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TRANSDERMAL IONTOPHORESIS - A QUANTITATIVE
AND QUALITATIVE STUDY

J. A. FERREIRA, P. DE OLIVEIRA AND G. PENA

ABSTRACT: The use of enhancers to increase the drug molecules penetration into
target tissues is an usual technique in drug delivery. In transdermal drug delivery,
electric fields are often used to increase the drug transport through the skin. In this
paper we study a drug delivery mechanism from a reservoir which is in contact with
the skin. We assume that the drug transport in the coupled system is enhanced by a
small electric field that induces a convective field. We establish energy estimates for
the coupled system and we propose a semi-analytical discrete coupled model that
mimics the continuous model. The qualitative behaviour of the system is illustrated.
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1. Introduction

Intelligent drug delivery devices have been developed during the last decades
to deliver drugs in a controlled manner at specific locations. Some of these
systems use stimuli-responsive polymers (where the drug is entrapped) that
are able to respond to the modification of the external environment (like
electric fields, pH and temperature). Electric fields are an interesting type
of stimulus because they can be precisely controlled, and the drug delivery
responses can be predicted.

The use of electric fields as enhancers is popular in transdermal drug deliv-
ery where iontophoresis ([1, 5, 7, 8, 10, 12]) and electroporation ([1, 3, 4, 14])
or a combination of both, are usual procedures. Drug delivery systems for
cancer treatment based on this technology were recently developed ([13]). In
this case, the device based on drug-encapsulated nanoparticles is remotely
controlled by an electric field to deliver the biological agent in the cancer
target tissue (electrochemotherapy, see [9]). Each of the above applications
involves complex phenomena. For instance, in transdermal drug delivery,
enhanced by an electric field, the drug and its solvent vehicle leaves the
polymeric matrix, enters the stratum corneum and is transported through
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the skin to reach the circulatory system. In both media, the transport occurs
by passive diffusion, electromigration (migration of ions due to the electric
field) and electroosmosis (transport due the solvent movement) ([7, 11, 12]).

In an iontophoresis procedure, a small electric field is applied to the coupled
system to enhance the drug transport. If the drug molecules are positively
charged, then the anode is in contact with the reservoir and the cathode is in
the opposite position. The anode will repel the positively charged drug into
the skin. If the drug is negatively charged it will be placed under the cathode
that will repel it into the skin.The generated electric field induces a convective
flux in the system that depends on the drug molecules valence, intensity of
the electric field, temperature, electric conductivity of both media and drug
diffusion ([7, 8]). In this case, the anode is called the active electrode and
the cathode the passive electrode.

We are interested in studying transdermal iontophoretic applications con-
sisting of a coupled system having a reservoir containing a charged drug and
a tissue, see Figure 1.

Tontophoresis

device

Electrode
Reservoir Electrode

Skin (@) ® ®

Blood stream

FIGURE 1. Drug delivery system for the skin enhanced by an
electric potential.

In this case, the polymeric reservoir is in contact with the skin which is
a multilayered tissue: epidermis (100um), dermis (2 — 3mm) and subcuta-
neous tissue. These three layers have different hystological characteristics
and functions, however, to simplify the mathematical model, we represent
the skin as one layer. The electric field is generated by a potential of low
intensity applied during long periods of time. The drug transport occurs by
passive diffusion and convection caused by the potential gradient.
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The main goal of this paper is the study of a mathematical model that
describes the drug transport through the reservoir and the target tissue,
under the effect of an electric field. The considered model is a two-layer
simplification of the multi-layered model introduced in [6], in the case of
a perfect contact between reservoir and skin. The paper is organized as
follows. In Section 2 we present the coupled mathematical model. Solving
the coupled problem for the electric field, the convective field is explicitly
given and the Laplace-drug equations are replaced by convection-diffusion
equations. Energy estimates are obtained in Section 3. Such estimates are
used to obtain lower bounds for the released drug. A numerical method
that mimics the qualitative behaviour of the continuous model is introduced
and studied in Section 4. In Section 5 we present some numerical results
illustrating the behaviour of the coupled system in different scenarios. In
Section 6 some conclusions are presented.

