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Abstract

In this paper, we study a nonautonomous size and class age structured epidemic model with
nonlinear and nonlocal boundary conditions. We establish a comparison principle and construct
convergent monotone sequences to prove the existence of solutions. Uniqueness of solutions is
also established.

1 Introduction

In previous research literature, infectious disease dynamics are often modeled via systems of ordi-
nary differential equations in which population structures such as age, size, sex, etc., are neglected.
However, there are many cases in which incorporating some of the population structures into the
model may provide additional and important information, and may be helpful in the understanding
of disease dynamics. For example, it was suggested by the author in [16] that the age-structured
seasonal interaction rates of measles that are due to school attendance may cause oscillations that
are not described in corresponding models without age structure.

In this paper, we consider a three compartment model with a susceptible state, exposed state
(latent state), and infectious state for the spread of a directly transmitted disease in a size-structured
population. We assume that the disease under consideration is fatal so that no recovery occurs. We
also assume that the disease is transmitted only horizontally, and that every newborn is susceptible
to infection. Note that for many diseases there may be some delay between the initial latent state
and infectious state. Furthermore, it is not biologically realistic to expect all the individuals to
progress into the infectious state at a fixed time period after the initial latent infection. Additionally,
individuals in the infectious state may have dramatically varying mortality rates depending on the
times that they progress into the infectious state. Hence, in addition to size we also need to record
the class age or residency time of the exposed and infectious states, i.e., the length of time the
individuals have spent in their present state. Thus, the individuals in the exposed and infectious
states are structured by two internal variables: size and class age.

To our knowledge, the paper [17] by Sinko and Streifer was the first appearing in the literature
on structured population models with multiple internal variables in which the populations are
categorized by chronological age and size. Although their simplified version with size only as the
internal variable (the classical size-structured population model) has been studied extensively in



past decades, the original version has not been as thoroughly investigated. We have found structured
models with multiple internal variables for describing cell dynamics ([5, 10, 11, 12, 14]) and epidemic
dynamics ([13, 18]). For example, the authors in [12] studied an autonomous linear chronological
age and size structured cell population model that has both normal and quiescent individuals; the
theory of positive operator semigroups was used to show that, under general assumptions about
individual behavior, the age-size distribution of the population converges to a stable distribution.
A proliferating cell population structured by chronological age and maturity was studied in [10]
where existence and uniqueness of the solutions was established via the method of characteristics.
This model was then extended to a nonlinear one in [11] with a nonlinear term corresponding to loss
of individuals due to crowding; existence and asymptotic behavior of solutions were studied using
semigroup operator theory. The authors in [5] investigated a linear population model describing
cellular division with both quiescent and proliferating cell populations structured by chronological
age and maturity of the cell in which a proliferating phase duration depends on the maturity of
cells. The existence and uniqueness of solutions were established using semigroup theory by first
summing over the chronological age to reduce the model to a system of size-structured delay partial
differential equations with the time delay depending on maturity.

Modern analysis of structured epidemic models with multiple internal variables apparently be-
gan with the work by Hoppensteadt in [13] and Waltman in [18], where the population is structured
by chronological age and class age. In [15] a general model of a population structured by several
internal variables is formulated as a nonlinear integral equation, and existence, uniqueness and
positivity of solutions is established using the method of characteristics, the contraction mapping
theorem and semigroup theory.

The goal of this paper is to establish the existence and uniqueness of the solutions to the system
(2.1) described below by defining upper and lower solutions, establishing a comparison principle
and constructing monotone approximations. Using this approach, we replace the true solution in
all the nonlinear and nonlocal terms with some previous estimate for the solution. We then solve
the resulting linear model and obtain a new estimate for the solution. This iterative procedure
yields the solution of the original problem by passing to the limit. The method also provides an
explicit solution representation for each of the iterates. Thus, an efficient numerical scheme can be
developed. The key step involved is a comparison principle between consecutive estimates [3]. This
method has been used in both linear and nonlinear size-structured population models for a number
of systems (e.g., [1, 2, 4]). However, we believe ours is the first paper which uses this method to
study a structured model with multiple internal variables.

The models we consider here include as a special case the general models in [6]. These models
were developed as part of a biomass vaccine production system wherein shrimp protein pathways
are co-opted for rapid production via recombinant protein transfection. In [6] the authors used
simulation studies to investigate the efficacy of such a production system as a first response coun-
termeasure to toxic attacks. We provide here a well-posedness theoretical foundation for the systems
developed in these applications.

The outline of this paper is organized as follows: We present our model in Section 2. We then
establish a comparison principle and argue the uniqueness of solutions of our model in Section 3.
Monotone sequences are constructed in Section 4 to establish existence of solutions for our model.
We present concluding remarks in Section 5.



