Example 1 In what follows we intend to illustrate Theorems 1 and 2 for the semi-discrete ap-
proximation defined by (22), (23) and (24).

The time integration of the modified IBVP obtained
from (22), (23)and (24) introducing convenient reaction terms to get a problem with the intro-

duced solution, was performed in block using an explicit embedded Runge-Kutta (4,5) included
in the © Matlab ode suite with the code ode45 [21]. We consider the final time T =5 s and the
time grid {tm,m = 0, --- , M} with variable step size less than Atyee = 1 x 1071 5. In order

to avoid the nonlinearity of the modified system, we calculate o and the diffusion coefficients
Dy, Dy and D, considering the solvent concentration at previous times.

The integral term of
first equation was approrimated using the trapezoidal rule.

In the computation of the convergence orders of the numerical approrimations obtained as
described before, we consider

m
1Bl = max HIET R+ AGID-oBL IR, fori=£, d, (98)
EARRS) j:0

I Euplln = max [ EZln (99)
and the rates

I Z4,nln

1E; 77

Y
log {Lmaz

hmaz

log

Rate;

i=10,d,s. (100)

In Table 1 we present the errors E;p,i = {,d, s, and the corresponding convergence rates.

31



H hmax (approz.) H

[ e |

[ arey |

|Bels |Eanlle |Benls | Rate, |
1.2500 x 10~1 2.0177 - 7.5616 x 10! — 1.9104 x 10~1 —
8.3333 x 1072 9.9617 x 10~ | 1.7408 1.3401 —1.4113 || 1.9456 x 10~% | —0.0450
6.2500 x 1072 5.7778 x 1071 | 1.8934 || 4.6153 x 10~ | 3.7052 4.7313 x 1072 | 4.9151
4.1666 x 102 2.6463 x 10~ | 1.9257 || 5.5137 x 10~ | —4.3865 || 4.3432 x 10=2 | 0.2111
3.1250 x 1072 1.4929 x 10~1 | 1.9897 || 3.2682 x 10~! 1.8179 23372 x 1072 | 2.1538
2.0833 x 102 6.7265 x 1072 | 1.9663 || 1.5182 x 10! 1.8909 1.0357 x 1072 | 2.0071

Table 1: Errors || E; 4| g for i = ¢,d, || Es|n and the corresponding convergence rates.

In Figure 3 we plot the logarithm of the error norms (in blue) and a line with a slope 2 (in

red).

107 107 107

(a) Solvent Concentration (b) Dissolved Drug Concentration (c) Solid Drug Concentration

Figure 3: Plot of the logarithmic of the errors on H-norm

Example 2 In what follows we illustrate Theorems 8 and 4 for the IMEX approzimation defined
by (63), (64) and (65) but introducing in this problem the reaction terms as before.

Table 2 includes the errors e; p,1 = {,d, s, and the corresponding convergence rates. In Figure
4 we plot the logarithm of the error norms.

| Aumas (appros.) || | Rate, || | Ratea ||

e ln leanlln lesnln | Rates |
1.2500 x 10~1 1.2654 x 10~1 - 3.7206 x 1072 - 2.3699 x 10! -
8.3333 x 102 5.6080 x 1072 | 2.0069 || 1.4082 x 10~2 | 2.3960 || 7.9176 x 10=2 | 2.7038
6.2500 x 1072 || 3.1175 x 1072 | 2.0409 || 8.4988 x 10~3 | 1.7554 || 4.6400 x 10~2 | 1.8574
4.1666 x 1072 1.3865 x 1072 | 1.9982 || 3.7525 x 10~3 | 2.0162 || 1.9864 x 10~2 | 2.0924
3.1250 x 102 7.7157 x 1073 | 2.0374 || 1.9808 x 1073 | 2.2209 || 1.0165 x 10~2 | 2.3287
2.0833 x 1072 || 3.4440 x 1073 | 1.9893 || 8.7965 x 10~* | 2.0020 || 4.3674 x 10~3 | 2.0834

Table 2: Errors ||e; |5 for i = ¢,d, s, and the corresponding convergence rates.
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(a) Solvent Concentration (b) Dissolved Drug Concentration (c) Solid Drug Concentration

Figure 4: Plot of the logarithmic of the errors on H-norm

7 Conclusions

In this paper we consider the numerical analysis of a semi-discrete approximation and an IMEX
approximation for the quasilinear initial boundary value problem (1), (2) and (3) that are
defined by (22), (23) and (24) and (63), (64) and (65), respectively. It should be noticed that
the nonlinear IBVP (1), (2) and (3) can be used to describe the drug release from a polymeric
platform loaded with drug in the solid state when the drug reservoir is imbedded in a solvent.

Theorems 1 and 2, for the semi-discrete approximation, and Theorems 3 and 4, for the IMEX
approximation, are the main contributions of the present paper. It should be pointed out that
the smooth version of Theorems 1 and 2 were previously obtained in [4]. In the new results
we assume that the fluid concentration and the dissolved drug concentration are in H?(0, R).
The main ingredient in the convergence analysis for nonsmooth solutions is the Bramble-Hilbert
Lemma [5] introduced in the convergence analysis of FDM or of fully discrete FEM in [2] and
[12].

It is important to remark that, to obtain the convergence results for dissolved and solid
drugs concentrations, the uniform boundness of the numerical approximations for the solvent
concentrations has an important role. This boundness is established in both scenarios from
the error estimates and imposing smoothness assumptions on the spatial grid, for the semi-
discrete approach, and on spatial and time grids in the IMEX approach. Numerical experiments
illustrating the proved theoretical rates of convergence are also included.
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