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ABSTRACT: Light-triggered drug delivery is a promising area of research that has
been deeply investigated in the field of anti-cancer therapy. The main goal is maxi-
mizing drug concentration in the cancer tissue while minimizing drug toxicity. This
technique is based on smart materials that carry the drug to the target site and
release it in response to an external light stimulus.

In this paper, we propose a system of partial differential equations governing
light-triggered drug release from a polymeric platform. To simulate the model,
we study a fully discrete finite difference method (FDM) that in space can be
interpreted as a piecewise linear finite element method (FEM) with quadrature.
We prove that the FDM is second order superconvergent in a discrete H'-norm
in the spatial direction, and first order convergent in a discrete L?-norm in the
temporal direction. Numerical results illustrating the theoretical findings are given.
We also include computational simulations based on a laboratory experiment that
show the relevance of the proposed mathematical model.

KEYWORDS: Finite difference method, Piecewise linear finite element method, Con-
vergence analysis, Superconvergence, Supraconvergence, Stimuli-responsive materi-
als, Light-triggered drug delivery.

Chemotherapeutic drugs administration through the circulatory system is
one of the most conventional approaches to fight cancer. The drugs attack
the tumor cells in different phases of their cell cycle, altering their ability to
grow and/or to proliferate causing their dead. However, the chemical agents
are not selective, interfering also with the cell cycle of non-cancer cells. This
drawback leads to severe side effects and has serious implications in the life
of cancer patients. Other severe disadvantages of traditional chemotherapy
are: high-dose drug requirement, development of multiple drug resistance
and non-specific drug targeting ([15], [18], [20]).

To avoid some of these disadvantages it is crucial to develop techniques that
allow the controlled and localized delivery of drugs at the tumor site. Local-
ized release is crucial to minimize undesirable side effects provoked by drugs
with high toxicity, while controlled release is crucial to maintain the drug
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concentration in its therapeutic window. The therapeutic window impor-
tance is two fold: first, undesirable side effects can occur when the maximum
safety range is surpassed; second, the failure to reach the minimum thera-
peutic range leads to no therapeutic effect and increases the risk of drug’s
resistance by the tumor ([15], [18], [20]).

The development of controlled and localized drug delivery systems had a
burst with the paradigm of nanomedicine based on nanotechnology. Some of
the stimuli-responsive drug nanocarriers being studied include dendrimers,
liposomes, micelles, metal particles, polymeric nanoparticles, carbon nan-
otubes and hydrogels ([12, 10, 23, 29]). To tune the drug release from the
nanocarriers, endogeneous (pH, redox, enzymes) and exogeneous (temper-
ature, ultrasound, light, electric fields, magnetic fields) stimuli are being
explored ([11, 9, 7, 21, 29, 28]).

In this work we focus our discussion on near infrared (NIR) light-triggered
drug delivery from hydrogels. Hydrogels are polymeric materials that can
store large amounts of water or biological fluids, which makes them highly
biocompatible. The physical and chemical properties of hydrogels are also
highly tunable, and properties like temperature and degradation rate can
be controlled by an external stimulus. These properties make hydrogels an
ideal candidate for controlled and localized drug delivery ([12, 25, 13]). In
this context, external stimulus based on NIR light have two appealing char-
acteristics, namely: minimal adverse effects on human tissue and relatively
deep tissue penetration. Light is also easy to operate and several parameters
like intensity, duration and wavelength can be manipulated to fine tune the
drug release rate ([25, 21, 16, 10, 13, 24, 17, 18, 20, 27]). For instance, once
a NIR light-responsive hydrogel is in contact with the target tissue the drug
entrapped in the polymeric matrix can be released by the stimulus of light
radiation. A diffusion type release takes place, and it can be originated by
different factors: temperature rise, hydrogel swelling due to increase osmotic
pressure or disintegration of the polymeric matrix (i.e. photocleavage) ([30]).
Moreover, such processes are reversible, meaning that diffusion is controlled
and regulated over time. The desired release rates are obtained manipulat-
ing light parameters (e.g., intensity and duration) and hydrogel composition
([12, 25, 16, 24]).

An in vivo experiment involving tumor eradication by drug delivery from
a NIR light-responsive hydrogel is discussed in [16]. For the laboratory ex-
periment, tumor-bearing nude mice were divided into two groups: one was
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injected with a drug, and the other was injected with a drug-loaded NIR
light-responsive hydrogel. The group injected with the NIR light-responsive
hydrogel was further divided into two subgroups: one was exposed to suitable
NIR light radiation and the other was not. Over the following 12h period
the group treated with the combination of smart hydrogel plus light radi-
ation exhibited a more significant concentration of drug around the tumor
site than the other groups. That same group also presented a much smaller
tumor after two weeks. Moreover, further analysis did not show significant
damages in the normal tissues of such group. These results suggest that
smart drug delivery systems can become a valuable tool for cancer therapy.

However, as stated by the authors of [16], the translation to human clini-
cal application requires future investigations concerning the design of more
efficient hydrogels. Mathematical modeling and simulation can make a sig-
nificant contribution to this effort. A reliable mathematical simulation tool
is a cheap and fast way to provide new insights into drug delivery by light-
responsive hydrogels. By simulation, light intensity and exposure time, drug
diffusion coefficients and reaction parameters governing the interaction be-
tween hydrogel, bounded drug and light, can be tuned to find the optimal
free drug concentration profile.

Consider a polymeric platform © = (a, b)? where a drug is linked by cleav-
able bonds. The polymeric structure is exposed to NIR light irradiation and
due to the light absorption, the links between the polymeric chains and the
drug particles break. The bound drug is converted in free drug that is allowed
to diffuse according to Fick’s law. To construct a mathematical description
of the physical phenomena involved we need to establish a mathematical law
for the light intensity. For that, we use the Beer-Lambert equation. Consid-
ering that the incidence light direction is orthogonal to the yoz plane, the
Beer-Lambert equation for the NIR light intensity I (WW/cm?) takes the form

dl
£:_617 (I’,y,Z)EQ,

where 3 is the absorption coefficient that depends on the polymer molar
concentration and on the specific absorption coefficient. Assuming that, at
the surface x = a, incident light intensity is known, I, we get

I(x,y,2) = lyexp(—Bz), (x,y,2) € Q. (1)
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Let ¢(z,vy,2,t) (g/cm?) and cf(z,y, 2,t) (g9/cm?) be the bound and free
drug concentrations at (z,y,z) € Q, t € [0,7], and let ¢ (cm?/(Ws)) be the
conversion rate of bound drug to free drug in the presence of NIR light with
intensity I. Then, the behavior of ¢, is described by

aCb

= @y, 1) = =0I(x,y, 2)ep(w,y, 2. 1), (2)

for (x,y,z,t) € 2x(0,T]. Let D (cm?/s) be the diffusion coefficient of the
free drug through the polymeric structure. Then