2 Size and Class Age Structured Epidemic Model

The model we consider here is given by
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Here S(z,t) denotes the density of individuals in the susceptible state having size x at time ¢,
E(x,6,t) denotes the density of individuals having size x at time ¢ that have spent # time units in
the latent (exposed) state, and I(z,0,t) denotes the density of individuals having size x at time ¢
that have spent # time units in the infectious state. The functions g°(z,t), ¢¥(z,t) and ¢’ (z,t)
are the growth rates of the individuals having size x at time ¢ in the susceptible state, latent state,
and infectious state, respectively. The functions m”(z,t) and m®(z,t) are the mortality rates of
the individuals having size x at time ¢ in the susceptible state, and latent state, respectively, and
m!(6) is the mortality rate of individuals having spent # time units in the infectious state. The
function §° (z) represents the fecundity rate of individuals having size x in the susceptible state.
The functions 5% (z, ) and 3! (z,0) denote the fecundity rates of the individuals having size x that
have spent € time units in the latent state, and infectious state, respectively. The function A(zx, 6)
denotes the infection rate of individuals having size x that have spent 6 time units in the infectious
state. The function p”(6) represents the rate at which individuals having spent 6 time units in the
latent state become infectious.

For convenience, we will use the following notation throughout the paper:

D% = (0, Zmax) X (0,T), DFT = (0, 2max) % (0,00) x (0,T),
ng[ = (0, Zrmax) X (0,00), DEI (0, Zmax) x (0,n) x (0,7T).

The space Cé’,, (DFTY is defined by:

{¢ € C*(D¥1)| there exists some constant fs > 0 such that ¢(z,6,t) = 0 for 6 > 04},



and the space C&T(DEI ) is given by
{¢ € C*(DFT)| there exists some constant 0 < 6, < n such that ¢(x,0,t) = 0 for § > 6,}.

The following standing hypotheses will be assumed throughout the paper:

(H1) The individual growth rates satisfy g%, g% and ¢' € CI(DS ). We further assume that
g% (z,t) >0, gF(z,t) > 0 and ¢’ (x,t) > 0 for (z,t) € [0, Zmax) X [0, T] with ¢°(zmax,t) = 0,
97 (Tmax,t) = 0 and ¢! (zmax, ) = 0 for t € [0,T].

(H2) The mortality rates m®, m¥ € L°(D%) and m! € L>(0, 00) are nonnegative functions.

(H3) The fecundity rates 8% € L(0, Zmayx) and 87, 31 € L%((0, £max) X (0, 00)) are all nonnegative
functions.

(H4) The latent to infectious rate p© € L°°(0, 00) is a nonnegative function.
(H5) The infection rate A € L>((0, zmax) X (0,00)) is a nonnegative function.
We now give the precise definition of the solution for the model (2.1).

Definition 2.1. (S(z,t), E(z,0,t),1(z,0,t)) is a solution of (2.1) if all of the following conditions
hold:

(i) S e L®((0,T); LY0, Zmax) N L°(0, Zmax)) and E, I € L>((0,T); LY DE) n L= (DE}).

(i) S(x,0) = S%x) a.e. in (0,Zmax), E(x,0,0) = E°x,0) and I(x,6,0) = I°(z,0) a.e. in
(0, Zmax) X (0,00).

(iii) For every t € (0,T), every ¢° € CY(D%), ¢F ¢ Coljr(DEI) and ¢! € C’Oljr(DEI), we have

/Oxmax S(xjt)qbs(x,t)d:c
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; 0
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0 0
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/ "137 (z,0,t)¢" (x,0,t)dOdx

/Imay (,0,0)¢! (z,0,0) d&dx+/ /zmax (2,0, s / pE(O)E(x,0, 5)d0dxds
/ / 16 @.0,5) + o' (2,9)91 2.0,5) + 6b . 0,5))1(z, 0, 5)d6 dads

//max mi(0)I(z,0,5)¢  (x,0,s)dfdxds.

(2.4)

3 Comparison Principle and Uniqueness

In this section, we give the definition of upper and lower solution of (2.1) and establish a comparison
principle. Then we show that (2.1) has at most one solution.

Definition 3.1. A pair of functions (S, E,I) and (S, E, I) are called an upper solution and a lower
solution of (2.1), respectively, if all of the following conditions hold:

0,T); LY(0, :cmax) N L°°(0 Tmax)), E,E € L>®((0,T); LY(DE)) n L>°(DE)), and

(i) 8,8 € L>((
(0,7); L' (Dgg ) N L™ (D).

I,Te L™

(if) S(z,0) <

0) < Ss° ( ), S(x,0) > S%x) a.e. in (0, max), E(x,0,0) < E%x,0), E(x,0,0) > E%x,0),
I(z,0,0) < I

O(x,6) and I(z,0,0) > I°(x,0) a.e. in (0, Zmax) X (0,00).

