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Abstract.  DES, or drug-eluting stents, have the advantage of reducing restenosis rates relative to
bare-metal stents. Modeling and simulation can be used to improve device performance. In this study,
a general mathematical model for releasing a hydrophobic drug from a drug-eluting stent, DES, with a
biostable coating is modeled. Most mathematical models allow the drug in the polymer to be released
freely. This is suitable when the initial concentration of the drug in the polymer is less than the solubility,
in which case the dissolution of the drug can be considered instantaneously. On the other hand, matrix
devices can be loaded above solubility to provide zero-order release. to this end, we have equipped a
model with a function that determines how the dissolution processes change with the dispersed phase
discharge. The general model is analyzed with some limitations, and it is reduced to a new model that
is consistent with previous studies. We examine the effects of initial drug loading and dissolution rate
constant in numerically solving one of the new models, which is novel in DESs.
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1 Introduction

Novel drug delivery systems, also known as Controlled drug delivery systems, will be able to control
and determine the rate, time, and place of drug release. Generally, these devices fall into two categories:
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matrix devices and membrane controlled devices (or reservoir systems) [17]. One of the ways to de-
liver drugs is to use drug-eluting stents (DESs). Unlike classical metal stents, polymer-coated stents
show high plasticity and facilitate the placement of prostheses at the implantation site. The polymeric
coating is, therefore, a suitable matrix for the controlled immobilization and release of antiproliferative
drugs. Polymer layers on the stent surface have the following roles: (1) inhibiting the drug from being
washed off from the stent surface, (2) providing a suitable scaffold for drug loading, (3) providing an
engineered control over the drug release, and (4) providing a satisfactory platform for biocompatibility.
A drug-eluting stent is less likely to re-block arteries, so it helps eliminate the need to repeat angioplasty
procedures, which carry complications like heart attacks and strokes [29,37]. Slowly releasing the drug,
interrupts the smooth muscle cell cycle and thus their proliferation. As a result, restenosis can be sig-
nificantly reduced [8]. Mathematical modeling can be used to analyze complex systems quantitatively.
Indeed, a mathematical model may be regarded as a language that narrates hypotheses and talks about the
implications of those hypotheses. In the early years, the drug release mechanism was poorly understood,
but mathematical modeling and experiments have helped researchers identify the dominant mechanisms
for drug release in a variety of stents. Mathematics models have the advantage that they permit param-
eter variation and comparison of release profiles without the need to repeat the experiments once they
have been verified. An important benefit of mathematical modeling is its ability to identify the important
variables that govern drug release. Additionally, modeling can be useful to understand how drugs are dis-
tributed within arterial tissue [6,20]. Zunino conducted the first mathematical study of drug stents [38]
that was too simplistic to predict drug distribution on arterial walls. So far, Several computer simula-
tions and modeling studies have been conducted on drug-eluting stents. A bunch models are presented
on polymer coatings according to physical properties, geometry design [13,27], chemical properties of
drug [2,35], stent coating such as non-erodible polymer [ 16], biodegradable and erodible coatings [5,31]
in one, two and three dimensions [8,9, 15, 16,20]. Modeling the release of drugs from arterial stents is
only one part of the story. Simulation of drug distribution in arterial walls is another aspect of modeling.
Models involving advection-diffusionreaction equation [10] and drug binding in arterial tissue using lin-
ear and non-linear reaction terms [25,26] are developed. The convective and diffusive transports of drug
in the arterial wall [34] has been assessed for both hydrophilic and hydrophobic drugs. A stent and arte-
rial wall are, of course, a coupled system (or stents and arterial walls are, of course, a coupled system).
Thus, to accurately represent the in vivo situation, we must take into account the interaction between the
stent and the tissue. McGinty et al. [20,21] presented one of the first stent/tissue models that accounted
for convection, diffusion, and uptake into SMCs within porous media. The drug release profile is one of
the most important aspects of the performance of DESs. Due to the expense and time associated with in
vivo experiments, stent manufacturers routinely test the release of drugs from their stents in an in vitro
environment [21]. Matrix devices, such as polymer coating stents, can be loaded above their solubility
to cover zero-order release. Two distinct physical processes occur in this case: diffusion of the dissolved
drugs and dispersion of the dispersed molecules. In this case, some researches in 2D or 3D considering
some special limitations have only been presented theoretically, such as high dissolution rate [37] and in
other studies, release governed by a diffusion-dissolution equation involving a linear first-order reaction
in biostable polymer has been considered or a non-linear dissolution term based on a reformulation of the
empirical Noyes-Whitney equation for polymers which included surface erosion with finite dissolution
rate has been discussed [11,22].