0
S (09,2, = V- (DVes(e,y,2,0) + 0l (0,y, 2w,y 2,8), (3)

for (x,y,z2,t) € Qx(0,T], which is a classical Fick’s diffusion equation with
an additional right-hand-side term that takes into account the unbinding
reaction described by equation (2). To simplify, we assume that the initial
bound drug distribution is known and that no free drug exists at initial time,
that is

Cb(aj? y? Z? O) - Cb70($7 y? Z)? Cf(x7 y? Z? 0) = 07 (x7 y? Z) E Q' (4)

We also assume that all drug particles that reach the boundary 0€) are im-
mediately removed, that is

ci(z,y,2,t) =0, (v,y,2)€ 0 x(0,T]. (5)

The goal of this work is the finite difference analysis and numerical simula-
tion of system (1)-(5). For the theoretical study we use a stylized version of
(1)-(5), in particular, we drop the light intensity equation (1) and we rewrite
the equations (2),(3) in the following one-dimensional form

8Cf o 0 aCf

E = agj (D(Cf) ax> + F(Cf,Cb), (6)
86(,

E = S(Cfucb)u (7)

where F, S : IR?> — IR are suitable reaction functions and D : R — IR is
a diffusion coefficient that is allowed to depend on c¢. Here, for simplicity,
we have dropped the dependency on x and ¢. The equations (6),(7) are
completed with the initial conditions

cp(x,0) = cpo(x), cf(z,0) =cpo(z), =€, (8)
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and the boundary conditions
crla,t) =cs(b,t) =0, te(0,T]. (9)

Some numerical methods have been proposed for problems similar to (6)-
(9), particularly for the semilinear case with nonlinear reaction and lin-
ear diffusion. Fully nonlinear equations/systems were analyzed, e.g., in
22, 3, 26, 14]. In [22], a coupled reaction-diffusion system was considered in
the context of heat transport. A FDM was proposed and optimal error esti-
mates in discrete L? and H' norms were obtained considering uniform grids.
Optimal convergence estimates in the L?-norm were also obtained in [3] for
a general class of nonlinear reaction-diffusion equations discretized by mixed
finite elements. Finite volume schemes with high order of accuracy were de-
veloped in [26] for general nonlinear advection-diffusion-reaction equations.
Stability analysis for discontinuous Galerkin methods applied to the same
class of equations was the subject of [14]. Let us also mention that FDMs
for other type of problems have been previously investigated by some of the
authors of this work ([5, 6, 8]).

Here, we give the convergence analysis of a fully discrete (in space and
time) FDM for system (6)-(9). In space, the FDM can be seen as a piecewise
linear FEM with quadrature. The discretization in time is based on an
implicit-explicit (IMEX) scheme. Our main contributions are:

(1) Supra-superconvergence in space in a discrete H'-norm;

(2) Optimal convergence in time in a discrete L*-norm;

(3) The proof of the convergence results requires lower regularity assump-
tions than those usually considered in the literature;

(4) The numerical simulation and validation of the motivational model
(1)-(5).

The rest of the paper is organized as follows. In Section 2 we introduce
some notation and present the fully discrete FDM. In Section 3 we develop
the convergence analysis of the space discretization and in Section 4 we study
the fully discretization. Section 5 aims to illustrate the convergence results
and to apply the proposed numerical tool in the context of light-triggered
drug delivery. Finally, in Section 6 we present some conclusions.

1. Preliminaries

To discretize the differential system (6)-(9) we start by introducing in 2 a
sequence of nonuniform grids. Let A be a sequence of vectors h = (hy, ..., hy)
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of nonnegative entries such that Zf\il hi =b—a and h,,. = _IrllaXN h; — 0.

1=1,...,

For h € A, we introduce in Q the nonuniform grid
O ={a=wp,z1, - ,xy_1, 25 = b}

Let W, be the space of grid functions defined in €, and let W0 denote
the subspace of W), of the grid functions null on the boundary 0€2;,. In W,
we introduce the following inner product

N-1
(wn, vn)n = > higpoun(w:)o(2s),
i=1

hi+hip
2

with R0 = and uy, vy € Wyp. Let ||-||;, be the norm induced by
(+,-)n. We observe that holds the following: for u;, € W}, o we have

[unlloo < Vb= allD_yunl|+, (10)

where [|up||s = _max lup(z;)]. In fact, as up(x;) = 2321 h;D_yup(x;) for

geeey

1 =1,..., N, then we obtain
|un(:)] < Vb —allD_pupl|+,

that leads to (10).

Let P, be the piecewise linear interpolation operator and let @Q);, be the
piecewise linear constant operator defined in W}, g and W}, respectively, where
the last space includes the grid functions defined in €2;,. Let Pycyj and Qpep

be the finite element approximations for ¢; and ¢, respectively, defined by
(6)-(9) that satisfy

(PP 1), Py = —(D(Prega()) 252 1), P
+ (F(Pthvh(t), thb,h(t))7 Phuh), (11)
(P 1), Quon) = (S(Pres(t), Qucn(1)), Quen), (12)

for up, € Wy, v, € Wy, t € (0,T]. System (11),(12) is completed with the
initial conditions
(Prcyn(0), Pyup) = (PrRycyo, Phun), up € Wh.o,
(Qnevn(0), Qnon) = (QnRicyo, Qnvn), vi € Wi,

In (13), Ry : C(§2) — Wy denotes the restriction operator.