2. The Laplace-drug equations

In what follows we assume that the reservoir and the target tissue are
isotropic media. This assumption allows the replacement of the 3D physical
model, reservoir in contact with the target tissue, by a 1D model. Let [0, ¢4]
be the reservoir and ({1, ¢s] the target tissue layer. We assume that the
left hand side of the reservoir is isolated and the drug molecules that attain
the boundary x = /{5 are immediately removed. In the domains (0, /¢;) and
(41, ¢5) a diffusion process takes place enhanced by the electric field generated
by the applied electric potential ¢p(V') at x = 0 and x = ¢, respectively, ¢
and ¢1. We assume that the polymeric matrix of the reservoir and the target
tissue have different electric conductivities o, and o, (S/m), respectively.
We also assume that the diffusion coefficients of the drug in both media are
represented, respectively, by D, and Dy (m?/s).

The drug transport in the polymeric matrix occurs by passive diffusion and
convection induced by the electric field E = —V¢. Let J, be the drug mass
flux. By the Nernst-Planck equation we have

J, = —D,Nc¢, — v, (1)

where ¢, denotes the drug concentration (g/m?) in the polymeric matrix and
v, (m/s) stands for the mean velocity of the solvent vehicle in the reser-
voir. Let J; represent the drug mass flux in the skin. By the Nernst-Planck
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equation we have
Js - _stcs — VsCs + Vsl Cs, (2)

where ¢, denotes the drug concentration in the target tissue. The convective
velocity v, caused by the electric field, represents the average velocity of
the solvent vehicle.

The convective velocities vi, k = r, s, are given by the Nernst-Einstein

equation
D,z F Dz F
Uy = RT. Vo, Vs = RT, Vs — Vsols

where 2z denotes the valence of the drug molecules, R the Faraday constant
(9.6485 x 10*Coulomb/mol), T; the temperature (K) in the medium 7, and
R de gas constant (8.31446.J/(Kmol)).

We assume that the electric field is generated by applying low potentials
during long periods of time. In these circumstances, the potential is de-
scribed by the Laplace equation. As both media present different conduc-
tivity properties, two Laplace equations should be considered coupled with
the convection-diffusion equations for the drug transport. From the previous
considerations, the electric potentials in the reservoir, ¢,, and the skin, ¢y,
are described by the two equations

0}«A¢r =0 1in (0,61)
{ 6:(0) = ¢, )

and A : )
0,8A¢s = 0 in ({1, s
{ Bult2) = 1. @)

coupled with the transition condition

or(01) = ¢s(¢1) (continuity of the potential)

(5)
0.V, (l1) = 0sVps(£1) (continuity of the electric field).

We note that condition ¢4(f2) = ¢1, in (4), represents an approximation
of the real experimental condition. The potential ¢, is not applied in ¢ -
the interface between the skin and the blood system - but at the passive
electrode.

The time-space drug evolution is described by the mass conservation law

%JrV-Jk:O,k:T,S,
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coupled with the Nernst-Planck equations (1)-(2). Then, for ¢, k = r, s, we
obtain

o _ V- (vye.) =V - (D, Ve,) in (0,01) x RT,

D, V¢, (0,t) + v.¢.(0,t) =0, t € RT,

and

des — V- ((vs = vso1)cs) = V- (D,Vec,) in (£1,63) x RT,

cs(ls,t) = 0, t € R

The boundary condition in (6) means that the system is insulated while
the boundary condition in (7) states that the drug is immediately removed
by the blood stream.

System (6)-(7) is complemented with the interface conditions

¢ (01,t) = cs(¢1,1) (continuity of the concentration),

Jr(01,t) = Js(€1,t) (continuity of the mass flux),

and the initial condition

cr(2,0) = cro, € (0,41),

(9)
CS(.I,O) =0,z € (61,62).

Condition (9) means that there is initially a homogeneous drug distribution
in the reservoir and that the target tissue is empty.

3. The drug delivery
Solving the potential problems (3), (4) and (5) we easily obtain

( 5¢

¢T($) - )61 + Z_:(EQ . 61)$+¢07 T c [07‘61]7
< o | 0 (10)
¢S(x)za_5£1+g_:(‘€2_€1) ($—€2>—|—¢1,x€ [61722].