(iii) For every ¢t € (0,T), every nonnegative function ¢° € C1(D%), ¢F ¢ C(%,T(DE]) and ! €
C&’T(DEI)7 we have

/Imax S(z, )¢ (x, t)dx
0

t [Tmax - (3.1)
(WS (z,8)+g (x s (z,5) — mS (z, s)0S (z, 8)]S(x, s)dzds
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/ / " S(x, )% (x, s {/ may (y,0)I(y,0,s)d0dy| dzds.
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0
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/
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/ mdy (z,0,t)0! (x,0,t)d0dx
/ ma7 (z,0,0)¢ (,0,0) d9da:+/ / el (0, s/ 0P (0)E(x, 0, 5)dbdwds
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/ /a;may l‘ 0, S +g (SL' 3)¢I(1‘ 0, S) +¢9(az 0 s)] ($79,$)d9dl‘ds
/ /xmax oom (x’973)¢[($,9,8)d0dxd3,

Based on the above definition, we can establish the following comparison principle.

Theorem 3.2. Suppose that all the hypotheses (H1)-(H5) hold. Let (S,E,I) and (S, E,I) be a
nonnegative upper solution and a nonnegative lower solution of (2.1), respectively. Then S > S
a.e. in DS, E>FEandI>1 ae. in DFI.



Proof. Let w =S-S5 v =E—F and v/ =1 —1. We have uS(:L',O) < 0 ae. in [0, Tmax],
uP(2,0,0) < 0 ae. in [0, Zmax] X [0,00) and u!(z,0,0) < 0 ae. in [0, Zmax] X [0,00). Choose
nonnegative functions ¢° € C1(D%), ¥¥ e C’&T(Dfl) and ¢! € C&T(Dfl). By (3.1), (3.2) and
u?(2,0) <0 a.e. in [0, Zmay], we find that for every t € (0,7)

/ S S (2, 1)

¢S ) ( ( )7UE('7"S)7UI('a'75))dS

0 t  rZmax
/0 ; (WS (x,8) + ¢° (x, 8)2 (z,8) — m®(x, )05 (x, 8)|u” (x, s)dzds (3.7)

/ / o (z, )% (x, s [/ ma7 (y,0)I(y,0, s)dﬂdy] dxds
// xjxswsxs [/ “7 (y,0)u’ (y, 0, s)d@dy} dxds.

By (3.3), (3.4) and u¥(z,6,0) <0 a.e. in [0, Zmax] X [0,00), we obtain that for every ¢ € (0,T)

Tmax

(z,0, )0 (x,0,t)d0dx
/ /mmax (2,0, 8) + g% (x,8)0F (2,0, 5) + F (,0, 5)|u” (x,0, s)d0dzds
xmay (z,5) + pZ(O)|u” (x,0, s)pT (x,0, s)dOdxds (3.8)

L1, m
/ [ 0. [ / m7 (0.0)(5.0. S)dady] duds
oy

(z,s)
mdx* S(x, s)y™ (x,0,s [/ md7 (y,0)ul (y, 0, s)d@dy} dxds.

By (3.5), (3.6) and u!(z,60,0) < 0 a.e. in [0, Zmax] X [0,00), we have that for every t € (0,T)

Tmax

(z,0,t)0! (x,0,t)d0dx

/ /’”m“ (20,5 / PP (0)u® (2,0, s)d0dzds
/ /xmay [Wh(xz,0,5) + g% (x, s)YL(x, 0, s) + Vi(x, 0, s)|ul (x,0, s)dbdxds (3.9)

//max ml(0)ul (x,0, s)y! (x,0, s)dOdzds.

Let ¢ (2,t) = exp(r9t)p” (2,t), where ¢° € C'(D®) and the constant 7° are chosen so that



7 > [m¥los + 1A lloo Sup {/ ma7 I(y, 0, s)d@dy} Then by (3.7), we have
s€[0,T7]

/Imax u?(x, t)° (z,t)dx
12 (0 S)F( ( 8),UE(-,-,S),’LLI(~,',S))dS

//xmx (03 (x,8) + g% (2, 5) 05 (, s)u’ (z, s)dxds (3.10)

// o )905(1’ 5) {TS — (x,s) / may (y,0)I(y,0, s)dey] dxds
// max* S(xz,s)p”(z,s [/ - Ay, 0 (y,@,s)d@dy] dzds.

Let ¢ (x,0,t) = exp(rPt)p¥(x,0,t), where p¥ € Cé,T(DEI) and the constant 7¥ are chosen so
that 7% > ||m | e + [|p%|lco. Then by (3.8), we have

Tmax [OO
/ (z,0,t)0" (x,0,t)d0dx

/ /xm/ [ (2,0,5) + " (x, )% (2,0,5) + pf (,0, 8)|u” (,0, s)d0dxds

/ /xm/ (z,5) 4+ pZ(0)]u® (x,0, s)” (x, 0, s)dOdzds (3.11)

/ / " (z,8)p”(x,0,s [/ " My, 0)I(y,0, S)dey] dxds
/ / mx* S(z,s)¢” (x,0,s [/ ma7 (y,0)ul (y,0, s)dﬁdy] dxds.

Let ¢! (z,0,t) = exp(r1t)o! (x,0,t), where ¢! € C&T(DEI) and the constant 7/ are chosen so that
71 > ||m!||s. Then by (3.9), we have

/ xmayoo I(2.0,0)0" (2,0, 8)d0dx

/ / s / PP (O)u” (2,0, s)dbdxds
/ /wy [pl(z,0,5) + g" (z, )pk(x,0,8) + ph(x.0, s)|u! (2,0, s)dOdzds (3.12)

/ / may T _m (x79,8)(p <x7073>d9d$d8.

