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Abstract

We perform a mathematical analysis of a model for drug dissolution-diffusion in non erodible nor swellable
devices. We deduce a model and obtain a coupled nonlinear system which contains a parabolic equation
for the dissolved drug and an ordinary differential equation for the solid drug, which is assumed to
be distributed in the whole domain into microspheres which can differ in size. We analyze existence,
uniqueness, and regularity properties of the system. FExistence is proved using Schauder fixed point
theorem. Lack of uniqueness is shown when the initial concentration of dissolved drug is higher than
the saturation density in a region, and uniqueness is obtained in the non-saturated case. A square root
function appears in the equation for the solid drug, and is responsible for the lack of uniqueness in the
oversaturated case. The regularity results are sufficient for the optimal a priori error estimates of a finite
element discretization of the system, which is presented and analyzed here. Simulations illustrating some
features of the solutions and a good agreement with laboratory experiments are presented. Finally, we
obtain error estimates for the finite element method used to compute the simulations.

1. Introduction

Numerous mathematical approaches have been proposed to give an adequate theoretical background
to the modeling of drug release from polymeric devices [SS, SP|. The interest in this kind of systems
has increased in the medical and pharmaceutical industry, because controlled drug-release systems allow
for predictable release kinetics, small fluctuations of plasma drug level, diminishing the amount of toxic
secondary effects, among other advantages [ECDD, BSBK]. A precise application is a progesterone-
releasing intravaginal device called CIDR (Controlled Internal Drug Release, InterAg Manufacturing,
New Zealand) depicted in Figure 1. This is an intravaginal progesterone insert used in the beef cattle,
dairy cattle, goat and sheep industries, to release the progesterone at a controlled rate into the blood-
stream. In all species, CIDRs are used for the synchronization of estrus, which can be highly beneficial
in large herds because groups of cows and heifers can be bred at the same time in a narrow window,
achieving a higher pregnancy rate and precise calving dates [LBW, RBO].

We focus here on a model based on a diffusion equation including a continuous dissolution source
described by the Noyes-Whitney equation; other models are based on a moving dissolution front sep-
arating a region of coexisting solid and dissolved drug from a region of completely dissolved drug;
see [CLG, HILCG] for a detailed description of other models.

Up to now, all mathematical studies have consisted in finding exact solutions for simple geometries
using Fourier analysis, or simplified quasi-stationary assumptions, such as fast or slow dissolution rates
relative to the diffusion of the already dissolved drug; which are not realistic in many situations (see [CG]
and references therein). The goal of this article is to study qualitative as well as quantitative properties
of a dissolution-diffusion problem modeling the kinetics of a drug inside a polymeric device, avoiding
the assumption of fast or slow dissolution rate relative to the diffusion. We want to avoid this kind of
assumption to have a model with a wider range of applicability, since there is a large variety of polymers
and drugs, which are combined to design drug-releasing devices [BSBK].

We first prove existence of solutions, and study uniqueness and regularity properties. Secondly, we
propose and analyze an algorithm for the numerical approximation of the solutions, where the regularity
estimates are instrumental for obtaining optimal a priori error estimates. The numerical approximations
allow us to visualize the behavior of the solutions and compute some measurable quantities with a striking
agreement to laboratory experiments performed on CIDR devices.

Preprint submitted to Elsevier August 6, 2015



—
iNi

I alln -H
N
o
AN T
— =+ A
3 A Y a
# ]
7
7y )
S
8.68 -
B-B' @
]
‘ o
=
S
B B
N \ BNV
[
15.34 12.34

Figure 1: CIDR device (InterAg Manufacturing, New Zealand). Photograph (left) and scheme (right). The
inner structure can be observed through transversal cuts denoted by A-A’ and B-B’. Lengths are measured in
millimiters.

The rest of the article is organized as follows. In Section 2 we deduce the mathematical model
and prove existence of solutions in Section 3. Uniqueness of solutions is discussed in Section 4 where
uniqueness is proved under the assumption that the initial concentration of dissolved drug is less than
or equal to the maximum solubility, and the existence of multiple solutions is proved in a situation
where the initial concentration of dissolved drug is above saturation. In Section 5 regularity estimates
are obtained for both state variables, concentration of dissolved drug C and area of solid particles per
unit volume a. In Section 6 we propose a finite element discretization and show some numerical results,
which illustrate on the regularity of the solutions and the good agreement with laboratory experiments.
Finally, in Section 7 we prove optimal a priori estimates for the proposed time-space discretization. We
end this article with a concluding section summarizing our contributions and discussing potential future
work.

2. Mathematical Model and Weak formulation

We start this section by briefly deducing a model for drug dissolution-diffusion in a non-erodible
polymeric device. We consider a model for one drug, which can be either in a solid or in a dissolved
state. We assume that the solid drug is distributed in particles of equal density, dispersed throughout
the whole device, which can differ in mass and volume, but keep a spherical shape when dissolved [CLG].
We also assume that these non-dissolved particles are so small that they do not affect the diffusion of
the dissolved drug, which thus evolves by diffusion with constant coefficient.

Under these assumptions we can state the mathematical model on a domain 2 C R?, occupied by
the polymeric device. If C' denotes the concentration of dissolved drug, following the same steps used to
obtain the diffusion equation with Fick’s law we arrive at the following equation:

oC om

— —DAC = ———, €N, t>0, 2.1

ot ot ‘ 1)
where D is the drug diffusion coefficient and m is the mass of solid drug per unit volume, so that —%—T

is the mass of solid drug being dissolved per unit volume per unit time.



Following [CLG], we use the Noyes-Whitney model for the dissolution of the microspheres, i.e., we
assume that the microspheres dissolve at a rate proportional to the product of their surface area and
the difference between the saturation solubility Cs and the concentration around them. If ¢ denotes the
area of the microspheres of solid drug per unit volume, this can be stated mathematically as

om

W(x,t) = —kpa(z,t)(Cs — C(x,1)), xe, t>0, (2.2)
where kp is the dissolution rate constant of the solid drug particles. Using relations between radius, area
and mass of a sphere we can rewrite (2.2) as

@ _ 4kDﬁN1/2
ot Ps
—_———
B

Va(Cys — O), xreQ, t>0, (2.3)

where N represents the number of particles per unit volume and ps is the intrinsic density of the solid
drug particles.

Statement of the problem.. Adding initial conditions and boundary conditions of Neumann and Robin
type we arrive at the following problem:

% ~ DAC = kpa(Cy — C),  in Qx (0,tp),
%:_gﬁ(cs—m, in Qx (0,¢5),
a = ao, in © x {0}, '
aC
D(?in =0, on 'y x (0,tp),
Dg—::kB(CB—C), on FB X (O,tp).