In light of all the above, the present research aims to develop a general mathematical model for
biostable stent coatings loaded with hydrophobic drugs which are equipped with a suitable function to
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determine how the dissolution process changes by depleting the dispersed phase. As stated in [19,30,37],
here we address drug distribution in the arterial wall with reversible binding.

The outline of this paper is described as follows. In Section 2 we introduce the general model that we
introduced above, and in Section 3, we discuss some limitations of the model. We simulated one of the
reduced models from a general model that has been never simulated before and because of the nonlinear
equations and complicated geometry, a numerical method is presented to solve problems in Section 4
and at the end, results are discussed and the impact of a few parameters is investigated and conclusions
are drawn.

2 Mathematical model

In this section, a drug delivery system is considered that takes form a stent with a non-swelling and
biostable coating that delivers a hydrophobic drug. Drug transport by diffusion has been identified as
the dominant mechanism in the coating and arterial wall and, convective drug transport is not considered
in the wall [3]. The concentration of drug dissolved in the coating of the stent and the arterial wall is
denoted by C, and C,, respectively. Since the initial concentration of a drug may be greater than the
solubility of a drug, the excess of a drug must be dissolved before diffuse into the arterial wall. So
dissolution process is modeled based on Noyes-Whitney as

ot ~ (CS_C)F(CM)7 (D
so that I'(C,) determines how the dissolution processes change as the dispersed phase. Here the undis-
solved drug in coating is denoted by C,, that C,, = C;, — Cs, where Cy, is the initial loading of drug and C;
is the solubility of drug. If there is no solid drug, then C, = 0 and I'(C,,) = 0. Note that it is clear that
supI'(C,) = 1 [17]. According to the above, the governing equations of diffusion-dissolution process in
coating can be presented as

JC
a—t” = D, % Cp+kas(Cs—Cp)T(C,), X €Q,, )
oC,

ot = _kds(Cs_Cp)F(Cu)a X e Qw (3)

where D), is the coating drug diffusivity and kg is the dissolution rate constant, Q. represent the area of
polymer coating.

On the other hand, the free drug that transports from the polymer coating into the arterial wall has
been modeled with reversible binding that is described as a first-order reversible reaction C,, + Sy <= B
with association (binding) and dissociation (unbinding) reaction rates k, and k,, respectively:

aC,,

— = Du Vx Cw —ka(So — B)Cyy + kqB, X € Q,, 4)
oB
5 = ka(So —B)C,, — k4B, X € Q,, 5)

where Q,, specifies the area of arterial wall and D,, is drug diffusivity. Here, Sy is the local density of
the binding site, and C,, is the free drug that reacting into bound drug B. Although we shall not update a
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new model for the distribution of drugs in the arterial wall here, we include a model as stated in [19, 30,
], with reversible binding for completeness. Note that for hydrophobic drugs such as Sirolimus and
Paclitaxel, the velocity vector for tissue domain is set zero and neglected drug flux at the lumenvascular
wall and the lumencoating interfaces is justified.
Also zero flux in coatingstrut interface is considered [35, 37]. If the polymer coating is a reservoir
device, then

C = aCy, (6)

in coatingstrut interface, where « is the membrane/reservoir partition coefficients and C; is the concen-
tration of the saturated reservoir of drug [17].
In the arterial wall, due to symmetry boundary conditions, we have zero flux to the interfaces rightleft
wall boundaries [37]. At the interfaces of perivascular-arterial wall, the flux is represented as following
1 Gy,