We choose a nonnegative function gps et (DS ) that satisfies the following problem

sos(:r $)+9°(z,8)p5(x,5) =0, 0<s<t 0<< Tmax,
‘;0 (‘TmaXa ) =0, 0<s<t, (313)
@ ( ) :Xs(m)a 0<z < Tmax;



where x° € C5°((0, #max)) and 0 < x° < 1. We choose a nonnegative function o € C’&T(DEI)
that satisfies the following problem

<pSE(:U,9, s) —l—gE($, s)cpf(ac,G, s) + <p9E(:E,0, s) =0, (x,0,s) € (0,Tmax) X (0,n) x (0,1)
O (Tmax,0,8) =0, 0<s<t, 0<6<n,
E (3.14)
o (x,n,s) =0, 0<s<t, 0<z<Tmax,
0P (2,0,t) =x"(2,0), 0<2<amax, 050 <,

where xZ € C$°((0, Zmax) % (0,n)) and 0 < x¥ < 1. We choose a nonnegative function ¢! €
C’&r (DET) that satisfies the following problem

gog(x,G, s)+ gl(x,s)goi(xﬁ, s)+ g@é(x,@, s)=0,(x,0,s) € (0, Tmax) X (0,n) x (0,1),
gof(:z:max,Q,s):O, 0<s<t, 0<6<n,

I (3.15)
go(x,ns)—O 0<s<t, 0<z< Tmax,
SOI(I'?Hat) (x,&), 0<z< Tmax, 0< 0 <mn,

where x! € C3°((0, Zmax) X (0,7)) and 0 < x! < 1. The existence of such ¢°(z,s), ©Z(z,0,s),
and ¢! (z,0,s) follows from the fact that all the above problems are linear with local boundary
conditions. The boundary and initial conditions of the above problems imply that 0 < LpS , goE Lol <
1. Substituting ¢° that satisfies (3.13) into (3.10), we find

/wmax u? (z, t)x” (z)dx

<y / / " St (o, s)dads + p5E / / my (2,0, 5)d0dads (3.16)
SI// 17 (x,0,s)didzds,

St wP* and u't denote the positive parts of u”, u¥ and u!, respectively, and

NS’S = HﬂSHoo + 5 infims(:c,t) — inf  A(z,0) inf {/ / I(y,0,s d@dy} SE _
(w,t)e DS (z,0)eDEI s€[0,1]

where the functions u

1% lloo and p> = 8" [loo + [ A]loo SFP] {/ S(y,s)dy}, where D5 = [0, Zmax] x [0,7] and
s€[0,T 0

DEI [0, Zmax] X [0,00). Substituting ¢ that satisfies (3.14) into (3.11), we obtain

/ wmayn (,0,0)x" (z, 0)d0dz

ES/ / " (x,s dxds+uEE/ / ma7 (x,0,s)d0dxds (3.17)
Ef/ / m7 (2,0, 5)d0duds,

where %% = || Ao sup {/ / I(y,0, s)d@dy}, pBE =78 — inf mP(x,t) — inf pF(6)
sef0,7] LJo 0 (z,t)eDS 6€[0,00)

Tmax
and pP7 = | Moo sup {/ S(y,s)dy}. Substituting ¢’ that satisfies (3.15) into (3.12), we
sefo,7] LJo



have

/ mdy (z,0,t)x (x,0)dbdx
Tmax Tmax (318)
<M1E// / x93d0dmd5—l—u”// / *(x, 0, s)d0dxds,
with the constants u?'¥ = ||p¥||o and p!f =71 — , i[{r]lf )m L(g).
€|0,00

Since (3.16) holds for every x°, we can choose a sequence {x>"*}22

oS
XS(fU):{ 1 if u”(x,t) >0 ‘

0 otherwise

1 converging to X°, where

Substituting x>** into (3.16) and using the dominated convergence theorem, we find

Tmax
/ uw Tt (z, t)dx

< 453 / / " St (0, 8)dads + S E / / my (2,0, 5)d0dads (3.19)
+u51/ / / (z,0,s)d0dzds.

Similarly we find (3.17) holds for every . Hence, we can choose a sequence {x™

to X, where
o B
XE(:E,Q):{ 1 ifu”(z,0,t) >0

Ek1%0 | converging

0 otherwise

Substituting such x* * into (3.17), using the dominated convergence theorem, and using the fact

that the constants uE S P E and p®! are independent of n, we find

/ uF* (z,0,t)d0dx

ES/ /Imax (x,s)dxds + ;LEE/ /xmy (x,0,s)d0dxds (3.20)
EI/ /wmay (x,0,s)d0dxds.
Similarly, we can find
/ I/ ul* (2,0, t)d0dz
(3.21)

<,uIE/ / may (2,0,s dedxds—i-u”/ / ma7 (7,0, s)d0dzds.