This problem is stated over @ C R? (d = 1,2,3), which is an open, bounded and connected set with
Lipschitz boundary I' = 'y UT'g. I'p is the nontrivial part of the boundary where drug is released to
the surrounding medium, and I'y = T'\I'p is the insulated part; Cp denotes the drug concentration in
the bulk medium, kp the external mass transfer coefficient, % = VC -n and n denotes the exterior unit
normal to 9. We assume also that

D,kp,kg,Cp € (0, -‘rOO)7 ﬁELOO(Q), 5 >0, (25)

C(),a() S LOO(Q), C(], ag > 0. (26)

Proceeding as usual, integrating by parts in ), we arrive at the following weak formulation of the problem.

Definition 1. The pair (C,a) is called a weak solution of (2.4) if C € L?(0,tp; HY(Q)), with C; €
L2(0,tp; H1(Q)), a € HY(0,tp; L*(Q)) and

(Cy(t), v} + BIC(H), v] = kD/ a(t)(Cy — C(8))v + chB/ v, Voe HY(Q), ae te(0,tr)

I's

Q
/at(t)w:/6(C(t)—Cs)\/a(t)w, vw € L(Q), ae te (0,tp) 27
Q Q
c

(0) = Co, a(0) = ao,

where (f,v) stands for the evaluation of the functional f € H=*(Q) in v € H () and

B :H (Q) x H(Q) =R, B[C,v]:= D/ VOVv+kg | Cu.
Q I'e



The space L?(f2) is the space of Lebesgue measurable functions on §2 which are square integrable,
H(Q) denotes the usual Sobolev space of functions in L?(Q) with weak derivatives of first order in
L?(Q) and H~1(Q) denotes the dual space of H*(£2). The spaces LP(0,tr; X) denote the usual spaces
of weakly measurable functions f : [0,¢r] — X, such that fOtF | f(®)||% dt < oo. The space H(0,tp; X)
denotes the space of functions in L?(0,tr; X) with weak derivative of first order in L?(0,tx; X); see [T,
Chapter 3] for details and main results.

Since we only consider weak solutions to (2.4), we will usually omit the word weak in the sequel.

Remark 2. The following Friedrich inequality holds for a constant Cr depending on I'g and €:
loli3e@) < CF (1901320 + 0132y ) Vo € H'(@). (2:8)

As an immediate consequence of this and the trace theorem, the bilinear form 4 is coercive and bounded,
i.e., there exist positive constants Cy, Cy such that, for all v,w € H(Q),

Cil|v[3r 0y < Blo,0] and  Blv,w] < Coljvll o) l|wll (o) (2.9)

These constants C;, Co depend only on D, kg, I'g and €.

3. Existence of solutions

In this section we prove the existence of solutions of (2.4) by using Schauder fixed point theorem.
Problems with similar features have been studied in [AV, DS]. The proofs in [AV] are based on a
regularization of the non-Lipschitz term and the proofs from [DS] are based on an iteration at the
infinite-dimensional level. Even though the proofs of [AV, DS] could be adapted to our problem, we
decided to include a new proof to make the article more self-contained. The main result of this section
is stated at the end as Theorem 6.

3.1. Fized point formulation.

We notice that if C' were known, an explicit formula for a could be obtained by solving an ordinary
differential equation. More precisely, the following lemma holds, whose proof is trivial and is thus
omitted.

Lemma 3. If C € L?(0,tp; HY(Q)), C; € L*(0,tp; H-1(Q)), C(0) = Cy and

<Q@M+$W@ﬂ=@/

a(£)(Cs — C (1)) + chB/ v, Vo HY(Q), ae te(0.tr) (3.1)

T's

with
2

a(t) = max {O, Vag + %/0 B(C(T)—Cs) dT} , vt € [0,tr], (3.2)

then (C,a) is a weak solution of (2.4). In other words, if C is the weak solution of the (linear) diffusion
problem

% — DAC + kpaC = kpaCs, in Q% (0,tp),
aC (3.3)
Dain =0, on 'y X (O,tF),
DaOZkB(CB—C), onTp x (0,tp).

on
with a satisfying (3.2), then (C,a) is a weak solution of (2.4).

In the following, we will prove the existence of C' satisfying (3.1) resorting to Schauder fixed point
theorem [GT, Corollary 11.2, p. 280]. We define

B = L2(07tF; Lz(Q))a
G={uecB:0<u<C(Cfor almost all t € [0,¢r] and almost all z € Q},



with Cy = max {HCOHLOO(Q),CS} and notice that G is a closed convex subset of B. Furthermore, we
define the mapping T': G — B as follows: given C € G, we define a as

alt) maX{O,\/%Jr ;/Otﬁ (¢ -c.) dT}Q, (3.4)

and notice that a € L(0,tr; L>(Q)), because (3.4) yields

1 B 2
002 (Jlaoll2e) + 5telBlm@Co) = o (35)

Finally, let C' = T'(C) be the weak solution of the linear diffusion equation (3.3) with a given by (3.4),
which exists and is unique due to the basic theory for parabolic PDE [E]. Moreover, using standard
arguments (as in [E, Section 7.1.2]) we obtain that

||C||2L2(o,tF;H1(Q)) + ||Ct||2L2(0,tp;H*1(Q))

< Cs (1Coll3(0) + 190tr 0 0.1 () + kECHITBER)  (3.6)

with C3 depending only on D, kg, kp, Cs, Cp and Cp.
In the next section we will prove the existence of the fixed point C' of T and existence of weak solutions
of (2.4) will follow from the next lemma, whose proof is also trivial and thus omitted.

Lemma 4. If C € G is a fized point of T, i.e., T(C) = C, and a is given by (3.2), then (C,a) is a weak
solution of (2.4).

3.2. Existence of a fixed point

We have already noted that G is convex and closed in B, which is one assumption of Schauder fixed
point theorem [GT, Corollary 11.2]. Recalling that for C € G, always C := T(C) € L?(0,tr; L?(£2)), the
next proposition implies that T(G) C G, which is another assumption of the theorem.

Proposition 5. Let a € L>(0,tp; L°(Q2)) with a > 0, let Cy € L>=(Q?) with Co > 0, and let C be the
weak solution of (3.3). Then 0 < C < Cy = max {[|Co||=(q),Cs} for almost all x € Q and almost all
t € [0,tr]. Moreover, if Cy > Cg, then C > Cp for almost all x € Q and almost all t € [0,tp].