Jpw =

— —Cp), (7
Ry kp )

where R),,, is the mass transfer resistance, C,, is the concentration of drug on the arteriall wall of interface,
kp, 1s the partition coefficient and Cp, is the concentration of drug on perivascular that is assumed zero

[14,37]. And finally, continuous flux condition at the wall-coating interface is [35]
Cp = kenCor, 8)
Sflux |q,= flux |q. . ©)

It is assumed that the drug loaded uniformly and the initial conditions are given by
Cp(X,0)=C, Cu(X,0)=CL—Cy, (10)
Cyv(X,0)=0, B(X,0)=0. (11)

2.1 Non-dimensionalisation

The general governing equations may be nondimensionalized by taking

C=— i= B=-, C,==* 12
l Cs,l p7W7 SO, u Cs? ( )
X _ X
X=7% (X)eQ, X=r X = (x1,., %) € Qe,n=1,2,3, (13)
Xi

where § is the polymer coating thickness and L,, is the arterial wall length with T'(C,) = I'(C,).
Now by dropping the overbars, the dimensionless governing equations may be written as fallows

aC
sz = vxC+k(1—-C,)I(C,), X €Q,,
1
2C,
= —k(1-C,)I(C), X €Q,,
8t1
aC, :
== V((A11,.,Ai) - VC,) —A2(1—B)C,,+A3B,i=23 X € Q,,, (14)
2
JB
= A4(1-B)C,—B, X € Q,, (15)

an
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where
2 N 2
o 4Dw(1)Lx L Soka S()kd
ke = kjy—, A1 =1, A;; = —————=1 =2 Az =
C dSDp7 11 ) 122 DW(I)L_%I b 2 Dw(l) ) 3 CO )
Ar D D, (1) 1
Ag = 1= ot th= t,t3 = —t.
4 A3’ 1 52 s 12 L)zcl s L3 kd

In this paper, we have presented a general model of drug release from a biostable polymer coating. In
the following section, some limitations based on physical or chemical processes are considered whereby
the governing equations are analyzed.

3 Analysis of general model

In general, the equations are in one, two, or three-dimensional. To simplify the analysis, we continue
studies with a cross-sectional model of a coronary artery that a stent with eight struts is implanted it and
each strut is in square form as Fig. 1 [1,5]. So in the following, the equations are presented and discussed

. \ Py

T the arterial wall 5

Figure 1: (a) Drug-eluting stent components [1]. (b) Cross-sectional view of an implanted stent in a
coronary artery [5]. (c) Schematic of a single strut section that considered as a rectangular arterial wall
domain due to small thickness of the coronary artery wall compared to the diameter of the lumen.

in two dimensional.
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3.1 Governing equations and boundary conditions in low drug loading

Consider that drug loading is equal or less than the solubility drug, i.e, C, = 0 and I'(0) = 0. Therefore,
the governing equations are

aC,  9°C, , 9°C,

o T o2 oy (7)€, (10

aC,  9°C, 2’C,,

= + A PR —Ay(1-B)C,, +A3B, (x,y) € Q,, (17)

JB

= A4(1-B)C, — B, (x,y) € Qy, (18)
3

that refers to mathematical modeling in [37] with referencing boundary conditions.

3.2 Governing equations and boundary conditions in high drug loading

Here we consider that the initial loading of drug is higher than the solubility and the rate of dissolution is
large. Also, drug disappears due to diffusion, or interconversion is quickly replaced by drug coming into
solution [17,21]. So the coating may divide up to two distinct regions Q| and Q, which is separated by
a moving boundary s(z) = (s1,s2) that s; and s, are the moving boundary in x and y, respectively. The
equation in coating changes to a moving boundary problem as following

aC,
ot
ICp _ 9%Cp N 9°C,
ot ox? dy?’
oC,  9*C, 9%C,,

=0, C,(X)= constant, (x,y) € Qi,

C,=0, (xvy) € Qy,

T An 2 — A>(1 — B)C,, +A3B, ) € Qu,
o0 92 +A2 9y 2( )G + A3 (x,y) € Qy
JdB
— = A4(1-B)C,,—B, (x,y) € Q.
8t3

In this case at s() the Stephan conditions are as follow

dC, ds; JC s
= _p—-r_7"< 19
x o Pay T ar (19
and at 7 = 0 the s(7) is located at coating-wall interface. All the remind boundary conditions is as said as
general model in Section 2

On the other hand, if the rate of dissolution is finite, then dissolution-diffusion equations in the
coating are as follows

ac,  9*C, 9*C,

8[1 — axz + ayz +kc(1_cp)r(cu)a (x,y)GQC,
aC,

Cu _ . (1-c)r(C), (,y) € Q0.