By the fact / e~ %dh =1 and (3.19)-(3.21), we have
0

/ / e OuSH (2, t) + uP (2,0, 1) + ul* (2, 0, 1)]dOda

< M/ /xmay e Out (z,8) + uPT(2,0,5) +u't(x,0,5)|d0dzds,

10



where p = max{us’s + pBS S 4 B 4 LB ST B p!T}. By Gronwall’s inequality, we

have o 00
/ / e 0uST (z,t) + uPF(2,0,t) + u! T (x,6,t)]dbdz = 0,
0 0

which implies that uw® <0 ae. in DS, w? <0 and v! <0 ae. in DFL . O
Remark 3.3. From the proof of Theorem 3.2, it is easily seen that for any function =
L®((0,T); LY0, Zmax) N L®(0, Zmax)) with w”(z,0) < 0 a.e. in [0, Zyax], if the following inequality
holds for every t € (0,T) and every nonnegative function ¥° € C'(D%)

e X S.Z' X e S.Z'S iL'S S.TS'LUS.:US Tas
/0 <t>w<td<// 05 (2, 5) + g, $)US i, 8)]w (&, 8)drd

Tmax (322)
+ / A3 (z, s)w’ (z, s) ¥ (z, s)dzds,
0o Jo

with A% € L°(D%), then w®(z,t) < 0 a.e. in DY,

Similarly, for any function w” € L*®((0,T); L((0, Zmax) X (0,00)) N L¥((0, Zmax) x (0,00)))
with w?(z,0,0) < 0 a.e. in [0, Zmax] X [0,00), if the following inequality holds for every t € (0,T)
and every nonnegative function ¥¥ € C&T (DFT)

/ mdy (z,0,t) U (z,0,t)d0dx

_/ / may [(WE(z,0,s) + g(x, s)VE(x,0,5) + \Ilg(:z,G,s)]wE(x,H,s)dexds (3.23)
o Jo Jo
t Tmax 1O
+ / AL (x.0,s)wP (x,0,5)UE (x,0, s)d0dzds,
0o Jo Jo

with A¥ € L>®(DFT), then w”(x,0,t) <0 a.e. in DL,
This remark will be used in Section 4. Next we will show that model (2.1) has at most one

nonnegative solution.

Theorem 3.4. Suppose that the assumptions (H1)-(H5) hold. Then there exists at most one
nonnegative solution for the system of equations (2.1).

Proof. Suppose that there exist two nonnegative solutions (S1, E1, 1) and (Se, Fa, Iz) for (2.1).
Let v° = 8 — S5, v = E; — Ey and v! = I; — I,. We have vs(az,O) = 0 ae. in [0, Zmax),
vE(2,0,0) = 0 a.e. in [0, Zmay] X [0,00) and v (x,0,0) = 0 a.e. in [0, Zymax] X [0,00). We choose
functions ¢° € C1(D%), ¢¥ ¢ Céyr(Dfl) and ¢ € C&,,(Dfl). By (2.2) and v°(z,0) = 0 a.e. in
[0, Zmax], we find that for every t € (0,7T)

/meax v (z, )" (z, t)dx
:/0 650, S)F (W5 (-, ), 05 (- 8), 01 (-, -, 5))ds

t Tmax

(05 (x,5) + ¢°(x, 8)p3 (x, s) — m” (z, 5)¢° (x, s)|v° (2, s)dxds (3.24)

_|_

pt poma vS(x, 5)¢° (x, 5) o (y,0)11(y, 0, 5)dfdy | dzds
L |

ol

" z,8)p° (x, s {/ mdy (y, )’ (y, 6, s)d&dy] dxds.
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By (2.3) and v¥(z,0,0) = 0 a.e. in [0, Zymax] X [0,00), we have that for every t € (0,T)

/ ’”/ (z,0,)0" (x,0,1)d0dx
/ / / (2,0,5) + 9" (z,5)0% (2,0, 5) + ¢ («,0, )] (2,0, s)dbdds
/ | / (2. ) + PP (00" (2.0, )0 (2,0, s)d0dvds (3.25)

/ / " (,s)¢" (x,0,s [/ my (y,0)11(y,0, s)dﬂdy} dxds
//mx (z,5)F (,0,s) [/m7 (y,0)v (y, 6, s)d@dy]dwds

By (2.4) and v!(z,60,0) = 0 a.e. in [0, Zmax] X [0,00), we obtain that for every t € (0,T)

/zmayoo L, 0,t)¢! (x,0,t)d0dx

/ /wmax P! (x,0,s / PP (0 (x,0, s)dOdxds
Tmax (3.26)
/ / / (,0,5) + g (z,8)pL(x,0,5) + dh(x,0,5) v (x,0, s)dfdzds

/ / B vl (z,0,5)¢! (x,0, s)dOdzds.