\

where 0¢ = ¢1 — ¢y is the potential difference. From (10) and (2) we deduce
the convective velocities
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( D,zF oo
v, =
RT, 0, + % (62 - 61)
11
< DszF o, Y0, (11)
Vg = — Vsol -
\ RT, o,01 +Z (52 61)

We introduce now the weak formulation of the initial boundary value coupled
problem (6), (7), (8) and (9). To do that we define the following space
V = {w € Hl(o,fg) : w(fg) = O}

The weak solution for the previous problem is a function ¢ € L*(R™, V) N
CHRT, L*(0, £5)) such that

(d(t),w) + (ve(t), Vw) = —(DVe(t),Vw), t e R" Vw e V,  (12)
where (-, -) denotes the usual inner product in L?(0, ), and
c(0) = ¢ in [0, 4], ¢(0) =0 in (41, {y). (13)
Then the drug distribution is defined by
¢ (t) = c(t) in [0,41], cs(t) = c(t) in [¢1, £5].
In (12), D and v are defined by

D D,, z € (0,4y), pd VT E (0, 44),
o DS, T € (61,62), N Vg, T € (61,62).

To study the stability of the weak problem we recall the following Friedrichs-
Poincaré inequality
52
|| < 5 IVwl*, we V. (14)
An energy estimate for ¢(t) was established in [6], which we recall in Theo-
rem 1.

Theorem 1. If c € L*(RT, V)N CHR", L*(0,4s)) is a solution of (12), (13)
then

m'l)(k r,s 'Uk

2 (lemink_r’s Dk+2m“k: TsDk) 2 +
le(®)]]” < et le(O)]I, ¢ € Ry (15)

From Theorem 1, the stability (as well as uniqueness of solution) of the
IBVP (12), (13) can be concluded.
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The upper bound (15) can be used to study the qualitative behaviour of
the drug mass inside of the coupled system and the absorbed drug. Let

5
M(t):A/ c(t)dz, t € RY,
0

be the total drug mass in the coupled system, where A represents the area of
a square cross section and v/ A is the distance between the passive and active
electrodes, see Figure 2.

ly

Blood stream

FIGURE 2. Simplified representation of the problem (A, repre-
sents the active electrode and P, the passive one).

As
M(t) < VEBA ()],

we obtain from Theorem 1 an upper bound for this mass.

Corollary 1. Under the assumptions of Theorem 1,

2
maxy_,. g Vj, ) +

e B (0] ¢ € Ry (16)

i
M(e) < Vel APt
Moreover, if
2

mMaxXy— s Ui 2

— 1 <, 17

ming—, D,% 2 (17)
then

lim M(t) =0 ezponentially. (18)

t—00
Let P,., the Péclet number, be defined by

| MaXp—r |V

P, =

lo.

ming—, s Dy,
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Condition (17) means that if the Péclet number is less than /2 then we
can easily compute the time level ¢* such that the drug mass in the coupled
system is less than a positive limit L. In fact, from (16), t* satisfies

> 2 1 ( L ) (19)
> n .
_le mink:r,s Dk + maxk;mv,% A\/E HC(O)”

2ming—, s Dy,

As Av/ly]|c(0)| represents the initial mass in the system, we always have
L < A5 ]|c(0)]| and consequently, estimate (19) is physically sound.
Let Mys(t) be the absorbed mass at time ¢t € R,

Mps(t) = M(0) — M ().
It follows from (16) that

axk r,s k;

M (t) — AV e< =L le(O)]|, t € RS, (20)

To obtain a second estimate for M (t), we need to improve estimate (15).
Taking in (12) w = ¢(t) we have

H D1 = 2 [VDVet)|| — 2(ve(t). Ve(r)). (21)
From (21) we deduce
d :
(o) P < ~2 min Dy [ Vet + 2mas o] e(t) | Ve(t) ]
that leads to
d
p le(®)|” < (—2 IEIZI%E Dy + V20, max \vﬂ) IVe)])?.
Assuming (17) we obtain
d 9 _ 2 9
S Ie” < (~2pmin Dyt VEtamaxlul) & 1)
and finally

ming— rsDk‘F\fman r‘;|vk|)

le(®)]* < 6( 4 le(O), ¢ € Ry (22)