8t1
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with coupled two equations in arterial wall (14)-(15). The initial conditions are as follows,

Cp(()?xvy) = 17 (X7Y) G QC; (20)
C

Cu(Oaxay) = 6L -1, (x,y) € Q, (21)

CW(vavy) = 0 (x7y) € Qw> (22)

and the boundary conditions are as mentioned previously in Section 2.

4 Numerical simulation

In this section, we aim to simulate the governing model in limitations with high drug loading and finite
dissolution rate. Note that a simple dissolution function would be introduced by a step function that is
applicable to saturated- reservoir system. To this end, for the duration of application, if C, > 0 then
I'(C,) = 1 and if there is no dispersed drug, then I'(C,) = 0. Here we considered a matrix device with
the above limitation that I'(C,) is adopted with a convenient smoothed approximation to a step function
that is

['(C,) = tanhC,. (23)

So in special case, high drug loading and finite dissolution rate, the following equations are derived,
free drug in the polymer coating

aC J*C 9°C
(th’ :Dplﬁ +D,,2WZ” + K4e(1—Cp)tanhC,, x,y €Q, (24)
aC,
5 = —K4.(1—Cp)tanh(C,), x,y€Q,, (25)
and free and bound drug in the arterial wall

aC,, 9%C, 92C,,

TS :DWIW +Dw2Ty2_ka(SO_B)Cw +kaB, x,y € Qy, (26)
JoB
5 = kq(So — B)Cyy — k4B, (x,y) € Q. (27)

with the boundary and initial conditions stated in Section 2.

The model with fixed boundary is simulated with an explicit finite volume method that is outlined
by [24]. To this end, let A, and A, be the special steps, 7, j be indices for x,y coordinates, A; denotes the
time step and n be the time index. To illustrate how the numerical scheme was developed, let us start by
integrating (24) over the control volume of size A, and A, centred at (x,y), as follows:

YA /2 px A2 QO

/ / TP ey = T (x— A/ 2,9)Ay — el (v + Ac/2,0) Ay + 4y (7 — Ay /2, %) A
A2 Jx-a 2 Ot

VA2 patAy /2

(A2, 3) A+ / / C,)tanh(C,)dyd,

Ay/2 A/Z
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where J, and Jy are influx/out flux in their directions. In the following, by using forward-difference
approximation for the time derivative, we get

C'Z’tl _CZZ’] 1 n n 1 n n ~n T n
T = Ul Bl ) s Bl ) k(G (E))(E(C

At - Ax Ay l,]+7 ulf)) (28)

where . .
Cn'+A —C"
n _ pl Sy p’J
Jx‘i+%7j - _Dpl Ax ) (29)
and C, and T'(Cy) are the average values of Cp and T'(Cy) on cell centroid (i, ) respectively. For
example, the C, » 1s calculated by

~ i+4 S tj+ 5
Cpi,j / . Cp a'xdy.

-3 Jij-%

After spatial discretization, the discretized equations are solved numerically. The computational code
has been successfully programmed using MATLAB R2018a on a personal computer.

4.1 Convergence and stability

In this section, the convergence and stability conditions of the numerical method on the polymer coating
system is investigated, and due to the similarity and repetition of the proof on the arterial wall and
because of the length the proof, we establish the convergence and stability just for (24)-(25), although
the convergence and stability for arterial wall have been discussed on [37] .