Proof. Setting v = (C — C’o)+ :=max{C — Cp, 0} in (3.1) and taking into account that we have defined
the constant Cy as Cy = max {HCOH L(Q)> CS}, we obtain the following equality:

<(C—C"O)t,(C—C‘O)Jr)+D/Q‘V(C—CO)+’2+kB/F (C—Cp)(C-Gy),

B

— /Qk:Da(Cs *C) (C* 00)+7

or equivalently

1d 2

2 dt

- éo)+H;(Q) vo||vie-co),|, ko /FB@ ) (C-Gy),

L2()
_ / kpa(C, — C) (C = Co)., .
Q

Since C < O, < Cp, at those points where (C — CO)+ # 0 we have C — Cy > 0 and then

(] C>C’QZCB yields (C*CB) (C*CO) ZO,

+

e C > Cy > C, implies (Cs — C) (C —Cp) , <0.

+



< 0, and thus, for all ¢ > 0,

We thereupon conclude that 2 5% H ‘ L)

o). |-,

which readily implies Cy — C' > 0 for almost every z € Q and ¢ > 0.
In an analogous way, one can prove that Cy > Cp (resp. Cy > 0) implies that C > Cp (resp. C' > 0)
for almost all ¢ € [0,tr] and almost all z € Q. O

S[CORN

L2(Q)

3

L2(Q) L2(Q)

Another assumption of Schauder fixed point theorem [GT, Corollary 11.2] is the continuity of 7' :
G — B. Given Cth € B, let aj, ay be defined by (3.4) with Cl, 02, instead of C respectively, and
let Cp = (C’l), Cy = (C’g). Then the difference §C := C; — Cy is the weak solution to the diffusion
problem

a(;sTc — DASC = kp(a1(Cs — C1) — as(Cs — C3)),  in Q x (0, ¢5),
0C =0, in Q x {0},
26C
Dgn =0 on Ty x (0, ),
D%LC — _kpoC, on Tg x (0, t5).

Standard energy estimates for parabolic problems yield

C — C2H2L2(o,tF;H1(Q)) <G4 (||él - éQH%"’(O,tF;L?(Q)) + [Jar = a2||i°°(0,tF;L2(Q))) )

with C4 depending on the problem parameters. We finally observe that, since the mapping z — (z)4 =
max{0,x} is Lipschitz continuous with constant one, we have

a1 — a2||%°°(0,tp;L2(Q)) < AOtF|Q|H5||2Loe(Q)Hél - é?H%?(o,tF;LZ(Q))a

so that there exists Cs depending on the problem parameters such that

IC1 = CallZ2(0,4p: 1 (2)) < C5llC1 = Call 20,0120

We thus conclude that the mapping T : G — B is continuous.

In order to show that all assumptions of Schauder fixed point theorem hold, we still need to prove that
T(G) is precompact in L2(0,tp; L2(R2)). This is a consequence of the estimate (3.6) and Theorem 2.1
of page 271 in [T] which implies that the space {v € L%*(0,tp; H'(Q)) : v, € L*(0,tp; H1(Q))} is
compactly embedded in L?(0,tr; L?(£2)). Schauder fixed point theorem [GT, Corollary 11.2] thus implies
the existence of a fixed point C' € G of T. We summarize the findings of this section in the following
theorem.

Theorem 6 (Existence). Let Q C R? be a bounded domain with Lipschitz boundary 0Q = 'y UTg,
and D, kp, kg and Cp positive constants, 8 € L>(Q), 8 >0, 0 < Cp < Cs, and Cy,a9 € L>®(Q),
Co,a0 > 0. Then there exists a weak solution of (2.4), i.e., there exists a pair (C,a) of functions
with C € L*(0,tp; HY(Q)), C; € L*(0,tp; H1(Q)) and a € L?(0,tr; L3(Q)) satisfying Definition 1.
Furthermore, the following estimates are valid:

0<C<Cy 0<a, a.e. (z,t) € Qx[0,tp], (3.7

and, moreover, if Co > Cp, then C > Cp. Also,
2

t
a(t) = <\/CTO+ %/ B(C(r) —Cy) d7> , a.e. (x,t) € Qx[0,tp], (3.8)
0 +
so that )
1 _ _
0= (Jaoll2 e, + 5telBlm@C) = o (39)

Moreover, since {v € L*(0,tp; HX(Q)) : v, € L?(0,tp; H=Y(Q))} is immersed into C([0,tr]; L2()) [T,
p. 260, Lemma 1.2], C is continuous from [0,tr| into L*(9).



4. Uniqueness

In this section we will study the uniqueness of weak solutions of problem (2.4). We will consider two
situations that only differ in an assumption on Cj related to the concentration of maximum solubility
Cs (or saturation). We first show a situation with Cy > C5 in some region of € where there could exist
at least two solutions. Then we will show that if Cy < Cy in € uniqueness holds.

4.1. Initial concentration above saturation

In this section we show that if Cy > Cs in some region of the domain €y of positive measure and
ap = 0 in £, then there exist at least two solutions of problem (2.4).

On the one hand, Theorem 6 guarantees the existence of a solution (Cy,aq) of (2.4) such that
C: € C([O,tp],LQ(Q)) and

2

1 t
a1<x,t>=(2/ﬁ<cl—cs>df) L e 0<i<tp
0

+

We claim that |1 12(0,¢,;02()) > 0. In fact, due to the continuity of Cy from [0,tx] into L?(Q2),

1 t
limf/ /(C’l—C’S)dezz/ (Co— Cy)da > 0,
t—0 t Qo Jo Qo

Therefore, there exists t; > 0 such that
t
/ / (€ —C)drde >0,  Vie[ot],
Q0 /0

and thus Ha1||L2(0,tF;L2(Q)) > 0.
On the other hand, we define as = 0 and let C; be the weak solution of the following classical
initial/boundary problem obtained taking a = 0 in (2.4):

C, — DAC =0, in Q x (0,t5),
C= Oo in Q x {0}, (4 1)
DVC -n=0 on 'y x (0,tp), ’

DVC -n= k‘B(CB — C) on FB X (O,tF).

Then (Cs,az) is also a solution of (2.4), which is clearly different from (Cj,aq), because a; = 0 and
Ha1 ||L2(0$tf;L2(Q)) > 0.

Remark 7. In order to have more than one solution, it is necessary that Cy > C, in some region of
the domain. In the next subsection we consider the case Cy < Cj, and we show uniqueness of solution,
regardless of the initial condition for a; with the only assumption ag > 0. If Cy < Cs and ag = 0, the
problem (2.4) has a unique solution and it is the pair conformed by a = 0 and C' the unique solution
of (4.1).

We conjecture that there could be multiple solutions when Cy > C; in a subset of positive Lebesgue
measure even if ap > 0 almost everywhere in 2. We believe that the following situation is feasible: If ag
is small where Cy < Cj, then a will decrease and could attain zero value in finite time in that region. At
the same time, by diffusion, the concentration C could grow up in that region. Then, it could happen
that at a certain time ¢ > 0 there will be a region of positive measure contained in 2, where a(-,t) =0
and C(-,t) > Cs. From this point on there could be two solutions like the ones presented above.