From the previous considerations we conclude that under condition (17),
we have

—%min —rs D; V2 max —rs |V L
M(t) < Ayl A P e o e (o)
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As we have )

P
7@-[2136+120, VP, >0,

we conclude that the upper bound of (16) for the drug mass in the reservoir-
target tissue is greater or equal than the upper bound in (23). Furthermore,
in this case, the instant ¢* such that M(¢) < L corresponding to (19) is given
by

2 L
t* > In ( > : (24)
—% ming_, s Dy, + ‘g/—f MaxXy—, s |Uk| AVl || c(0)]

where the lower bound in (24) is smaller than the lower bound in (19). From
(24) we obtain

2 : 2
— 2 MNk=rs Dk+% maXg=r,s |Uk|>
2

Maps(t) = M(0) — A\/@€< : le(O)II, ¢ € Ry (25)

We finally observe that estimates (20) and (25) can be used to study the
dependence of the lower limits for absorbed mass on the parameters that
determine the iontophoresis.

4. A discrete model

In this section we present a finite difference method that presents the same
qualitative behaviour of the continuous model. We fix a mesh size h in [0, {5]
and we define the following grid I;, = {z;, i =0,..., N}:

h
a:on, $1:x0+§, .%'Z':.’I?i_l-l—h,?::l,...,N, xN:€2
h
Tr-1/2 = TM-1F 5, Ty = b+ 5
where (1 = xpr_1p9. Let v = —}—5. By I; we denote the grid I, U {z_;}.

By D_,, D. and Dy we denote the backward, first order centered and second
order centered finite difference operators, respectively. By M, and M, we
represent the average operators

1 :
M4Uh(1'j) — Z (Uj-i-l + ZU] + Uj—l) yJ = 17 SRR N — 17

and |
MQUh(QTj) — §(Uj+vj—l)7j: 17"'7N7

respectively. We consider that Dovp(z37-1) is based on a nonuniform grid and
defined using the grid points xy/_2, 31 and xy7_1 5. Similarly, D vy (za-1)
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is defined using the nonequally spaced grid points ;2 and xy;_1 /2. We also
introduce the boundary operator D,

Dyup(x0) = DyDovp(x0) + vp Myvp (o).

Let c,(t) be a grid function defined in the grid points I} U {zp;_1/2} that
satisfies the following system of differential equations

ci(t) — v(z;)Deci(t) = D(2)Doci(t), i =0,1,2,...,N — 1, (26)

where v, = v,., if it < M —1, and v = v, otherwise, coupled with the following
algebraic conditions

{ Dyep(t)(zo) =0 (27)

CN(t> = 0,

D, D_ycnro1/2(t) +v, Mocy () (2ar-1/2) = DsD_pep(t) +vsMacy(t)(zar). (28)

We assume that at the initial time we have
¢i(0)=1¢p0,i=0,...,M—1, ¢(0)=0,i=M,...,N—1. (29)

The boundary conditions (27) are the discretizations of the boundary con-
ditions of the differential problem. Moreover, the interface condition (28) is a
discrete version of (8). The semi-discete problem (26)-(29) can be rewritten
in the following equivalent form

d (t) = Lyca(t), t > 0,
o e o0, 30

To study the qualitative behaviour of the semidiscrete approximation ¢y, (t)
defined by (30) we introduce now the convenient functional environment
following [2].

We introduce the following discrete L?(0,¢3) inner product (-, ), for grid
functions defined in I;, and null on xy,

h s 3
(un, vp)n = 7 tovo + E hujv; + ZhuM—lvM—l
=1

N1 (31)
3

+ZhuMUM+ Z hujv;.
j=M+1
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By ||-||,, we denote the norm induced by this inner product. For grid functions
defined in Ij, U {zy;_1/2} we use the following notations

M-1

(Un, Vp)p+ = StV + Z hujv; + S UM-1/20M 172
=2

h N
+ —upvn + Z hujvj.