(13)
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To compute a fully discrete (in space) finite difference solution cyj(t) €
Who, con(t) € Wy, we introduce the average operator

up(x;) + up(i1)

Myup(x;) =

2
and the finite difference operators
D yup(z;) = up(z;) — uh(xi—l)’ Drup(z;) = up(Tig1) — Uh(sz)
hi hit1/2

We also introduce the notation

N

(wn, vn)+ = Y haup (i) on (), wp, vy € W,
i=1

and ||up||+ = /(un, up)+, for up € W,

Then we define the fully discrete (in space) approximations cy(t) € Wi
and ¢, ;(t) € W), by the following discrete scheme

(pn®), un)n = —(D(Mycyp(t)) D_vcpn(t), D_sun)s + (F(crn(t), con(t)), un)n,

(chn(t)svn)n = (S(ern(t), con(t)), vn)n, (15)

up € Who,vn € Wh, t € (0,7], with the initial conditions

(crn(0),up)n = (Rucro,un), (con(0),vn) = (Rucho, Vp)n, un € Who, vy € Wh.
(16)

From (14)-(16), it can be shown that c;(t) € W), and ¢, 5(t) € W, satisfy
the following

(1) = DU(Mocpn(t)Dsepn(t)) + Flepn(t),nn(t)) (17)
con(t) = S(ernlt), con(t)), (18)
in Qh X (0, T],
Cf’h(O) = RhCﬁg, Cb’h(O) = Rh6570 (19)
and
crn(a,t) =cpp(bt) =0, t € (0,T]. (20)

To define fully discrete schemes in time and space, we introduce in the time
domain [0, T the uniform grid {t,,,m = 0,..., M} with t, =0, t;; = T, and
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tmi1 = tm + At, for m=0,..., M — 1. We consider the IMEX scheme

D ey = D (D(ch’}f,jl)D_xc}’fO + Bt g (21)
D_icyy = S(efyt e ) (22)
in 0 and for m =1,..., M, with the following conditions
C(J)“,h = Rthyo, C(b),h = Rhcb’o in Qh, (23)
and
(o) = cfp(an) =0, m=1,..., M. (24)
In (21), D_; denotes the backward finite difference operator
m m—1
upt —u
D um = h h .
i At

Using an explicit discretization for the diffusion coefficient D and the nonlin-
ear terms F' and S, we avoid the solution of a nonlinear system of equations
at each time step. IMEX schemes are often considered for nonlinear reaction-
diffusion problems ([19]).

We remark that the initial boundary value problem (IBVP) (21)-(24) can
be rewritten in the following equivalently form

(D= vn)n = _(D(ch?ﬂfi:l)DfxC??h, D_yon)+

+ (F(C??,Il, C?}Zl), Uh)h) Yy, € Wh’o, (25)
(D—schy, wp)p = (S(c}’fgl, cg’?{l),wh)h,th e Wy, (26)
form =1,..., M, with the following conditions

(Cg)f,havh)h = (Rucr0, vn)n, Yuu € Wi,

27
(Cg,mwh)h = (Rncp0, wp)n = 0, Ywy, € W, (27)

In what follows, we study the stability and convergence properties of the
solutions of the finite difference problems (17)-(20) and (21)-(24) or, equiv-
alently, of the finite element problems (14)-(16) and (25)-(27). We assume
the following smoothness conditions:

(HDg) D(xz) > Dy > 0,z € R,

(HD() |D(x) — D(2)| < Cplz — @, z,7 € IR,

(HF) |F(z,y)| < Crlyl, =,y € R,

(HS) [S(z,y)| < Csly|, =,y € R,

(HFK) ‘F(l’,y) - F(j7g)| < CFz‘y - g‘? x?‘%7y7g7 S IR>
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(HSe) [S(2,y) = 5(2,9)] < Cs.ly = 4l, #,7,9,9, € R.

2. Analysis of the semi-discrete approximation

2.1. Stability. We start by establishing the uniform boundedness of ¢4, (t),t €
0,T],h € A.

Proposition 1. Let cs,(t) € Wi, con(t) € Wh,t € [0,T],h € A, be defined
by (17)-(20) with initial conditions cs;(0) € Wi, cn(0) € Wy. If the as-
sumption (HD,), (HF') and (HS) hold, then there exists a positive constant
C, h and t independent, such that

t
\wﬁmwui+u%ﬁ@ﬂﬁf%zDo[;éﬂ*@uD_ﬂmhwﬂﬁds
< e (llera O} + lena(0)[7).

fort e [0,T],h €A.

(28)

Proof: From (14) and (15) with w, = cn(t), vy, = cp4(t) and considering
the smoothness assumptions (HDy), (HF) and (HS) we easily get

1d
557 (lean®IR + lena(IR) + Doll D-sera()]2
1
< Cr5(lleqn I} + lena(®) ) + Csllenn (1)1
1 1
= 5Cellega DI} + (GCr + Cs)lenn D7

The last inequality leads to (28) with C' = Cp + 2C5. -
As corollary of the last result we conclude the following uniform bounded-
ness result which is consequence of inequality (10).

Corollary 1. Under the conditions of Proposition 1, there exists a positive
constant C', h and t independent, such that

¢
/ Hcf’h(s)Hgods < C,tel0,T],h €A, (29)
0

provided that ||cs(0)||2 + ||con(0)]|7, h € A, is bounded.

Proposition 2. Let cs;,(t), Crp(t) € Who, con(t), Con(t) € W, t € 0,T),h €
A, be defined by (17)-(20) with initial conditions cs,(0),¢rn(0) € Wi,
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cvn(0), En(0) € Wo. If the assumptions (HDy), (HD;) (HF;) and (HS;) hold,
then, for wpp(t) = cpn(t) — Epn(t) and wyp(t) = cpn(t) — on(t) we have

¢ t
w07 + lwsn (07 +2(Do — 62)/0 els W D_ywopn(s) |3 ds

< BT (O + s O)),
fort €]0,T],h € A, where

(30)

1
7(s) = max{55Cp|Dcrn(s)lls + Cri, O + 205} (31)
and € # 0 is an arbitrary constant.

Proof: It can be shown that for wy;(t) and wy(t) we have

%%(wah( )N - llews,n(t )||;2l> (D(MyCpp(t)D—swyn(t), D_ywin(t))+
< ((D(Mycpn(t)) — D(Mycpn(t)) D—yepn(t), D_gwyn(t))+
F(F(ern(t), cnn(t)) — F@Epn(t), @n(t)), wralt)n
+(S(crn(t), con(t)) — S(Crn(t), con(t)), won(t))n- .

Taking in (32) into account the assumptions (HDy), (HDy), (HF,) and (HSy)
we get

th<wa, 1% + Hwb,h(t)Hi> +Do|| D—pwin(t)|1%
< Cp||D—sepn(®)lollwrn®)all D—zwrn(®)|l+
+CF |lwsn ()| nllcwsn ()]l
+Cs,||wpn ()]
(33)
From inequality (33) we obtain

2 (eorn(®)12 + lena®IZ) +2(Do = D swora()|l2
< 9O (losa I + (O

with v(¢) defined by (31) and € # 0 an arbitrary constant. Inequality (30)
follows from (34).

m

To conclude stability from (30) we need to impose the boundedness of

t
/ v(s)ds, t € [0,T], h € A, that depends on ||D_,cs(t)||. This result does
0
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not follows from Proposition 1 neither from existence results for ordinary
differential problems ([4]). These facts limit the stability analysis of the IBVP
(17)-(20). We observe that the spatial truncation error T3 (t) associated with
the spatial discretization introduced before is of first order with respect to
the norm ||.||». Then, the energy method followed in the proof of Proposition
2 with cpp(t) = Rucs(t), cpn(t) = Rucp(t), where Ry, denotes the restriction
operator, allows us to obtain the following estimates for Ey,(t) = Rucs(t) —
5f7h(t) and Eb,h(t> = Rhcb(t) — 5b,h(t)3

1En (@)l + 1 Esn )17 + /f WD Epn(s)| ds

/ Fa e 7y, (5) ks + € 10 (I Ea(O)I + | Enn (O)1F).