This appearance of multiple solutions is related to the high instability present in the initial phase of
crystal formation.

4.2. Initial concentration below saturation

Theorem 8 (Uniqueness). If Cy < Cs problem (2.4) has a unique solution.



Proof. Let (C1,a1) and (Cs, az) be solutions of (2.4). Then

[ (@ = = [ 5(C1 = Cova = (Ca = Covamw
- /Q B(Cy - Ca)farw + /Q B(C, — o) (Vaz — Varyw

for all w € L?(Q) and almost all ¢ € [0,tr]. Taking w = a; — ay we obtain:

2dt||a1 as|72(q) = /,B\F(Jl C2)(a1 — az) //30 C2)(Vaz — vai)(ar —az).  (4.2)

From the assumption, Cy = max{ ||Col| (), Cs} = Cs, so that by Proposition 5, 0 < C1,Cy < Cs a.e.,
and Cs — Cy > 0. Also, as a consequence of the second equation in (2.7), 0 < a1 < ||agl|z~(n). Due to
the monotonicity of the square root, (y/az —1/a1)(a1 —az) < 0, and the second term of (4.2) is less than
or equal to zero. Hence

d
Gllor =l < [ (€= 2P + Jaalm@l18l e | (1 = ea)® (43)

C

Analogously,

<(Ol — Og)t,’U> +<@[Cl — CQ,U] = kiD/

Q(Cs — Cy)(ay —az)v —kp / (C1 — Ca)av.

Q
Taking v = C1 — Cy and applying [T, Lemma 1.2, Chapter 3, p. 260] we obtain:
d
10 = Callia < 20k [ (€= Co)(ar = a2)(Cr = ) < KCE [(C =P + [ (@~ ),

because 0 < Cy < C; implies 0 < Cy — Cy < C5. This bound and (4.3) yield

d
= [lar = @iz + 1161 = Califagoy)

< max{l + ]{/’DCQ 1+ (C} [||a1 — G/QH%Q(Q) + HC1 — CQ||%2(Q):| ,

and the claim follows by Gronwall inequality. O

5. Regularity

In this section we present regularity results for the solution (C,a) of problem (2.4) under the hy-
potheses that guarantee unique solution. From now on we assume that the assumptions of Theorems 6
and 8 hold and (C, a) denotes the unique weak solution of (2.4), i.e., 0 < C < Cy, 0 < a < |lagl| ()
and (3.2) holds. In each of the statements that follow, we only mention the additional assumptions that
imply further regularity.

Proposition 9. The time derivative of \/a exists and satisfies

(\/&)t = —g(CS — C)X{\/a>0} € L2(07tF;L2(Q)),
that is, \/a € HY(0,tr; L?(Q)); also (v/a); € L=(0,tp; L>=(Q)).

Proof. From (3.2) we have that \/a = ( -3 fo B(Cs — C) dT) . Since C € L%(0,tp; H1()),
+

1
*\[ (O O)X{m,% JEB(Ca—C)ar>0} = *55(03 - C)X{\/E>0}7



in the weak sense in  x (0,x), which in turn implies that \/a € H'(0,tz; L?(Q2)) and (v/a); = —g(CS -
C’)X{ﬁ>0}. Besides, for a fixed ¢

I(Va)illze (@) < *IIf)’IILm(Q 1(Cs = ONlz=(o) < 5 le, 18]l ()

due to Theorem 6, whence (y/a); € L(0,tr; L()). O

In the next proposition we prove that the spatial regularity of a and y/a is higher if \/ag and § are also
more regular. It is worth mentioning though, that since there are no space derivatives in the equation
for a, there is no regularizing effect. On the other hand, the appearance of v/a on the right-hand side of
the equation for a; is responsible of two issues. The value of a reaches zero at finite time, and the space
regularity of \/a (resp. a) cannot be higher than H'(Q) (resp. H?(Q)) after that time instant.

Proposition 10. If \/ag, 8 € L°°(Q) N H'(Q), then \/a, a € L*(0,tr; H(Q)).

Proof. From the assumption on B and the fact that C € L?(0,tp; H(Q)) N L2(0 tF,LOO(Q)) we
have 3 (C, —C) € L?(0,tp; H(Q)), and fot B(Cs — C) € L™®(0,tp; H'()), with - fo =
fg % (B(Cs — C)). Thus, for a fixed t € [0,tp], due to (3.2)

2 im (B L[ o000 ) s

and v/a € L%(0,tp; H()).
Since a = (v/a)? and \/a(t) € L>®(Q) N H'(Q), for each ¢, we have 8%/1 = 2\/58%\/5. Now, va €
L2°(0,tp; L°(Q)) N L2(0,tp; HY(Q)) yields a%_ia € L2(0,tp; L2(Q)) and thus a € L?(0,tp; HY(Q)). O

In order to prove higher regularity of C' we observe that if the pair (C,a) is a weak solution of (2.4),
then C is a weak solution of the diffusion equation

%%_DACZL in Q x (0,tg),
C = Cy, in  x {0},
oc (5.1)
D% =0, on 'y x (O,tp),
Dg—i kp(Cp —C), onTpx(0,tp).

with f = kpa(Cs — C) € L*(0,tr; L3(R)), so that the same proof of Theorem 5 in [E, p. 360] allows us
to conclude the following theorem.

Theorem 11. If Cy € H' (), then
C e L>(0,tp; H'(Q)), Cy e L*(0,tp; L* ().

Assuming more regularity of Cy and compatibility with the boundary conditions we obtain higher
regularity of the concentration variable C. The proof of this result is analogous to that of Theorem 5 (ii)
in [E, p. 361], taking into account the different boundary conditions, and using that f; = (kpa(Cs—C)); €
L2(0,tp; L2(92)).

Theorem 12. Let Cy € H*(Q), D%ao = 0 on I'y, Daaao = kp(Cp — Cy) on I'p, then C; €
L>(0,tp; L2(Q)) N L2(0,tp; HY(Q)) and Cy € L*(0,tp; H-H(Q)).

If we assume further regularity of 02 and that I'y and I'p are separated we can prove more space
regularity for C.

Theorem 13. Assume Cy € H?(S2), and D%CO =0onTy, D%Co =kp(Cp—Cy) onT'p. If Q C R?
has a boundary T € C*' such that T =T UT'p and dist{T'x, T} > 0, then C € L>(0,tp; H2()).



Remark 14. The assumption dist{T'x, Tz} > 0 is only necessary for the existence of § € C°>°(R%) such
that 0 |r,= 0 and 0 |r,= 1. This will allow for an extension of the boundary values which will in turn
permit the use of elliptic regularity to conclude the assertion of the theorem. Many commercial devices
have their outer boundary releasing drug to the bulk medium, whereas they have an inner boundary
touching a solid elastic core, which is insulating; this assumption is thus fulfilled in practical applications.