2 j=M+1
and
vl = A/ (On, vR)h -
We remark that (-,-), and (-, )5+ satisty
—(Daun, vn)n = (D—gtin, D—20p)n 4+ (32)

for all grid functions wy, vy, defined in I U {xy;_1/2} where u;, and vj, satisfy
(27), (28) for v, = vy = 0. Condition (32) mimics the correspondent con-
tinuous relation and it is the basic compatibility requirement for (-,-), and
(+,)n+. We observe that existence of the transition point where (28) holds
increases the complexity of the analysis and the need of auxiliary results that
will have an important role in what follows.

The following discrete Poincaré inequalities have an important role in what
follows.

Theorem 2. For grid functions vy, defined in I U {xy—1/2} and null on the
boundary point xn we have

2 2
lonlli, < 6 1 D—wvnlli (33)

and

lonlly+ < 63 1 D—sonll - (34)

Proof: To simplify the presentation we denote by h;,2 = 1,..., N 4+ 1, the
distance between two consecutive points of the grid Ij, U {xy; 4 /2}. As we
have

N
vi=— Y hD_;j=0...,N-1,
i=j+1
we obtain
UJZSEQHDﬁEUhHZHF,jZO,...,N—1,
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that leads to (33).
The proof of inequality (34) follows the same steps.

|
If uy, is defined in I}, U {a:M_l/g, null at x = xy and satisfies
D, D_uns—1/9 + veMoup(zar-1/2) = DD _yuns + vsMouy(2ar), (35)
then
2 2
lunlln e < Cror l[unlly (36)
with
h h
Cnor = % 1+ QmaX{(Dr _ var)2’ (Ds i ZU;)?}
3 (DT+DS+%<UT_US))
provided that h satisfies the following condition
h
D, + D, + Z(vr —vg) # 0. (37)

It can be showed that Lj is nonsingular for a certain class of coupled prob-
lems.

Theorem 3. If
P, < /2, (38)
then the finite difference operator Ly is nonsingular in the space

Vi, = {on defined in I, U {xp—1/2} : Dyon(z) = 0, vp(xn) = 0, vy, satisfies (35)} .
Proof: Using summation by parts we establish

(= Lnup, up)n > min Dy HD—xuhH}QL’Jr — (Ma(von), D_yup)ny- (39)

We have successively

—(Ms(vun), D—gup )+ < max [op] unlly . [|D-zunlly,

k
0 , (40)
< Eggglvkl [ D—gunl[}, -
From (39), (40) and using (33) we get
2 14
(—Lpup, up)p Z@ I?;lg Dy, — % }{1’3% |Uk|2) (41)

that concludes the proof.
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We remark that the previous bound (41) leads to

Lyup,u 2 14
max M < —— < min Dy, — —= max |vy| ) (42)
0£up eV}, HuhHh f k=rs \/§ k=r,s
We recall that the logarithmic norm of the linear operator Ly, (or its matrix

representation) p[Ly] induced by the inner product (-, -);, is given by

. H[—{—TL}LH}L—l
L] =1
pllal = Jip =
and satisfies
(Lpup, up)n

L;| = max
lL 0AuneVi  |lupl?

Consequently
2 14
p[Ly] < 52 < mm Dy, — —= max |uvg| >

2 k=rs

As ¢y (t) satisfies (26)-(28), it follows

cn(t) = e, (0),t >0,
which leads to
len(@)|ln < flet

nllen(0)[[n, t > 0.