(35)
for t € [0,T],h € A, and with
7(3) - maX{ CDHD—thCf( )Hzo + CF@? CF@ + 2055} (36)
being € # 0 an arbitrary constant.
As
ID_sépales ) < 2(1D e Epa(ws O + (Do Rucy(wi ),
and

‘D—JJEf,h(xia t)‘2

ol

—T

h

then, the uniform boundedness of t||D_wéf’h(s)Hgods, for t € [0,7] and
h € A, follows if '

IEra (O)I; + 1E6n (Ol < Chipg (37)
and if we impose the following condition to the sequence A

h2
3Cq > 0 : hm‘” < Cg, h € A, with h,,,, small enough. (38)

min

From Proposition 2, we conclude the stability of the IBVP (17)-(20) in
5f7h(t), 5b,h<t),t c [O, T], h € A, provided (37) and (38) hold.
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In what follows we establish that

t
Vs (D12 + | Esn (D12 + / 1D Epa(s)|2ds
< Ol + C (1B O)IF + 1 Eon (O)1F).

provided that ¢s(t) € H*(Q) N Hy (). Consequently, if

1B (O 17 + 1 Ebn (0I5 < Chipes (39)

condition (38) can be weakened and it can be replaced by the following one

h4
dCq > 0 : hm“x < Cgq, h € A, with h,,,, small enough. (40)

min

Then, if ¢4(t) € H*(2)NH; (), the IBVP (17)-(20) is stable in ¢ ,(t), cpi(t), t €
0,7, h € A, provided that (39) and (40) hold.

2.2. Convergence for lower smooth solutions. In this section, we derive
an error bound for the solution of the FDM (17)-(20) avoiding the use of
Taylor formula that requires that cf(t) € C*(Q2). Relying on the Bramble-
Hilbert lemma ([2]), we are able to established our error bound under lower
regularity assumptions on the solution of the continuous problem (6)-(9).

Let E;n(t) and Ejpp(t) be the error terms associated with cf(¢) and ¢(¢),
respectively. We use the following notations

1 Tit1/2 ’
(9)n(xi) = / g(x)dr,i=1,...,N —1

hi+1/2 Li—1/2

and

Rug(:) = 9(wi12),i=1,...,N.
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We have successively

(T 0))0, gl = (o (Dles () 2L (0) + Fle(t) clt)) o Eplt))

(
(Rucs )Ry oL (1), D_Bpa(0))
(
(

My Rpcs(t)) Dy Rpcs(t), D—zEpp(t))+

My Rpcs(t)) Dy Rycy(t), Dy Epp(t))+
(cp(t),cn(t))n — F(Rncs(t), Rueo(t)), Epn(t))n
(Rth( )s Bnew(t)), Ern(t))n

Tho(t) — (D(MyRpcp(t)) Do Rucp(t), Do Epn(t))+

_|_

(D
(D
(D
((F
(F

— -

I
Mw

i:(lF(Rth(t), Ruey(t)), Epn(t))n,
where
Tha(t) = —(D(Rycs(t) RyGE(t), D_oEpu(t)) (41)
+(D(Mthcf(t))D Rics(t), Do Epn(t))4,
and

Tho(t) = ((F(cr(t), cp(t)))n — F(Rucs(t), Bucy(t)), Ern()n-  (42)

Then, taking into account (14), we deduce

(54 (1), Ern(t))n = —(D(MyRpcp(t) Dy Rucs(t), D_o Eyp(t))+
(F(Rth( ), Rey(t)), Ep(t))n
(

+ZTh£ th )s Ern(t))n

where

Toalt) = (B2 (1), Bpn) — (L) EpalO)h (43

Furthermore, we also have

(540, Ern(t)n = —(D(MyRpcp(t) Dy Rucy(t), D_o Eyp(t))+
+(D(Macrn(t))D_ycyp(t), D_o Ern(t))+
(IZ(Rth( ), Rneo(t)) — F(cpn(t), con(t)), Ern(t))n

+ Z Th’g(t),
/=1
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that leads to

S4B < —Doll D_Fpa(t)|2
+C,| D Bacy (Dl ol Epa) Il Do Byt
AR OB (Dl (a4

+ Z Th)g(t)
/=1

provided that (HDy), (HD,) and (HF/) hold.
For the error Ej;(t) we have

(B (), Eop(t)n = (S(Bucy(t), Ruey(t)) — S(epn(t), con(t)): Eon(t))ns

and taking into account the assumption (HS,)

1d
571 Een (Ol < CsillEon()lIh- (45)

In what follows we establish upper bounds for the terms 7}, (), ¢ = 1,2, 3.
The results presented in [1] for elliptic equations have a central role here.

Proposition 3. Let Ty, 1(t) be defined by (41). If c;(t) € H>(Q)NH(Q) and
(HDy) holds, then there exists a positive constant Cr,, h and t independent,
such that

Oc
Tha(9)] < Cr 5 (CHI S

(¢ )HgﬁHDHio)HCf( Wiz @) tman 262 | D Epa ()|
(46)
fort e (0,T] and h € A. In (46),e # 0 is an arbitrary constant.

Proof: As
Tha(t) = —((D(Rucy(t)) — D(M Ry () Bingt(t), D_oEgn(t))4
+(D(M, Ryc (1)) (Rp 5L (t) — D_yRycy(t), Dy Ep (1)),

we have

Tha(t)] < |52t )HooCDHRth( ) = My Rycy(6) |+ Do Ern () ||+
HID ool Ba %L () = D—sRucs (||| D Epn(t)|+
=100+ TE W,
with

T ) = 152 OlCpll Racs(t) — MuRics Ol 1D Epat)-
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and
aCf
ox

Considering Theorem 1 of [1], it can be shown that there exist two positive
constants C and Cs, h and t independent, such that

T (t) = | Dl|ocl| R 5L (t) — Dy Rye(t)||4 | D— Egp(8) -

oc N 1/2
T 0] < 15O CoC (3 MOl ID-Era®lls (47)

=1
and
(2) 3y 2 1/2
TR < IDNCo( 3 billes Ol ) ID-2Era®ll (48)
=1

Inequalities (47) and (48) easily lead to (46).
m
The next two propositions establish estimates for T}, o(¢) and T}, 3(¢). Their
proofs can also be seen in Theorem 1 of [1].