Proof. By Theorem 11 we know that C' € L>(0,tp; HY(Q)), C; € L?(0,tp; L*(Q2)) and

(Cyv) + B[C0] + kD/

aC’v:kD/ aC’sv—l—kBCB/ v, Yv€ H' ae. te(0,tr),
Q Q I'p

Let us define f := kpCsa—C;—kpaC. Theorem 11 implies that f(¢) € L?(Q) for almost every t € [0, tx],
for which C(t) is a weak solution of the following (elliptic) problem:

—DAC = f, in Q
D8£ =0, on 'y,
On
Daﬁz—kB(C—CB), on FB-

on

Since dist{T'y, I'g} > 0, there exists § € C(R?) such that 0|, = 0 and |r, = 1. Let us define
g:=—kp(C — Cp)f. Then g(t) € H(Q) for almost every t € [0,tr] because C(t) € L>=(Q) N H(Q) for
almost every t € [0,tr] and § € C°°(R?).

Moreover, for almost all ¢ € [0,tF], [|9]la1 (o) < Cl|C|la1 () + C where C, C depend on 6, Cg and kp.
By construction, g|r, = —kp(C — Cp) and g|r, = 0, and then C(¢) is weak solution of

—DAC+C=f:=f+C, inQ
oC
Dain_ga

Finally by Corollary 2.2.2.6 [Gr, p. 92], we have that C € H?(2) and

on Of).

ICl 20y < C (IIf + Cllizz) + gl m (o) < C (HfHL2(Q) +1Cllz2(0) + C1l|Cll a1 (o) + @) ,

where C depend on © and D. By Theorems 12 and 11, we have 1C oo (0,¢ ;12 (2)) 18 finite. O

It is interesting to note that regularity results for this problem have a limitation due to the presence
of v/a. This term implies that a vanishes in positive measure sets at finite time, and a(t) does not belong
to H3(Q) even if ag belongs to H> ().

6. Discretization and simulations

In this section we present a finite element discretization and some simulations which show an excellent
agreement with laboratory experiments. Besides, they allow us to visualize some features of the evolution,
such as the lack of regularizing effect on the variable a. The proof of the error estimates is postponed to
Section 7.

0.1. Finite element discretization and error estimates

We consider a conforming and shape regular triangulation 7 = Ty, of Q, such that Ure, T = Q with
h := maxrpeT, diam(T"), and the following finite element spaces:

Vi ={ve H (Q) :v|lr € 2, VT € T1.}, Wy ={w e L*(Q) : w|lr € Py, VT € Tr},

where &, is the space of polinomials of degree less than or equal to /.
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Let At be the time step, and let ¢, = nAt, n =0,1,.... Using a backward Euler discretization for
C' and taking into account formula (3.2) for a we arrive at the following definition of C™ and @™, which

denote the approximations of C(t,) and a(t,), respectively. Let C™ € V}, and a™ € W), be defined as:

(C™,v) + AtB[C™ ,v] + Atkp(C™a" ", v)
= AtkpCy(a"*,v) + Atkg(Cp,v)r, + (C" 1 v), YveV,
L[t -
Vanr = (Van_l_i/. 5(Cs—0")+) ,
tn—1

+

(6.1)

forn =1,2,..., with C™ the L?(Q2)-projection of C™ on Wj; C° € V}, and a° € W)}, the initial discrete
conditions and (-, -) denotes the L?(£2) product. We chose C as the Lagrange interpolant of Cy and a°
as the L?({2)-projection of ag on Wj,.

Existence of {(C™, a™)},>1, stability bounds and the following error estimates are proven in Section 7.
From now on (C,a) denotes the weak solution to (2.4) and {(C™,a™)},>1 are given by (6.1).

Theorem 15. Ifa € H'(0,tr; L2(2)), C € HY(0,tp; HX(Q)) and Cy € L2(0,tr; H-1(2)), then

max ||Cn - C(tn)HLz(Q) + H\/GT -V a(tn)HLz(Q)

1<n<tp/At

< C;, [ [IC° = C0)]| o g + V" = Va(O)|| 2 + 2+ A

where Cf_ depends on ||a|| g1 (0,t5:22(9)), |ClH (0,651 () and [|Chel| 20,0551 (2)) and the parameters
of the problem, but is independent of the discretization parameters h and At.

Using the regularity estimates from Section 5 we obtain the following corollary.

Corollary 16. If Cy € H?(S), D%CO =0 onTly, Dé%CO = kp(Cp — Cy) on T'p then the assertion
of Theorem (15) holds with Cj;,_ depending on the end time tg, on ||lao||z=(), [|Colla2(Q) and on the
parameters kp, Cs, ||B]|z~(q) of the problem, listed in (2.5), but independent of h and At.

Furthermore, if we assume that the assumptions of Theorem 13 hold, then C € L*(0,tr; H*(Q))
and we find a bound for the error of C in a norm analogous to the L?(0,tz; H'(€))-norm.

Theorem 17. Assume that Q has boundary of class C*' and dist{Tn,Tg} # 0. If Cy € H?(Q2) and
D(,%C’O =0onIy and D(,%CO =kp(Cp — Cy) onT'g. Then there exists a constant C;‘F that depends
on the final time tr, on ||aol|L~(q), [|Collm2() and on the parameters kp, Cs, ||B| 1= () of the problem,
listed in (2.5), but is independent of h and At, and

M _ 12
(D ate - c)ling) < C [IC° = CO) @) + IVa® = VaO) |z + b + At
j=1

6.2. Simulations

We now report some qualitative and quantitative properties of the solutions of (2.4), which we
obtained from computing with the numerical method presented in the previous section. The code was
developed in MATLAB using ideas from [FPW, RV] for the fast assembling of the linear systems.

We focus on the solution of the problem on the commercial device called CIDR (InterAg Manufactur-
ing, New Zealand) and alluded to in the Introduction (see Figure 1). We recall that it is initially loaded
with 1.9g of Progesterone, and is used by cattle producers to achieve estrous synchronization, which in
turn allow a better outcome of artificial insemination; see [DMNG] and references therein.

The parameter values used for the simulation of the drug release from this device, taken from [DMNG],
are stated in Table 1; Cy denotes the initial concentration of dissolved drug and mg p, ag,, stand for the
initial mass and area of each particle of solid drug, respectively, whereas Num is the total number
of particles in the device, which we assumed evenly distributed. The diffusion coefficients Dapao and
Dapeo correspond to a liberation media with 40% and 60% ethanol in water, respectively, and kp is the
dissolution rate of the particles of solid drug. The coefficient kg is a mass transference coefficient and
C; is the saturation concentration or maximum solubility. V denotes the volume of the device, ps the
intrinsic density of the solid drug particles and C'p the concentration of drug in the liberation medium.