We choose a function qu e C1(D®) that satisfies the problem

3 (2, 8) + 9% (2,5)03 (2,5) =0, 0<s<t, 0<z< Tmax,
¢ (Tmaxs $) =0, 0<s<t, (3.27)
¢°(z,t) = T5(x), 0< 2 < Tmax,

where T € C°((0, Zmax)) and —1 < T < 1. We also choose a function ¢¥ e C&T(Dfl) that
satisfies the problem

OF(x,0,5) + g% (x,5)0E (,0,5) + ¢ (2,0,5) = 0,(2,0,5) € (0, 2max) x (0,n) x (0,1),
E
¢ (xma)n 0, 8) 0, 0<s<t,0<60<n, (328)
(w, s)=0, 0<s<t, 0<zx<rnax,
o (

a:@t) TE(:I: 0), 0<z<zpa, 0<60<mn,

where TP € C5°((0, Zmax) X (0,7)) and —1 < TF < 1. We further choose a function ¢! € C’&T(Dfl)
that satisfies the problem

(m,@, s)+ g (x,8)¢L(x,0,5) + h(x,0,5) =0, (x,0,5) € (0, Zmax) X (0,1) x (0,1),
(xmaxe,s): , O0<s<t, 0<6<n,
Hl(z,n,5) =0, 0<s<t, 0<2z<Tma, (3.29)

n,
¢I(x76)t) Tl(x’e)v 0<z<zpax, 0< 0 < n,

where Y1 € C5°((0, Zmax) % (0,n)) and —1 < T < 1. The existence of such % (x,s), ¢F(x,0,s),
and ¢’ (z,0, s) is guaranteed since all the above problems are linear with local boundary conditions.
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The boundary and initial conditions of the above three problems imply that —1 < %, 0" T < 1.
Substituting ¢° that satisfies (3.27) into (3.24), we find

[ S wors@

< ]/SS/ / - |v¥(z, s |d:cds+VSE/ / my (x,0,s)|d0dxds (3.30)
—|—1/SI/ /my L(x,0,s)|d0dxds,

where v = |8 oo Ao sup {/ / L(y,0, sdedy} E _ |8 and 5 =
s€[0,7

18" |s0 + M| SE(I)%“] {/0 ’ Sa(y, s)dy}. Substituting ¢¥ that satisfies (3.28) into (3.25), we have
se|0,

/ ma7 (2,0, (, 0)d0dx

<VES/ / 105 (, s |d:cds+1/EE/ / / (2,0, 5)|d0dzds (3.31)

+VE[/ / mdy (z,0,s)|d0dxds,

Tmax 00
where the constants %% = || Al|oo st} {/ / Il(yuevs)dady}u vEE = |[m¥||oo + [|p” | and
selo,r] Lo  Jo

Tmax
VP! = ||A[|so sup {/ Sa(y, s)dy}. Substituting ¢! that satisfies (3.29) into (3.26), we obtain
0

s€[0,T]
/ / Lz, 0,6)Y! (z,0)dodx
Tmax Tmax (332)
<1/IE// / 1‘98|d0d$d5+1/11// / Lz, 0, s)|d9dxzds,
where the constants v1F = ||p¥||s and v = |m!||.

Since (3.30) holds for every T, we can for each fixed  choose a sequence { Y%}, converging
to TS, where
1 if v%(x,t) >0
T (x)={ 0 ifod(z,t)=0 .
-1 if v%(x,t) <0

Substituting T=* into (3.30) and using the dominated convergence theorem, we find

/ v (2, t)|dx
< ]/SS/ / |v¥(z, s |d:vds+VSE/ / / (x,0,s)|d0dxds (3.33)
—|—1/SI/ /my H(x,0,5)|dodzds.
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We also note that (3.31) holds for every YE, hence we can for each fixed ¢ choose a sequence
{YEk1%  converging to TE where

. 1 if vF(z,0,t) >0
T (z,0) = 0 if v (z,0,t) =0 .
-1 ifo¥(x,0,t) <0

Substituting such T * into (3.31), using the dominated convergence theorem, and using the fact
that the constants v, vF B are independent of n, we find

/m7 [P (z,0,t)|d0dx
< VES/ / S (e, s |da:ds+VEE/ / ma7 (x,0, s)|dOdxzds (3.34)
EI/ / m7 (.0, s)|dfdxds.

Similarly, we can find

/ / vl (z,0,t)|d0dx

<yfvE//m7 x&s\d&dxds—i—u”//my 1(2,0, 5)|dfdzds.