Proposition 4. Let Ty 2(t) be defined by (42). If F(cs(t),cp(t)) € H*(Q),
then there exists a positive constant Cr,, h and t independent, such that

1
Tha()] < Cor, 5 Fer(t), () iy mar + 1D Epa@)IL, (49)

fort e (0,T),h € A. In (49), € # 0 is an arbitrary constant.

Proposition 5. Let Tj,3(t) be defined by (43). If ¢(t) € H*(Y), then there
exists a positive constant Cr,, h and t independent, such that

1
Ths (O] < Cr 51 p ()20 e + €1 D Epn (@12 (50)

fort e (0,T),h € A. In (50), € # 0 is an arbitrary constant.

Using the constructed tools we establish now an upper bound for || E ,(¢)]|2+
| Epp(t)]|7. We start by noting that from (44),(45) and considering the upper
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bound established in Propositions 3-5 we obtain
d
= (1@ + I Ean(DI) +2(D0 = 56) | Do Epa(®)]12
1
< (5305 D=sRucr DI + Cr ) | Epn (8}
+ (Cr +2Cs, ) | By + Th(t), (51)
where
Ti(t) = G ( (¢ %I I + DI ok
(1) = RIS O 1Z + IDIE ) lles ()

+ HF(Cf( )aCb( D) + 15l )him, (52)
being Cs = 2 ‘Ifnl%x?){CTi}'

From (51), we are now in position to establish the main result of this
section.

Theorem 1. Let ¢y € L*(0, T, H3(Q)NH(Q))NCL([0, T], C(Q))NH (0, T, H*(2))
and ¢, € CY[0,T],C(R)) be solution of the IBVP (6)-(9), where D, F and

S satisfy the assumptions (HDy), (HD;), (HF;) and (HS;). For h € A, let
crn € CH[0,T), Who),con € CY([0,T),Wy) be solution of the FDM (17)-
(20) or, equivalently, of the FEM (14)-(16). Then, for the errors Egp(t) =
Rth<t) — Cf,h(t),Eb,h(t) = Rhcb(t) — Cb,h(t>, t € [O,T],h € A, holds the fol-
lowing

1Ern @7 + [ En (@I + 2(Do — 5¢7) / S| D, By (s)]12 ds

i () dps (s
/ " (53)

fort e [0,T],h € A. In (55’) e # 0 is an arbitrary constant, v is defined by
V(t) - maX{ CDHD—thCf( )HCQ)O + CF@? OF@ + QCSe} (54)

and T),(t) is given by (52).

Choosing in (53) € conveniently we obtain the following corollary.
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Corollary 2. Under the assumptions of Theorem 1, there exists a positive
constant C,, h and t independent, such that

t
1Esa )7 + 1 Evn(®)]l +/ 1Dz Efn(s)I5 ds < Cehipynt € [0,T),h € A,
0
(55)

3. Fully discrete scheme
3.1. Stability. In this section we intend to establish conditions that guar-
antee the stability of the nonlinear IBVP (21)-(24). From (25),(26) with
vy = ¢y, wp = ¢, and considering the assumptions (HDy), (HF) and (HS),
we obtain
lepulli < llefs I — 288 Dol D_acfy |2 + 2AtCrlcFyllnlley), la,
(56)
legill < llegl HE + 286Csllep lIallepy, lln.
for m =1,..., M. Inequalities (56) allow us to establish
(1= AtCp)l el +(1 = AtCs)llegy 7 + 2A¢Do|| D_pcf |12
< (1+ A4(Cr + ) (e I + legs 1)

that leads to
el + el + 2A6D0 322 1Dl

14+At(Cp+Cs m
< (e ) (Il + 12)

provided that
1 — Atmax{Cr,Cg} > 0.

Then we conclude the following result.

Proposition 6. Let ¢f, € W, ¢, € /Wh, m=0,...,M, h € A be defined by

(21)-(24) with the initial conditions ¢}, € Wi, ¢}, € Wy. If (HDy), (HF)
and (HS) hold, then

m
A
Iefalld + el + 28600 3 ID_achall2 < e (e, 2 + eb,lF). (57)
/=1

m=1,...,M,h e A At € (0, Aty), where
0 maX{CF,Cs}+CF+CS
1 - Atymax{Cp,Cs} ’

(58)
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and Aty is such that
1 — Atgmax{CFr,Cs} > 0. (59)

In what follows we consider c?c’h € Wi and let C?‘ﬁ\ € Who, C}th € Wh, m =
0,..., M, h €A, bedefined by (21)-(24). Let & € Wy, m =0,..., M, h € A
be other solution defined by (21)-(24) with initial conditions &}, € W; . We
would like to establish conditions to guarantee that, for p. > 0, there exists
a positive pg, such that, if [|w),lln < po, 7 = f,b, then ||wf}|[n < pe, © = b, f,
m=1,..., M, h € A. Here we use the notation wj, = ¢/}, —¢},,i =b, f,m =
0,...,M,h eA.
Proposition 7. Let i Crn € Who, G, Gy € /Wh, m=1,...,M, h € A,
be defined by (21)-(24) with initial conditions c%h € Who, &)y € W,. Let
wi, = ¢y =&t =bf,m=0,...,M,h € A. If conditions (HDy), (HD;),
(HF;) and (HS;) hold, then

lwfullf + lwpilli + AtDy Y [|D—swi ;|5
j=1 (60)
1 j
<o =M (12 + ),
form=1,..., M, h € A and At € (0, Aty], with
1 — Atomin{Cp,, Cs,} > 0. (61)
max{ - Cp||D-ac}, |5, Cr, + Cs,} + max{CF,, Cg,}
1 — Atgmax{Cp,, Cs,} '
Proof: Taking into account the assumptions (HF), (HS,), it can be shown
that holds the following
il < llwpy 17 - 28t (D(Mycfy ) Dy 1
— DM, &7, ) Dy, Dawpy )+ 288Ck[lwFplnfler " lln, - (63)
il < Ny 15 + 286C, |l llnllwpy -

o(j) = (62)

Considering now the assumptions (HDg) and (HD,), we have successively
—(D(ch?}f};l)D_mc;fh — D(anyj,;l)D_IE;fh, D_ W)+
— (DML Dt D st
—((D(Macy, ") — DMy}, ) Doty Do)+
< —Do|| D-awy I} + Coll DscfylloclleFs Inll D-oeF [l
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Inserting the last upper bound in (63) we obtain
(1- AtOFz)wahHh + (1 = AtCs,)|Jwy) h1Hh +2A8(Dg — € )HD—fohH2
< (1-+ AtCHID_ e )
+(1+ At(CFe + Cs)llwyy I
that leads to
[ ll7 + llwpilli 4+ 2At(Do — €) || D't |13