11



Co 0.513 [Kg/m?]

mo,p 1.0550e-12 [K¢]
ao,p 4.5239¢-10 [m?]

Dapao 1.670e-10 [m?/s]

Dap6o 2.701e-10 [m?/s]

Num 1791672552
kp 6.59e-6 [m/s]
ks le-3 [m/s]
@ 0.513[K g/m?
1% 1.9075e-5 [m®]
s 1.1660285e+03 [K g/m®]
Cr 0

Table 1: Initial conditions and parameter values for the CIDR device.

Even though the device is three-dimensional, we assumed that it is composed of two cylindrical pieces,
insulated at both ends. One piece is 19cm long with cross section A-A’ as in Figure 1 (right), and another
one is 10.37cm long with cross section B-B’. The lengths have been chosen to match the volume of the
original device. This simplification allows us to compute on two-dimensional domains, saving a lot of
computational time; the comparison of drug release with laboratory experiments is excellent, so this
dimension reduction is worthwhile.

6.3. Transversal section A-A’

In order to compute on the cylindrical piece with transversal section A-A’; we generated a mesh with
Gmsh version 2.5.1 [GR] for the A-A’ section and h = 0.22 x 10~ "m, which has 22 847 vertices and 44 392
elements; see Figure 2.

B
H
B

Seseeee

Figure 2: Triangulation of 22 847 vertices and 44 392 elements, for the cross secction A-A’ of the CIDR device.

In Figure 3 we show the distribution, at different time instants, of dissolved drug C and area per unit
volume of the solid drug particles a.

We can observe that C' is smoother than a, due to the regularizing effect of the term DAC' in the
differential equation. It can also be observed that there is a front separating the region where a = 0 from
the region where a > 0. The function C' is smoother and satisfies a diffusion equation in the region where

12



Figure 3: Concentration of dissolved drug C (left) and area per unit volume of solid drug particles a (right) at
t = 3hs (top), 84hs (middle) and 168hs (bottom).
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a vanishes, with a Robin-type boundary condition in the outer boundary of the device and Dirichlet-type
boundary condition C' = Cj5 at the interface where a starts to be positive.

TS
LS

Figure 4: Three-dimensional profile of the dissolved drug concentration C' (left) and the area of solid particles
per unit volume a (right) for ¢ = 84hs (top) and t = 168hs (bottom). We see that C' ~ Cs where a > 0 and C
looks like a solution to a pure diffusion equation where a = 0, with a Robin-type boundary condition in the outer
boundary.

In order to observe better this features we plot a 3D-graphic of C' and a in Figure 4 for ¢ = 84hs and
t = 168hs. We see that C' =~ Cs where a > 0 and C looks like a solution to a pure diffusion equation
where ¢ = 0. It is also worth observing the lack of regularity of a, in contrast to the regularity of C,
which is enforced by the diffusion term DAC.

We end this section showing in Figure 5 the concentration of dissolved drug C' and the area of the
solid drug particles for times ¢t greater than seven days. Even though these devices are used for a one-
week period, it is important to know how much drug remains inside the device, and where, in order to
optimize their shape to minimize negative consequences to the environment.

6.4. Transversal section B-B’

Computation of the solution

To compute on the cylindrical piece with transversal section B-B’ as in Figure 1 (right), we generated
a mesh of the B-B’ section with Gmsh, obtaining a triangulation with » = 1.32 x 10~"m, 16 184 vertices
and 30888 elements (see Figure 6).

In Figure 7 we show the distribution of dissolved drug and area per unit volume of the solid drug
particles, for different time instants.

6.5. Comparison with experimental data

We now compare our numerical results with experimental data obtained at Instituto de Desarrollo
Tecnoldgico para la Industria Quimica (INTEC-CONICET-UNL). They performed measurements of
released drug from CIDR devices in vitro. Several devices were sunk into different stirred containers

14



Figure 5: Concentration of dissolved drug C' (left) and area per unit volume of solid drug particles a (right) at
t = 276hs (top) and ¢ = 336hs (bottom).

Figure 6: Triangulation of 26 184 vertices and 30 888 elements, for the cross secction B-B’ of the CIDR device.

15



Figure 7: Concentration of dissolved drug C' (left) and area per unit volume of solid drug particles a (right) at
t = 3hs (top), 84hs (middle) and 168hs (bottom).
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with 40% and 60% of ethanol in water. The released drug from the devices was measured after 1, 2, 3,
4,5, 6, 12, 24 hours, and from that moment on, once every 24 hours, for seven days.
We computed the total amount of released drug at time ¢ from each piece using the following formula:

Q(t) = total amount of initial drug — total amount of drug at time ¢

4 n)\3
= Num X mgp — gﬂ'pSL/ (Tﬁ) — L/ C,
Q Q

where L is the length of the piece and (2 is the two-dimensional cross section.
The sum of the drug released by both pieces according to our numerical calculations, versus the
experimental measurements can be observed in Figure 8.

3 -3
x10 x10

released drug [Kg]
\
O\\,\
released drug [Kg]

0 50 100 150 0 50 100 150
time [hours] time [hours]

Figure 8: Drug release according to the numerical simulation versus experimental measurements in a solution
of 40% ethanol in water (left) and 60% (right). The simulation was done considering a device composed of
two cylindrical pieces. One shaped as the A-A’ cut and length 19cm, the other one shaped as B-B’ and length
10.37cm. The agreement between our computations and the measurements is remarkable, and comparable to
the computations on the three-dimensional domain reported in [DMNG]; where meshes with almost four million
elements were needed.

We observe that the computations according to this proposal fit the experimental data very well.
Visually, the fit is equal to the one obtained in [DMNG], where three-dimensional computations, on a
mesh with 3816762 elements were performed. It is interesting to note that adding the contributions
of the two bi-dimensional meshes that we used, we arrive at 75280 elements and 39031 vertices. The
computational cost of our proposal is significantly lower.

Remark 18. If we consider initial conditions ag = 0 in 2 with Cy > Cs in some region, we know that
there are multiple solutions (see Section 4.1). From (6.1) we notice that the numerical method will choose
the solution with a = 0, and therefore will approximate the pure diffusion problem (4.1) for the variable
C measuring the concentration of dissolved drug.

7. Proofs of error estimates

The main goal of this section is to prove Theorems 15 and 17, which state error estimates for the
discretization proposed in Section 6.

7.1. Existence

Observing (6.1) we notice that the definition of C™ involves ™! and not a”, so that C™ can be
computed first. Writing the first equation of (6.1) using a basis for V}, we are led to a linear system with
a symmetric positive definite matrix, and existence of C™ is thus guaranteed. The definition of a™ in the
second equation of (6.1) can be simplified as

Var = (W — SAB(C, - 0”)+) ,

+
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where we have changed the integral in the definition of a™ by a multiplication by At.
In order not to clutter the notation, in the rest of the article we will use ||- || to denote the L?(€2)-norm,
| - [l#: to denote the H'(€2)-norm, |- || 2(g1) to denote the L?(0,tp; H'(2))-norm, etc.