2
Theorem 1. Let C,, and C, be the exact solution of (24)-(25) which have continuous derivatives %tcz”,
4 1
a()xC4 ’ 3ayC4 ’ 3825 inQ,x[0,T], i f(Dpl(ﬁ—é) —|—Dp2(§—é)) < > then the approximate solution converges to
the exact solution as Ay — 0, Ay — 0 and A, — 0
Proof. Denote the exact solution of the equation (28) by C, and the approximate solution by c,. Then
e = ¢, — C,. At the mesh points, let
k
Crii—efj=Chij. (30)

1
Without loss of generality, we assume that Ay = A, = h. Since a+ 8 < 7 rearranging the terms of (28)
and taking magnitudes of both sides leads to

i < (1—2a—2B)lef T [+ alef |+ alef |+ Blef |+ Ble |+ Mle T A+ Era, (1)

where ot = D, 2 w.B= Dy > M is the maximum magnitude of (f(C, p)F(CM))/ and Er is the maximum of
local truncation error which may be obtained by the Taylor’s series expansion as follows

9°Cp(xi,;,7) 2 9*Cp(F,y),18) 2 9*Cp(xi,3,1)

So there are M, M, and M3 so that

|Efis] <M1A1+M2A2+M3A§ =Er. (33)
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Let E* be the maximum value of |e*(i, j)| for | <i<n—1and 1 < j<m— 1. The (31) becomes
EF < (14+MAYEC+[1+(1+MA)+ -+ (1+MA)ErA,. (34)
Since kA; < T, the above scheme becomes

T/A _ _
Bt < (1+MA,) IET < exp(MT) —1
M M
when A, , A, and A, tends to zero, E7 — 0 and this proves that ¢, converges to C,. O

Er, (35)

To investigate the stability of the approximate solution of nonlinear differential equations (24)-(27),
we use matrix method. To this end, the equation (28) is represented in matrix form. If (n — 1) are the
number of grid points in X-direction and (m — 1) the number of points in Y-direction,we can write the
solution vector as follows

%
k k ko k k Tk k k k k ko k k
CP = [Cpl ,Cp2,cp3, oo ’Cp(n—l)(m—l)] = [Cp]‘l 3 Cp]ﬁz,cp]ﬁ P 7Cp(nfl)(m71) 5 sz‘l ,szﬁz,cng, oo 7Cp(nfl)(m71) PR
.. ,c];,,_l‘l 7cl;)n_]‘2,C‘];n_|,3,. ) .,ci@,l)(m,,)]T (36)
and like c_p>, we have c?t = [c’;, ,cﬁz,c’;3,...,c’;(n_,)(m_])]T. Therefore, Eq. (28) is expressed in the matrix
form as
H 7
k+1 . k k k k k k
Cp+ = Acp —+ At dlag{f(cpl )F(Cul),f(cpz)r(cu3), e ,f(cp(,,,w(m,l) )r‘(cu(n,l)(m,w)} (37)
where _ _
nm BLi O - 0 0
.Blnfl |2 Blnfl T 0 0
A=| i r
0 0 0 N () Bln,1
L 0 0 0 ﬁln—l Yin—1 1 (=) x (m=1))?
Note that y,, p = 1,...,m— 1, are tridiagonal matrix that are symmetric and may be different from each

other in areas adjacent to the boundary according to boundary conditions. For example for some c’; . we
have

[1—2a—28 a 0 .. 0 0
o 1-20-2B8 a .. 0 0
Y= )
0 0 1-2a—-28 o
i 0 0 0 o 1—2a—-2f] (n1)2
and there is some rows that 7, is as
[1—a-p o 0 - 0 0 |
o 1-20-8 « 0 0
Y= : : Do : : 7
0 0 0 : 1-2a-pB o

! : -1y
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and using forward-difference approximation for the time derivative in (25) the following matrix form is
derived

2
C],;—H = IC7u+At diag{ _f(cl;,l)r(cl;l)a _f(cf,z)r(cﬁs)> ey _f(cl;(nfl)(mfl))F(Ci(nfl)(mfl) } (38)

Theorem 2. The system (28) with continuous derivatives of f(Cp) and T'(C,) is stable if
A A ) 1
2

DPI(AQ)

+DP2(

Proof. By the mean value theorem and (36), the following difference operator may be obtained