64
< (1 + At (m) (oo 2 + Nl 1), (o)
provided that
1 — Atmax{CFp, Cs,} > 0.
In (64), o(m) is given by
maX{%C%HD—xC??hHgov CF@ + CSe} + maX{CFea CSe}
o(m) = (65)

1 — Atmax{Cp,, Cs,}
If we fix ¢ = 22, then from (64) we establish

m—
< T am0) ) (el -+ lleofal1?)
j=0

j=1
where now o(j) is defined by (62). The last inequality leads to
[ I5 + w7 + AtDo 3750 ([ Dy |13

. (66)
< (U At e, ()" (bl + ).

and, from inequality (66), we easily get (60). -
Now we can establish the stability conditions we are looking for. From
Proposition 7, it is sufficient to consider

pOST Pe€ 20 =L

It is clear that the last upper bound gives the correct answer if ¢, € W,
oy € Wiy, m=1,..., M, h € A, are defined by (21)-(24) with initial condi-
tions c(}’h € Who, cgﬁ, € W\h, such that

ID_ociyl < Com=1,..., M, (67)

for some positive constant C' and h € A, with h,,,, and At small enough.
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In the next section we establish that the errors E'fY, = Rycf(t)—cy, By, =
Ryey(tm) — ¢y, for fy, and ¢y, respectively, satisfy the following

m
i+ At 1D By
j=1 (68)
< CUAL + Iitge) + Co (1141 + 1R,
form=1,...,M,h € A, provided that convenient smoothness assumptions

hold for ¢ and ¢;. In the next section we specify such smoothness conditions.
The upper bound (68) can be used to conclude that (67) holds. In fact, as

1D el < 2(ID-e BRI + 1D Ry (t) 2

1EZW G + 1 B3,

and |
|D_EF I3 < TI\D—xE?Th\\3~

To conclude (67) we observe that, taking into account (68), we have succes-
sively

1 u -
2, < . AtAtE HD*JEEihHi
m j=1

1D EF,

< (ai(a +18,,) + (1B + IELE))
<C( max) C(EO 2 ED 2>.
=1 hmin+hminAt +hmmAt 2 1B ulln + [ Epplln
Then, if
I B} alln < Chlg, | EDAlIn < CHEp, (69)

for p = 1,2, we conclude (67) provided that the spatial stepsizes sequence A
and the time stepsize At satisfy

At h2P
< C mar < O 70
hmm = hmmAt = e ( )

for At and Ay, small enough. In (70), Cq is a positive constant h and At
independent.

Finally, we can state that under the conditions (70), to have stability in
ctn € Who, Gy € /Wh, m=1,...,M, h € A, it is enough to fix the initial
data c%h € Who, cgﬁ, € /Wh, h € A, satisfying (69). We observe that for p = 2
we relax the smoothness conditions on the time-space grid but we impose a
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more severe condition on the initial condition. If p = 1, we impose a more
restrictive condition on the time-space grid and we relax the condition for
the initial data.

3.2. Convergence for non smooth solutions. This section is focused in
the convergence analysis of the IMEX scheme (21)-(24). In the main result
of this paper, Theorem 2, we establish an upper bound for the error of the
numerical solution computed with such method.

Theorem 2. Let
c; € C([0,T), H*(Q) N Hy(2)) N C*([0,T],C(Q)) N CH0, T, H*(Q))

and ¢, € C*([0,T],C()) be solution of the IBVP (6)-(9), where D, F and
S satisfy the assumptions (HDy), (HD;), (HF;) and (HS;). For h € A,
At € (0, At let ¢y, € Wy, ph, € /Wh, form = 0,..., M, be defined by
the IMEX scheme (21)-(24) with initial conditions ¢}, € Wy, ¢}, € W
Then, for the errors Bl = Ryce(tm) — i By = Rpucy(tn) — Cpys holds the
following

1B7 5 +HIEIE + 28000 =5 (3 T (0 o@)IID-oE,
DB 2)
<TI0+ dto () (19415 + 118,17
j=1

At (ml

+1 — Atymax{CF,, 2Cs,}

g

(TT (+ AT +77).

(71)
form=1,...,M, he A and At € (0, Aty]. In (71), o(j) is defined by

max{5C, || Do Rucs(t;) |5, Cr + Cs,} + max{CF, 2Cs,}
1 — Atymax{CFp,, 2Cg,} ’

j=1

o(j) = (72)

e # 0 is an arbitrary constant, Aty is fived by
1 — Atymax{Cp,, 2Cs,} > 0, (73)
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the error term T,‘Z 1s defined by

Oc
TfJL = 02 5 Z h4 8tf( ')H%{z(%_l,xi) + ||F(Cf(tj)> Cb(tj))leT{Q (Ti-1,75)

+”Cf( )HH3 (Ti—1,z;) ) <74)
32Cf 1 820b
FAIO / 5l B Ol + G| R 1) s

forjg=1,--- . m. In (74), C is a positive constant h and At independent.

Proof: We start the proof remarking that we have

(DB B = (S (s B — (D-icfi B+ T, (75)

where

dc -
Tppy = (D=tBucs(tm) = (G (tn))i By

We also have

dc

L o B = (DR () R AL (0), DBy

—((D
H((E(Bcy(tm), Buco(tm)))ns B )n
~((D(Mycy(tm1)) Dy Rics(t), D_o E). (76)

+(F(Rpcr(tm-1), Buco(tm-1)), Efp)n

+72) 4 1)
where
2 _ 5 5 Ocy m
18} = ~(DRucr(t) B oL (1), Do)
+((D(Mycy(tm—1))D-zRncy(tm), D—mth)
and

T = (F(Bucy(tm), Rucy(tu)))n — F(Rics(tm1)s Rucs(tm—1))s EF)n-
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Inserting (76) in (75) we obtain

(D7, Efy)n = —((D(M, CJ{( m—1)) Dz Rpcy(tm), Do B} )+
+((D(M, c"f )D—fo,h,D—fo,h) 1
+H(F(Rucp(tm), Buco(tm-1)), EFy)n — (F(SF e ) EFn

3
14
+3 13,
/=1
(77)