7.2. Stability
From the definition of a™ we observe that 0 < a™ < a1, so that [|a”|| < [[a®7 || < -+ < [|a].

To study the stability of C™, we take v = C™ in (6.1) and obtain
(C™,C™) + AtB[C™,C"] + Atkp(C™a" 1, C™)
< AtkpCylla™ H[|C || + AtksCrITs|" 21 C™ |2 () + IC™HIIC™.

By Cauchy inequality and (2.9)
At
IC™|1* + AtzlC™,C"] < (C*lk%(f;"llan_lll2 + AtkpCBIUp| + [C™H7,

which yields the existence of Cg, C7, Cg depending on problem data such that
IC™* = IC"H|? + AtC1[|C™[[Fr < At (Cella™||* + Cr) < CsAt.

Adding on n from 1 to M := [trp/At] we obtain the following stability estimates:

M
 max [|C7]%, (ClAtZ_:l IC™ |7 < IC°)1* + Catr. (7.1)

7.8. Error estimation

In what follows we will make use of the L2-projection on W}, and the Ritz projection on Vj,.

As in the definition of a™, 4 denotes the L?-projection of u onto Wy, i.e., u € Wy and (4, xr) = (u, X1),
for all T' € Tp,. Applying Poincaré-Friedrich inequality, using that i = |T1| fT u for each T' € T, we
obtain that

la —ul| < C*hllu|| g1, Yu € H'(Q), (7.2)
where C* is a constant that depends only on the dimension of the space.

Also, we define Rju as the Ritz projection with respect to the inner product induced by the bilinear
form A(-,-] in HY(Q), i.e.,

RpueVy: BIRpu —u,v] =0, Yv € V.

Standard interpolation theory [B, BS, Ci] and error estimates of finite elements for stationary problems
allow us to affirm that, if Q has boundary of class C*! and dist(I'y, ') > 0, then

|Rpv — v|| < Chl|v| g, Yve HY(Q), (7.3)
and ~
|Rhv — v||gr < Chljv||l g2, Yo € H?(S), (7.4)
with C depending on the mesh regularity.

Remark 19. The assumptions about the regularity of 92 and the distance between boundaries of different
kind guarantee that the elliptic problem has H? regularity, i.e., given a source term L?(Q) the solution
belongs to H?(2). Estimate (7.4) is a consequence of Céa Lemma and standard interpolation estimates.
The proof of (7.3) uses the Aubin-Nitsche trick.

The following estimates will be used in the proof of the main result. Their proof is straightforwad
and will thus be omitted.

Lemma 20. Let C € H'(0,tp; HY(Q)) and Cy € L*(0,tp; H-1(Q)) then
5 5 ,_ C ot 2 5 2 t" 2
10:RRC (tn) = 9eC(tn)II” < =1~ 1Cillzra ds,  [[Ciltn) = 0:C(tn) -1 < At [Cre ()1 ds.

tn71 tn71

Hereafter, Ov(t,) = (v(t,) — v(t,_1))/At.

18



In order to prove Theorem 15 we split the error C™ — C(t,,) as a sum of two terms:
C" — C(ty) = (C™ — RpC(tn)) + (RC(tn) — C(ty)) = 0% + p¢. (7.5)

The term pg is easy to bound using the spatial regularity of C' and (7.3)-(7.4). The main goal of the
next lemma is to bound the L?-norm of 6.

Lemma 21. Under the assumptions of Theorem 15, we have, forn =1,2,..., M,

tn ~
10617 < 1621 + Cane (VAT = Va4 At [ (o) P s + ER2ICI oy
tn—1
C2p2 [in ) tn ) (7.6)
| Iee s A [ G as)

tn—1 tn—1

+

Proof. 1f we denote 0;C™ = (C™ — C"~1)/At, the first line of (6.1) reads:

BIC™ 0] = k:D/

(Cy — C™)a" o + kBCB/ v — / 9,C™, Yv e V.
Q I's Q

On the other hand, RyC(¢,) satisfies

BIRpC(tn),v] = kp / (Cs — C(tn))a(ty)v + kBCB/ v — / Cy(tn)v,
Q T's Q
for all v € V},. Subtracting the above identities, we have, for all v € V},

BIC™ — RpCl(tn),v)] = kD/

(C, — C™a" M — kp / (Cy — Cltn))albn)v
Q

Q
oz,

+ [ (@t ~3icmye
Q
=kp / (Cs — C(tn) (@™t —a(ty))v + kp / (C(tn) —C™)a™ 1o
Q Q
+ [ (€uttn) -3y,
Q
Recalling that 6% = C™ — R,C(t,,) and setting v = 67 € V}, we are led to the following bound

#06.96) < ko /Q (Cs = Cta)) ("™ = a(tn))08 — kp /Q (RuCl(tn) — C(ta)) a™ 0%
+ / (Ci(tn) — B:C(ty) + 8;C(t,) — 0 RuC(tn) + B Ry C(t,,) — 9,C™ )02
Q

dep, —0.0%

Therefore

a9 gn gn n n n— n— n 1.5 n n

/ 9:0¢0¢c  +Bl06,0¢8] < kp (Csla P—alta)] + lla™ nes [l o2l + . IIGtPCII)II%II

(9] N—— D
ar(0z0z-057"0z)

+[1Ce(tn) = 0eC(tn) -1 108 111
where we have used that 0 < C' < Cs (cf. Theorem 6). Owing to Cauchy inequality, we obtain

n At n n n— n n—
10812 + 510, 05) < 19 105 | + AtC | (kpCulla™ = alta—1) | + kpCillalta—) = alta)

_ 2 _
+kplla” o llptll + ||0tp8|\) +[|Celtn) = 0C(tn) -1 |-
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Thus, using that 0 < a1 a(t,_1) < Ao,

10512 + AtBl0E, 05] < 627 |2 + 2A¢C[ (kpCa2+/Ao|[Va™T = Valta 1)

tn
/ a(s)ds
tn—1

Finally, taking into account the estimates of Lemma 20

_ 2 —
+ kO, + kp Aolloll + 18ep2ll) + ICe(tn) = BC(ta) -1y

t’!L
16811 + Atz(g, 03] < 10z |1” + <(39Alﬁ(||\/a"1 —Valtp-1)|* + At/ lae(s)II? ds

tn—1
5 C2p2 [tn tn (7.7)
tn—1 tn—1
The claim follows by dropping the term AtZ[07, 0] from the left-hand side. O
Lemma 22. Under the assumptions of Theorem 15, we have, forn =1,2,..., M,
|Var = va < |[varT — va@ | (7.8)

AT (621 + RIC™ 1 + BIC(E) i + AIC e (1) + B),
where C1g is a constant depending on Cs, B and C*.