As we have

2 : L 2
—t% (mlnk_r’s Dk—% MmaxXg—r s Vx| )

e, <e £>0

Y Y

we obtain the following result:

Theorem 4. Let c;,(t) be a grid function defined in I;U{xy_1/2} that satisfies
(26)-(29). If (37) and (38) hold then

( ming— ,éDk—FéQman rs|vk|
len (@)l <

Theorem 4 allow us to conclude the stability of the initial boundary value
problem (26)-(29). Let

M-2

3
My (t) = —co(t) + Z he;(t) + 4h (ear—1(t) + ear(t)) + Z hei(t), t € Ry,
j=1 j=M+1

len ()15, € Ry (43)
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be the discrete drug mass in the coupled system. Theorem 4 can be used to
obtain an estimate for M (). In fact, under condition (38) we have

( ming—, s D40 maxg—, ¢ |vk|)t

Mi(t) < len ()l » £ € Ry

We also get a lower estimate for the absorbed mass M(t)

2( ming—, s Di+lo maxg—y s |vk|)t

Maps(t) > M(0) — len(O)l,, t € Ry (44)

Let us consider in the integration in time of the semi-discrete problem
(26)-(29) the implicit-Euler method. To do that we fix a time interval [0, 7]
where we introduce a time grid {t,,n =0, ..., Nao;} where t,—t, 1 = At,n =
1,...,Nat, and NaAt =T Let ¢},n =0,..., Nas, be defined by

C?H = + AtD(xi)Dgc?H - AtDc(vic?H),
i=0.. . M—1MM+1,. . N—1 (45)
n:07...,NAt—1,

{ D,D.c; + Ms(v,c}) =0, n=0,..., Nay,

cy = 0, n=1,..., Nas, (46)

Dy D3¢y g+ Mo ((ve) (zar-1/2)) = DsD_ycyy + Mo ((vsc}) (zar))
nzl,...,NAt,
(47)
A =c,i=0,....M—1, & =0i=M,...,N—1. (48)

Under condition (38) we establish in the next result that the fully discrete
scheme (45)-(48) is unconditionally stable.

Theorem 5. If Pe < \/2 then the numerical concentration cy defined by the
implicit finite difference method (45)-(48) satisfies

—nAt

nzl,...,NAt, (49)

e, < e mAams ||

h )
where

2
C=— (mm Dy, — max \vk%) (50)

€2 —T S
Also, if
MaXj—; s v |2

1
B = ——=min D, + -
52 k=r,s MINf—p g Dk

Chor, (51)
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is monnegative or positive such that BAt < 1, then the finite difference
scheme (45)-(48) satisfies

el < " ], n=1,.... Ny (52

Proof: From (45)-(48) we establish
et < Il - 2A¢ min Dy HD_%ChHHh+
+ 2Atmax\vk\ < +1Hh+ “D_xch+1‘|h+ (53)

(1) P. < 1:
Taking into account inequality (34) we get

eIl < el + 248 (‘ ?3219“22%\%\@) [D-ai e (59)

As (38) holds, considering the inequality (33) in (54) we obtain
1|2
el < Nl = At [l

where C' > 0 is defined by (50), and consequently
1

I < g I 5
Finally, (49) easily follows from (55).
(2) Other case:
From (53) and (36) it can be shown the following
HChHHh < |z — 2At mln Dy, HD_QCC,LHHth (56)
+ 2At irﬁ:;( \vk\\/ or HCZHHh ”D_gccthlHth (57)
that leads to
H h+1”h < h”h + At(— 2m1n Dy + € HD_xchHHth (58)
+ At€—2 inz;og |Uk| Chror Hch (59)
where € # 0.
From (58), with ¢ = min Dy, and using (33), we obtain

k=r.s

(1— AtB) ||l < el (60)
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where B is defined by (51). If B < 0, then an estimate like (49) holds,
replacing C' for |B|. Otherwise, if B > 0 is such that BAt < 1 then
from (60) we get

112 1 n+1 0112
e < (=) Al (61)

Finally, inequality (52) easily follows from (61).
m

Theorem 5 means that the implicit method (45)-(48) is unconditionally
stable when P, < 1 or when B < 0. Otherwise, it is conditionally stable.

5. Numerical results

In this section we illustrate the behaviour in different scenarios of the drug
concentration in the reservoir and target tissue as well as the released drug.
We consider ¢; = 1073, £, = 2.5 x 1073(m), for a reservoir with 1(mm) of
thickness and a target tissue of 1.5(mm) of thickness and A = 1.