From (77), considering the assumption (HDy), (HDy), (HF;), it can be
shown that

(1= AtCR)IEl; +2At(Do —162)\|D—xE?h\|i
< 1+ At CDAID—a:Rth( ) BN ET I

(78)
+ALCE | B3 + 24t Z TV
j=1
Furthermore, we also have
(1- AtCS/)HEbhHh (1 + AtCs,) || By i+ 2AtTFD7 (79)

with
oc
T = (D_Rucy(tm) — Ry atb( 1), By

From (78) and (79) we conclude
(1= AtCr)IERIl + ( — AtCs, )| Byl + 246Dy — €)|| Do 7 ||
< (1+ Atmax{s mewﬁw(ﬂuih+aﬁ)

(1712 + 112 )

4
20t T,
j=1
(80)
In what follows we establish estimates for T}%, jg=1,...,4.
1. An estimate for T 1% : We observe that

DRy (tn) = (G-t = DRy (tn) — Rut(tn)
+ B 5t () — (5t
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where, as in Proposition 3, we have

|(RaE (tm) — (%{(t )i Bl

dc 1/2 .
<G(Zh4n L) By y) 1D Bl

for a positive constant C'; h and ¢ independent.
The following representation holds

(81)

D Byey(s ) — B (i t) = (500~ 30) ~ (1)),

with (&) = ¢f(wi, tm-1 + EAL). Let A : W21(0,1) — R be defined by

Mg) = g(1) = 9(0) = ¢'(1), g € W1(0,1).
As A € (W?1(0,1)) and \(g) = 0 for g = 1,¢, from Bramble-Hilbert lemma
we guarantee the existence of a positive constant C' such that

1
Ag)| < Cy / 19"(€)|dE, ¥g € W10, 1),

Consequently,
8Cf bm 82Cf
ID-tBuer(rt) = Gl ot <03 [ 1GE Ol
tm (926 1/2
<ot [ (o))
tmfl

that leads to
Oc
(Dt Rpcy(tm) — atf( ) th) |
< VAT I8 S 1o

where C' denotes a positive constant, h and ¢ independent.
Finally, from (81), (82) we conclude

m 17tm)) —T

N
(1) 1 4 8Cf 2 (‘9 Cf 2
Tfp) sc@(zl NSE ) ey + A / | R (5)]1ds )

tm—1
+26*|| DBy |13,
(83)
where € # 0 is an arbitrary constant and C' is a positive constant, h and t
independent.
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2. An estimate for T' 1(?21% : As in Proposition 3 we have

|TFD| C_Zhlchf HH3 (Ti—1,2;) —I_GZHD—CUthH—H (84)

where € # 0 is an arbltrary constant and C' is a positive constant, h and ¢
independent.
3. An estimate for T' }31)) : As in Proposition 4 we have

D) =05 ZWF (cs(tm), eo(tm) 2o,y + €N D EFl5, (85

where € # 0 is an arbltrary constant and C' is a positive constant, h and ¢
independent.
4. An estimate for T}% : Following the proof of (82) it can be shown that

” m (9 Cp
(D= Rucy(tn) = % (tn), By )l < CVAL HuRh 5200t |, 1R
8205
< Ot IR S 2 s, + € IERIR,
C
where € # 0 is an arbitrary constant. Fixing in the last upper bound €* = %,

we get

2
(D-cRscsltn) = 5tn). Bl < O] IR SR i, (s
C
P

where C' denotes a positive constant, h and ¢ independent.
Taking into account the upper bounds (83)-(86) in (80) we deduce
HthHh + | B} h“h + 2AL(Dy — 5e )HD—:LthH2
< (1 Ato(m)) (I1E7 1R + 1B 1)
At

Tm
1o At max{CF, 2Cs,} "’

with o(m) and 7} defined by (72) and (74), respectively. Finally, from (87)
we easily get (71).

(87)

=
Fixing ¢ and manipulating conveniently the upper bound (71) we obtain
the following corollary.
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Corollary 3. Under the assumptions of Theorem 2, there exist positive con-
stants C7 and Cy, h and At independent, such that

BHACS T DB R < CUAP+RL ) +Co (| B2+ B,

J=1

form=1,...,M, h € A and At € (0, Aty), with Aty fixed by (73).

IE

)
h |

4. Numerical experiments

In the first example of this section we illustrate our convergence results.
For the experiments we use the the fully discrete IMEX scheme (21)-(24).

Example 1. Let Q =[0,1] and t € [0,1]. We consider problem (6)-(9) with
S(cy,cp) = 2¢cpct, Flep, ) = c?fcb, and D(cy) =1+ c%, that is

oc
8_256 = 20fc§ + g, (89)

The functions gr and gy are defined such that the exact solution of the problem
is cp(x, t) = exp(t)|r — 0.5|%(2* — ) and cp(z,t) = exp(t) sin(rz).

First we analyze the superconvergence error bound obtained in Corollary
3. To get the numerical rate of convergence in space we consider an initial
random mesh and successively halve the spatial step size. The time step is
chosen small enough (of the order of k2, ) so that the spatial error dominates
the time error. Following Corollary 3, the numerical error is measure by

m
k=1

E 2 _ Em
ITory, mgllaXMH il

and the rate of convergence is computed by

E
Rate;, = 1Og2 (Errorh> '

ITOI
2

When a = 3.1 we have cy(t) € H*(Q)NH{(Q) and the regularity conditions
of Theorem 2 are satisfied. That is not the case for a = 2.1, for which we
have c¢(t) € H*(Q2) N H} (). The values of Error, and Rate, given in Table
2 illustrate that the regularity conditions imposed on the continuous solution
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are sharp. We have second order convergence for a = 3.1 and only first order
convergence for a = 2.1.

N Ponaz Error;,  Ratey,
20 5.5249E-2 4.3243E-3 -
40 2.7625E-2 1.1690E-3 1.8872
80 1.3812E-2 2.9772E-4 1.9732
160 6.9061E-3 7.5112E-5 1.9868
320 3.4531E-3 1.8920E-5 1.9891
N Pomaz Errory, Ratey,
20 5.8156 x 1072 1.4089 x 1072 -
40 2.9078 x 1072 7.9888 x 1073 0.8185
80 1.4539 x 1072 3.8829 x 107% 1.0409
160 7.2695 x 1073 1.8877 x 1073 1.0405
320 3.6347 x 107% 9.0150 x 10~* 1.0663
TABLE 1. Numerical convergence rates in space for Example 1,
on the left @ = 3.1 and on the right a = 2.1.

Now we analyze the time error bound obtained in Corollary 3. To get the
numerical rate of convergence in time we fix the spatial mesh (N = 320 and
Rmaz = 3.5648 x 1073 and successively halve the time step. We measure the
numerical error as

2 m (|2 m |2
Errory, = maXMHEf,hHh+ £ 1%

.....

and the rate of convergence is computed similarly as before. The results are
given in Table 2, and the first order convergence rate is in accordance with
Corollary 3.