Proof. Recall that

Jar — (\/aTl_ ;/tt: B(C, — C*")+)+, Valtn) = (\/Cl(tn—l) - ;/t:_l B(Cs — C)+)+-

Subtracting both equations and using that the mapping @ — ()4 is Lipschitz, we obtain

V&~ Valt)| £ Var T~ Valt | +5 [ (B0 = +15 - BI(C. - C)) d

tn—1

L
< |\/an71 _ \/a(tn71)| -+ 5/ 5|C” _Cn—i—f)g-l-pré} dt

tn—1

1 tn 1 _
3 [ Bl - el de+ jaicE -
th—1

where we have used the decomposition (7.5).
Then, (7.2) yields

|Var - Vat,)

ﬂ 0 N n n )
< |[varT - V| + a2l o - ony e + o)

tn tn
+ ||BHL°° / / C’t(s)
2 tn—1 t

and using (7.3) we readily obtain the claim. O

1
ds + 5 AtC,ChBl 1,

Putting together the previous two lemmas we can prove Theorem 15.

Proof of Theorem 15. Using (a+ 3)? < (1 + At)a® + (1 + z7) 8% in (7.8) we obtain

|Var = Valt.)

"< an Vo T - ato|

T ALCS (A4 1) (10211 + RIC™ [+ BIC(E) 1 + AHICl oo 2y + B)°
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And using estimate (7.6) in the above inequality, we have

IVa™ = VG| < (14 A)|[VarT = valt, 1)
+ (CfOAt(l + At) [|98‘1||2 + (CgAt(H\/a"l —Vat,_1)|?

o 2 2272 12 C2h2 (' 2
80 [ o) ds + ERC ey + 5y [ 1Cu) I ds
n—1 n—1
tll
cac [ 1Cul - as)
tnfl

+ RO 3 + R C ()7 + AL 12y + hQ] -

Adding this inequality to the estimate (7.6), and defining C1; = max{Cg+1,C3,Cg, C3;+ Cy}, it results

IVa™ = Valta)ll? + 10812 < (1 + Cra (At + A2 + A) [|[Va T = VValta-1)| + 027

tn ~
+(C9At2/ lae(s)[12 ds + CoALC2h2|C)2 (1,

tn—1
tW,

t"L
+ €8 [ Cu I ds+ €A [ Cuu(o) By ds

tn—1 tn—1

+Cn (Ath2||c"||§,1 + AR||C () |21 + AP Coll2 o 2y + Ath2) ] .

Now, 1+ Cyy (At + At? + At3)) < 14 Cy2At with Ci2 = C11(1 +tp +t%). By induction on n and using
1+ Ci2At > 1 we obtain

IVar = a(ta)|* + 10&]7 < (1+ Cr2A8)"
x {[x/a’o = Va0 + [0212] + Cont® [ (an(s)? + [Cu(o)]Fy) s

~ ~ tr
+ Catr I iy + CoEH [ 1CH(3) B ds

+ Cua (WA IC 3 + trh2IC e iy + AP NCull 12 + tih?) }
j=1

Therefore, using the stability bound (7.1), and the fact that (1 + CjoAt)" < eCr2tn < ebiztr = C; ., the
claim follows. O

Proof of Theorem 17. From (7.7),

105112 = 110512 + Aez(0%, 0%) <<c9At(H¢aJ T Jalo)|| + A / lae(s)> ds

C2h2 ) ty )
o [ o as s [ euto - as).

tj71

+ C2R2|C| e 1)+~

and adding from 1 to M = [tr/At], as we did in the proof of the stability of ||C"||, we obtain

0 At S 200 00 <||ec2+chtZ(||¢aﬂl <j1>||2)

Jj=1

+CoAt* (laeZz 12y + [ CutllZa (1)) + CoC? R (R (I Cl o gy + I Cell T2 )
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Taking into account the coercivity of the bilinear form, stated in Remark 2,
M
12 0 (12 - 2
Cl“,zl 106117 < 10817 + CoM A max [Vai~ —fa(tj-a)]
J:

+ CoA ([lalFzr2) + I CutllFz(rr-1) + CoC?h2(tr|Cll L g1y + [Cell a1

and using the estimate of the Theorem 15 and Lemma 20, we arrive at
Mo 1/2
c, (Atz ognip) < 62+ T, IC° — CO)]| + Va0 — \/a(0)] + T, (h + At),
j=1
which is the desired assertion. O

8. Conclusions

We have presented a thorough investigation of a mathematical model for the dissolution of a drug
dispersed throughout a polymeric matrix and the diffusion of the dissolved drug inside it. The model
applies to a wide range of polymeric devices, and does not hinge upon an assumption of the dissolution
being fast or slow relative to the diffusion of the dissolved drug. We have deduced the model, which is
a coupled nonlinear system. It consists of a parabolic equation for the dissolved drug and an ordinary
differential equation for the solid drug, that is assumed to be distributed in the whole domain into
microspheres which can differ in size. We have analyzed some qualitative properties of the problem such
as existence, uniqueness and regularity of solutions. Uniqueness and regularity are proved when the
initial concentration of dissolved drug is below saturation. We have also proved that multiple solutions
appear when the initial concentration of dissolved drug is above the saturation, and there are no solid
particles at time t = 0.

We have proposed and analyzed a fully discrete finite element method for solving this problem, and
proved optimal a priori error estimates in L>°(L?) and in L?(H!) for the concentration of dissolved
drug, and in L°(L?) for the area of solid particles per unit volume. These estimates hinge upon the
regularity results previously obtained. We present some simulations that illustrate on qualitative as well
as quantitative properties of the solutions. We computed the dissolution and diffusion of Progesterone
in a CIDR device, and compared with laboratory experiments, observing an excellent agreement when
measuring the amount of released drug at different time instants.

From the applications point of view, it is desirable that the release of drug per unit time is as constant
as possible, staying below the toxicity level and above the minimum effective dose. The numerical method
developed and tested in this article is an essential building block for solving a shape optimization problem
to address this goal of paramount importance for designers. Another goal of this shape optimization
problem is to have, at the end of the application procedure, a minimal amount of residual drug, in order
to minimize production costs and negative consequences for the environment.

The next step regarding the modeling of drug releasing devices involves dealing with erodible and
biodegradable polymers, which would release all the drug and would dematerialize at the end of the
treatment, without need of removal. This entails leading with a moving or free boundary, which changes
as the domain erodes. We expect that this article sets the basis for the analysis and simulation of these
more complicated problems.
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