By the fact / e do =1 and (3.33)(3.35), we have

and v

(3.35)

/ 17 [e 0w (z,t)| + [vE (2, 0,t)] + |v!(x,0,)|]dOdx
<1// / mdy e~ 0w (x, s)| + [vE(x, 0, s)| + |v! (2,0, s)|]dOdxds,

where v = maX{VS’S + B8 S L YEE L LE STy R vI1Y. By Gronwall’s inequality, we
thus have

/ m37 [6_9|Q}S(.’L',t)| + |UE($,9,t)| + |UI($>9,t)|]d9dJ;‘ _0
0 0

Hence, we have v° = 0 a.e in D, v¥ = 0 and v/ = 0 a.e. in D¥. O

4 Monotone Approximation and Existence

Suppose that (?O,Eo,f]) and (S°, E°, I°) are a pair of nonnegative upper and lower solution of
(2.1), respectively, then by Theorem 3.2 we have

SOz,t) < S (x,t) ae. in DY,
E%z,0,t) < E’(2,6,t) ae. in DFI, (4.1)
I%x,0,t) < To(m,ﬁ,t) a.e. in DL,

14



We set up two sequences {S*, E¥ 1¥}%° | and {gk,ijk}zozl by the following procedure:

58, ) + (65 (2, )8 (2, 8))e = — 5" (2, 1) [ms (z,1) + /0 mmaxooox(y, 01"y, 0, t)d@dy]

—k *k—l(_,t),Ek‘—l(', -,t),jk_l(-, -,t))

Sk, 1) + (g5 (2, 6)S*(,1))s = —S*(x, t [ (1) // 00T 0. et)dedy]
95(0,6)8%(0,8) = F(S* 1 (1), E* (-, -, 1), IV

B (2,0,t) + (g (x HE" (x,0,1)), +E’;(x 0,t) = —[mP(z,t) + pE(O)E" (z,0,t)

E (x,0,t) /Im/

(9, 0)I" " (4,60, t)dbdy
E*0,0,t) =0, E'(z,0,0) = one)

Ef(2,0,8) + (9" (@, ) E*(2,0,1))2 + Ej (2,0, ) = —[m" (z,1) + p" ()| E"(x,0,1)

B 2,0,t) = 85 (2, 1) / / Ay, 6)1 (3. 6,1)d6dy
0 0

E*0,0,t) =0, E"(2,0,0) = E°(x,0),
— T =k —k I =k
It ((I?,G,t) + (g (x7t)I (Q?,@,t))x +[9(‘T707t) =—-m (9>I (x79at)
—k g, —=k—1
1 ($,O,t):/ pZ(O)E" "(x,6,t)d0

0

7°0,6,) =0, T'(x,6,0) =I°(x,0),

IF(x,0,t) + (g% (@, ) 1% (x,0,1)), + Ii(x,0,t) = —m!(0)I*(x,0,t)

I¥(2,0,t) = / pP(0)E" ! (x,6,1)d6
0
1(0,0,t) =0, 1*(x,6,0) = I°(x,0).

(4.2)

(4.3)

(4.4)

(4.5)

(4.6)

(4.7)

The existence of the solutions to the above problems (4.2)—(4.7) follows from standard results, given
the fact that they are all linear problems with local boundary conditions for Sinko-Streifer type

systems.

We first show that
§0(x,t) < §1(:B,t) a.e. in DY,

E°%x,0,t) < EY(x,0,t) a.e. in D¥L,
I°%(z,0,t) < I'(x,0,t) a.e. in D¥L,
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Let u® = 80— 8" wF = EO— E' and u! = I°—I', then by (4.3), and using the fact that (§O,EO,[O)
is a lower solution of (2.1), we have

Tmax

uS (2, t)y° (2, t)dx

t Tmax

[¢S($ s)+g (:B s)¢x (z,8) — ms(x s)ws(ac s)]us(x,s)dacds

//max x51/15x8 /may (y,0 y,9 s)df dy dx ds.

Hence, u®(z,t) satisfies (3.22) with A%(x,t) = —m®(z,t) —/ /A(y,@)[o(y,e,t)dﬁdy. Thus,
o Jo
S%(x,t) < S*(z,t). By (4.5), and using the fact that (S°, E°,I°) is a lower solution of (2.1), we

0

have
/ xmyoo P, t)z/JE (z,0,t)d0dx
/ / - ¢s z,0,5) + g" (x,)0% (x,0, ) + vo(,0, 5)|u” (2,0, s)dbdxds
/ xm7 (x,5) + p" (0)|u” (z,0, )" (2,0, 5)dOdxds.
Hence, u”(x,0,t) satisfies (3.23) with A®(2,0,8) = —m"(x,t) = p"(0). Thus, E'(z,0,t) <

E'(z,0,t). By (4.7), and using the fact that (S°, EY, I°) is a lower solution of (2.1), we have

/Imay (z,0,t)¢! (x,0,t)d0dx
/ /mm Wl (x,0,s) + ¢! (z, $)0L(2, 0, 5) + ¥d(x,0, s)]ul (z, 0, s)dddwds

/ " m!(0)ul (x,0,s)0! (x,0,s)dbdzds.