At Errora; Ratea;

5.0000 x 10~! 2.7196 x 107! -

2.5000 x 107! 1.3394 x 10~ 1.0218

1.2500 x 10" 6.6789 x 107% 1.0039

6.2500 x 1072 3.3355 x 1072 1.0017

3.1250 x 102 1.6607 x 1072 1.0061
TABLE 2. Numerical convergence rate in time for Example 1
with a = 4.
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In the second example we illustrate the application of the motivational
model (1)-(5) to light-triggered drug delivery.

Example 2. This example is based on an experimental setup describe in
[16]. It consists of a PBS (Phosphate-buffered saline) solution containing
drug loaded light-sensitive hydrogels. To stmulate this experiment we consider
the one-dimensional domain illustrated in Figure 1. Let us rewrite the model
equations for light intensity I, bounded drug c, and free drug cs

I(x) = Iyexp(—pfx)
% = 0 (D%) +¢]Cb

;

} ot 0z \ o
0
= = —ola,

\

in (0,1) x (0,T]. For this problem we use no-flur boundary conditions for cy,

86]0 8Cf

5, (0:t) = —--(1,1) =0,
and the following initial conditions c¢(x,0) = 0 and cp(x,0) = 1, forz < 0.25,
cy(x,0) =0, for x > 0.25. We denote by Iy the constant incident light inten-
sity, by B the attenuation coefficient, by ¢ the reaction rate parameter and
by D the free drug diffusion coefficient. For the simulations, the parameters
values were chosen empirically and for simplicity units are omitted. We are

only interested in the qualitative behavior, namely, normalized release rates.
In the following, the values ¢ =4 x 1073 and 5 = 4 are fived.

Controlled drug release is a key advantage of responsive drug delivery sys-
tem, and mathematical models can be useful to tune parameters in order to
obtain the desire release rate. Drug release rate can be controlled by several
factors, such as light intensity and hydrogel parameters. Here, we conduct
two experiments: in the first one, we fix D = 4 x 10~* and change the light
intensity Iy from 5 to 10 to 15; in the second one, we fix Iy = 10 and change
the drug diffusion coefficient D from 2 x 107% to 4 x 10™* to 8 x 10~*. The
results are given in Figures 2 and 3, respectively. As expected, free drug cy
release rates increase with increasing light intensities Iy (Figure 2) and with
increasing drug diffusivity D (Figure 3).
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F1GURE 1. Computational 1D domain with bounded drug ¢ ini-
tial distribution, light source position and hydrogel in the PBS

solution.
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FIGURE 2. Free drug cs concentration (on the left) and normal-
ized release rate of free drug ¢y (on the right) for three different
values of incident light intensity I;. The other parameters are
fixed and equal to: D =4 x 1074, =4 and ¢ = 4 x 1073.

Identical experiments were conducted in [16]: in one, the light intensity was
increased in the same proportion as in our simulation, and in the other, the
percentage of agarose in the hydrogel was changed. Higher agarose percent-
age means that the hydrogel pores are smaller and thus the drug release rate
is slower. In our simulation we change the drug diffusion coefficient D in the
same proportion to simulate the change in agarose content. A comparison
between experimental and simulated results is shown in Table 3. In partic-
ular, we compare the relative change in drug release rates at time ¢ = 60.
We observe that the total average error is 11%, a relatively low value consid-
ering the model simplicity. We conclude that the model is able to describe



30 J.A. FERREIRA, H.P. GOMEZ AND L. PINTO

1 T " 0.4 i "
! — D=2E4 — D=2E4
1 ——D =4E-4 ——D =4E-4
081 | — 8E-4|1 — 8E-
: D = 8E-4 ®0.3’ D = 8E-4| |
| =
0.6 | o
. |
| £02
0.4 { o~
! &
! 0.1
0.2r :
|
|
0 L1 ‘ 0 ; ‘ ‘ ‘ ‘
0 0.2 0.4 0.6 0.8 1 0 10 20 30 40 50 60
PBS Solution Time

FIGURE 3. Free drug cs concentration (on the left) and normal-
ized release rate of free drug ¢, (on the right) for three different
values of the drug diffusion rate D. The other parameters are
fixed and equal to: Iy =10, 3 =4 and ¢ = 4 x 1073.

¢y Release Rate Parameter I Parameter D

Relative Change 5 10 15 2x107*% 4x107* 8x107*
Experimental - +41% +103% - +57%  +120%
Numerical - +61% +99% - +48%  +109%

TABLE 3. Comparison between numerical and simulation results;
the values refer to relative change in drug release rates at time
t = 60. When I, varies the other parameters are fixed and equal
too D =4x107% B8 =4, and ¢ = 4 x 1073, When D varies
the other parameters are fixed and equal to: Iy = 10, § = 4 and
¢ =4x1073.

important features of the problem and reveals a relatively good qualitative
agreement with experimental results.

5. Conclusion

In this work we consider a system of partial differential equations motivated
by a mathematical model for light-triggered drug delivery. We propose a fully
discrete FDM and we establish convergence estimates.

The first part of the paper is focused on the stability and convergence anal-
ysis of the space approximation. In the main convergence result - Theorem 1
- we establish a supra-superconvergence error bound in a discrete H!-norm.
We call this result a supra-superconvergence result because it can be seen in
the context of finite differences or finite elements. This result allows us to
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conclude the uniform boundedness required to have nonlinear stability of the
numerical solution. The second part of the paper is centered on the stability
and convergence analysis of a time and space fully discrete IMEX scheme.
Like in the semi-discrete case, nonlinear stability of the numerical solution is
conclude from the convergence error estimates established in the main result
of this paper - Theorem 2.

The included numerical experiments corroborate the error estimates and
show the sharpness of the regularity assumptions for the theoretical solu-
tions. Numerical comparisons with a laboratory experiment concerned with
light-triggered drug delivery are also presented. We compare numerical drug
release rates with experimental data for different light and drug parameters.
The results suggest that the model reproduces the qualitative behavior of the
experimental data. Mathematical models that give insight into the relation
between parameters and drug release rates are a valuable tool to optimize
therapeutic strategies.

The proposed light-triggered drug delivery model can be made more com-
plex. For instance, we could take into account the effect of hydrogel erosion
on light intensity attenuation and drug release. Other improvements are the
inclusion of the binding of free drug to the target tissue and the replace-
ment of the Beer-Lambert equation by the more accurate radiative transfer
equation. The analysis of such models is left for future work.
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