We analyze the dependence on the concentration with the applied potential
and the reservoir and target tissue conductivities. The coupled system’s
parameters (see [3]) are taken as

e D, =10"%(m?/s), Dy = 1071%(m?/s),
e 0, = 1.5(5/m), o5 = 0.015(S/m),
o T, = T, = 310.15(K)

and c¢(z,0) = 1,2 € (0,41), ¢(x,0) =0,z € ({1,03). The S.I. units of conduc-
tivity are Siemens per meter (S/m).

The scenarios are defined considering the valence z of the diffusion drug
equal to —1. The numerical results were obtained using the fully implicit
scheme (45)-(48). In Figure 3 we present the concentration profiles for differ-
ent values of d¢, 0¢p = 0,0.02,0.5,2. As d¢ increases, the convective rate of
transport also increases and consequently, less drug concentration remains in
the reservoir and in the target tissue. This behaviour can be observed from
the plot of the absorbed mass in Figure 3. We also illustrate the influence
of the electric conductivity coefficients. In Figure 4 we plot the drug con-
centrations and the released mass for o, = 0.015. We observe that a lower
electric conductivity in the reservoir can lead to an increase of the released
mass. These results were obtained for d¢ = 0.5.
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FIGURE 3. Drug concentration in the coupled system, after 6
hours (left) and absorbed mass during the 6 hours of treatment
(right), for o, = 1.5, o0, = 0.015.

Figures 3 and 4 (right) suggest that the reservoir’s conductivity has a large
influence, on the total amount of released drug, than the potential d¢. A
number of simulations that has been carried on Table 1 which clarifies the
dependence of the total mass of absorbed over six hours, on the conduc-
tivity o, and the potential §¢. In these tables, My(6) represents the total
mass absorbed when d¢ = 0. The influence of o, explains why polymeric
conductivity is a major concern for manufacturers.

We finally present how estimate (44) can be useful. In Figure 5 we plot the
real absorbed mass, as well as lower bound (44), which can be used to design
protocols for drug delivery in this context. The parameters chosen for this
particular simulation are Dy = D, = 107%, §¢ = 0.02 and o, = 0.15. The
remaining parameters are taken as in the previous simulations.

6. Conclusion

In this paper the mathematical model that describes the drug evolution
in the coupled reservoir-target tissue is studied when the drug transport is
enhanced by an applied electric field. We assume that the applied potential
is stationary and is described by a coupled system that admits an explicit
solution. As the electric field generates a convective field, the drug transport
occurs by passive diffusion, convection defined by the electric field and by
the solute transport when the charge of the drug is negative.
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Mss(6)—My(6

6¢ 07" M5¢(6) 64)(]\4)0(6) O( )
0 - 9.952-10~* 0

0.015 9.976 - 104 0.00241157

0.02 0.15 9.959 - 10~* 6.83-10°4

1.5 9.955-10~4 3.11-107*

0.015  9.999997-10~*  0.00483162

0.2 0.15 0.985957 - 104 0.0034209

1.5 0.963522-10~%*  0.00116656

0.015 1073 0.00483194

0.5 0.15 9.99788 - 104 0.00461911

1.5 9.96953 - 104 0.0017705

0.015 1073 0.00483194

2 0.15 9.9999999994 - 10~* 0.00483194
1.5 9.9872902264 - 10~* 0.00355482

TABLE 1. Behaviour of the total mass absorbed for six hours,
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FIGURE 4. Drug concentration in the coupled system, after 6
hours (left) and absorbed mass during the 6 hours of treatment
(right), for os = 0.015, d¢ = 0.5.
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FIGURE 5. lustration of the absorbed mass lower bound (44).

The convection-diffusion drug system was studied and its stability was
concluded under different assumptions on the parameters of the model. The
energy estimates were used to obtain estimates for the drug in the coupled
system and for the released drug. Such estimates can be used to design
iontophoretic systems with a prescribed behaviour.

A numerical method that mimics the continuous model was proposed. The
discrete interface conditions induces difficulties in the stability analysis. To
avoid such problems a convenient L? discrete norm and seminorm were in-
troduced and a discrete Poincaré inequality was proved. These ingredients
were crucial to establish discrete energy estimates for an implicit method.
The qualitative behaviour of the numerical solutions was explored.
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