& — Ak ya diag{ f'(c5)T(ck), f'(c
p P t 8 f(Cp])F(Cul),f (Cp) ( ) 7f( (n—1)(m— l}

& = 1, diag] — (T, ~ FEIT), —f(C';,m >r’< e bk
Let l? = [z,c?{] So, we have

s
Ukt _AU[?‘FAt dlag{f ];, (051)7f/(c];2)r(cz3)7'"7f/(C];(nfl)(m—l))F(Cﬁ(nfl)(m—lw
—F (T (), = F ()T (s )y s = (i on )T (€ }[7

H -
Or Ukl = Aulﬁ, where

Ay = Ay +AA,
— AU + Al diag{f/(cl;)l )F(cl;l ),f,(C§2>F(Cﬁ3), cee 7f/(cl;(nfl)(m—l))F(cﬁ(nfl)(m—l) ) _f(cl;;l )F/(cﬁl )7
—f ()T (¢ )y = (i 1) T (i }-

It is clear that | Ay ||o=1 if (Dpl(%) +Dp2(§—§)) < 1 that leads to p(Ay) < 1. On the other hand, as

mentioned in the previous theorem, (f(c,)['(c,))" is bounded, and it is trivial to verify that p(AA,) <
A;M. Hence, since Ay and AA, are symmetric, we deduce the inequality

p(Au) = p(Au +AAL) < p(Au) + p(AAL) < 1+ MA,. (39

So the von Neumann necessary condition for stability is established. Since Ay is a normal matrix and
positive number M is independent of A, hy and k, the von Neumann condition is sufficient as well as
necessary for the stablhty [18,28,32]. Note that for isotropic diffusion, when A, = A, = A, stability
condition is derived as D( 4) < 1. O

5 Numerical experiments

For the proposed drug release system, first, we compare the figures from numerical computations in high
drug loading, Cy > Cy, with low drug loading, Cy = C;, and following that, the drug loading and the drug
dissolution rate constant are investigated for their impact on the drug transport and distribution.

In order to study the diffusion of drug in the coating of strut and delivered drug to the arterial wall,
the data set which is indicated in Table 1 is used.
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Table 1: Simulated values of the model parameters.

Description Parameter Value Reference ‘
Diameter of the strut A 140um [1,37]
Strut coating thickness ) 50um [23,37]
Wall thickness O, 200um [37]
Inter-strut distance Zd 0.1cm [37]
Coating drug diffusivity D, 0.1pum?s™! [23]
Drug solubilization limit Cs 107°M [6]
Free drug diffusion coefficient D, 0.1— IO,LLmzs_1 [37]
Association rate constant k, 107 2pm 15! [36]
Dissociation rate constant ky 0.01s7! [37]
Dissolution rate constants kas 0.05s5~! [17]
Local density in binding site So 107> M [37]

Figure 2: Drug release profile in the stent coating by changing initial drug loading.
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Figure 3: Temporal variation for the spatial average of free and bound drug concentrations in the arterial

wall for the different initial drug concentration.
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5.1 Impact of high initial loading

As stated in previous studies [4, 22], there may be changes in the rate of release due to initial drug
loading. Fig. 2 represents the cumulative percentage of drug released in the stent coating at different Cr.
so that (Cr/Cs) = 1,2,5,10. When the loading initial drug is equal solubility drug, C;./Cs = 1, so there
is no dispersed drug and tanhC,, = 0. So the above model changes to equations (16)-(18) and its profile
is similar to the investigated in some works [37]. With increasing C;, the profile is in agreement with
zero-order profile and the duration of release is prolonged. Fig. 3 plots spatially averaged free-drug and
bound-drug concentrations in the arterial wall for different C;. The simulation shows with increasing the
ratio of Cy/Cy the average concentration of drug in the arterial wall reaches quasi-equilibrium values.
The top profile displays the temporal variation of spatially average concentration in C;/Cp = 10 and has
the most equilibrium.

As reported in previous studies, the lack of drug in upper layers far away from the strut in the
circumferential direction is potentially linked to the growth of more in-stent restenosis at larger interstrut
angle [5,33]. Fig. 4 represent the impact of initial drug loading in free and bound drug concentration
at boundary points p; and p, which are shown in Fig. 1-(c). In low drug loading, Fig. 4-(a), low
quasi-equilibrium drug concentrations are observed at sites p; and p, while with increasing initial drug
loading, quasi-equilibrium levels are reached, Fig. 4-(c) and (d).
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Figure 4: Temporal variation of drug concentrations at points p; and p; after 400h in high drug loading,
where (a) & =1, (b) & =2, (¢) & =5 and (d) & = 10.

The arterial wall distribution of free and bound drug concentration can be visualized through Fig.
5. These figures show the impact of initial drug loading on the transport and distribution of drug in the
arterial wall.
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Figure 5: Drug distribution profiles for free and bound drug with different initial drug loading after 400h,
where (A) & =1,(B) & =2,(C) & =5and (D) & =
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5.2 Impact of dissolution rate constant, k.

In this section, we investigate the effect of dissolution rate constant on the drug release in the stent coating
and the drug delivery into the arterial wall. Different values for k. are examined to look at its impact on
the drug delivery process.
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Figure 6: Drug release profiles in the stent coating at different dissolution rate constant, k..

(a) (b)

1.5

kds=0.05 kds=0.05
N, kds=0.1 Py kds=0.1
TN kds=0.25 6r /7 - kds=0.25 | |

- ———kds=5 / S~ — — —kds=5

drug concentration
bound drug concentration

L L L L L L L 0 L L L L L L L
0 50 100 150 200 250 300 350 400 0 50 100 150 200 250 300 350 400

Time(hour) Time(hour)

Figure 7: Temporal variation for the spatial average of (a) free and (b) bound drug concentrations in the
arterial wall for different kd.s.

Fig. 6 represents with increasing k., the release profile can be significantly accelerate as diffusion
becomes slower than dissolution kinetics. It is noteworthy that with increasing k. the profile remains
first-order. Fig. 7 represents the temporal variation for the spatial average of free and bound drug con-
centration in the arterial wall. while increasing k. leads to the increasing amount of distribution of drug,
but Varying k. has little effect on average bound and free drug concentration and does not significantly
affect the results. The concentrations at boundary points,P; and P, are shown in Fig. 8. As can be visual-
ized, there are no quasi-equilibrium levels while increasing k. and bound drug concentrations are higher
than the free drug concentration at p;. The spatial distribution of free and bound drug concentration can
be visualized in Fig. 9. These simulations indicate that increasing k. does not affect the non-uniform
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Figure 8: Temporal variation of drug concentrations at points p; and p; after 400h in high drug loading,
where (a) kds = 0.05, (b) kds = 0.1, (c) kds = 0.25 and (d) kds = 0.5.

spatial distribution of drug in the arterial wall.

6 Conclusion

We have developed a mathematical model for Drug-eluting stents using a dissolution equation based on
the Noyes-Withney equation combined with a function that determines the effects of dispersed drugs on
dissolution processes. The model is innovative compared to the previous ones since it includes a term
that is absent in diffusion-dissolution equations prior to DESs with biostable polymers.

Initially, we have presented a mathematical model for the release of a hydrophobic drug from polymer
coatings and uptake by arterial walls. The presented general model has been converted to a simpler model
similar to those studied in previous studies under low drug loading and into a moving boundary problem
similar to those examined in the past under high drug loading and large dissolution rate limits. The
numerical simulation of the nonlinear equation has been formed when the initial drug loading was higher
than solubility with a finite dissolution rate.

According to simulation results, as the initial load increases, the duration of release is prolonged,
zero-order profile release is derived, and the distribution of drug in the arterial wall reaches quasi-
equilibrium values. While the quasi-equilibrium state was not observed in the limitation of the disso-
lution constant. In addition, the numerical results obtained in this numerical simulation are consistent

with those found in previous studies.
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Figure 9: Drug distribution profiles for free and bound drug at different dissolution rate constant, k,
where (A) k. = 0.05, (B) k. = 0.1, (C) k. =0.25 and (D) k. =0.5.
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