Hence, I°(z, 0, ) satisfies (3.23) with AZ(z,0,t) = —m!(#). Thus, I°(x,0,t) < I'(z,6,t). Similarly,

we can show that 0 -
S (z,t) > S (x,t) ae. in D,

Eo(a?,é?,t) > El(w,Q,t) a.e. in D¥T, (4.9)
To(x,e,t) > Tl(x,é?,t) a.e. in DL,

By (4.2)-(4.9), we can see that (gl,El,Tl) and (S, E', I') are a pair of upper and lower solutions
of (2.1), respectively. Hence, by Theorem 3.2 we have

SY(z,t) < S'(z,t) ae. in DY,
E'(z,0,t) < E'(2,0,t) ae. in DFI, (4.10)
I'(z,0,t) < Tl(x,é?,t) a.e. in DL,
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We then assume that for some k, (gk,Ek,Tk) and (§k JER T k) are a pair of upper and lower
solutions of (2.1), respectively. Proceeding analogously, we can first show that

Sk(x,t) < S (2, t) and S (z,t) > 5 (2,t) ace. in D,

E(2,0,1) ae. in DPI, (4.11)

EF(2,0,t) < E¥(2,0,t) and E"(2,0,t) > E

—k+1

I*(2,0,t) < I"'(z,0,t) and Tk(x,e,t) >T1" (x,0,t) ae. in DFT,

and then by (4.2)—(4.7) and (4.11), we can claim that (§k+1,Ek+ljk+1) and (SF+L, EFHL TR+ are
a pair of upper and lower solution of (2.1), respectively. Thus, we obtain two monotone sequences

(S*, E*, I*} and {S*, E", 7"} which satisty

S0<sl<<Sh<.<F <. <F <F ae in DI,
—k =1 .

E'<E'<...<E'<...<E <...<E <E ae in D,

P<l'<...<IP<...<T"<...<T <7’ ae in D"

From the monotonicity of the sequences {S*, E¥, I*} and {?k,Ekjk} it follows that there exist
functions (S, E,I) and (S, E,T) such that (S¥, E*, I*) — (S,E,I) and (S",E",T") — (S,E,1).
Clearly, S < S a.e. in DS, E<Fand I <Tae. in DL, On the other hand, by the dominated
convergence theorem, we know that (S, E,I) and (S, E,I) are also an upper and lower solutions
of (2.1), respectively. Hence, by Theorem 3.2, we have S > S a.e. in DY, E > FE and I > T a.e.
in DPI . Thus, S = S ae. in D°, E=F and I = T a.e. in D!, Defining this common limit
by (S, E, ), then we see that it satisfies (2.2)—(2.4) for every nonnegative functions ¢»° € C1(D?),
U= C&’T(DEI ) and ! € C&}r (DPT). By the property of mollifiers and the dominated convergence
theorem, we can easily show that the limit satisfies (2.2)-(2.4) for every function ¢° € C1(D%),
PF € C&T(DEI) and ¢! € C&T(DEI). Hence, (S, E, I) is the solution of (2.1).

Based on the above discussion and Theorem 3.4, we have the following existence-uniqueness
result.

Theorem 4.1. Suppose that all the assumptions (H1)-(H5) hold. We assume that (?,EO,TO)

and (§O,E0,l0) are a pair of nonnegative upper and lower solution of (2.1), respectively. Then,

. —k —=k =k . . .
there exist monotone sequences {ﬁk,ﬂk,lk} and {S", E",I"} which converge to the unique solution

(S,E,I) of (2.1).

Remark 4.2. For the initial data S°(z) = ° exp(—a”z), E°(z,0) = n¥ exp(—a’z) exp(—6) and
I%(z,0) = n! exp(—alz) exp(—0) with some positive constants o, o, !, n°, ¥ and 5!, we can
construct the nonnegative lower and upper solution as follows:

(S(z,t), E(x,0,t),I(x,0,t)) = (0,0,0),
S(z,t) = a® exp(bst) exp(—dsac),

— 1

E(x,0,t) = W(IE exp(bPt) exp(—dFx),
- 1

I(xz,0,t) = T 92a1 exp(blt) exp(—d z),
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with positive constants a® ,a”al, b° NN d° ,d¥ and d' which are to be determined. First we
choose positive constants b and b’ large enough such that

bP > 1+ max [¢gf(z,t)] + o max g% (x,1),

(zt)eD (x,t)eD
bl > 1+ L, )| + af T, t),
> (ggnggz(af )| +a Jnax g (z,1)

where D = [0,1] x [0, T]. Fixing these constants b” and b’, then we choose b° sufficiently large so
that
b° > ma ax |¢° (z,t)| + o max ¢%(z,t), bF, b1 Y.
> ma { o o0, 0)] + o ma g%(0. )

The positive constant a” is chosen so that a” > 7%, and a’ is chosen so that
T
ol = max i, 207l exp(bPT)a" |

The positive constant @ is then chosen to satisfy a® > {775, a?,al }. We then fix xyax sufficiently
small so that

2 minte[O,T] 95(07 t) 4 minte[O,T] gs(oa t)

Tmax < min {1,

915500 ’ 97| 8| o0 ’
4min 5(0,t 4a¥
tG[O,TI} g ( ), a — eXp(—bS o bI)T) ’
9787 oo 3| A ca®a

where the Lo norm of 3° is defined on (0,1), the Ly norms of B, B! and X are all defined on
1 — exp(—d®Tmax)

(0,1) x (0,00). Note that since lim = Zmax, We can choose d° sufficiently

A5 0+ ds
small so that S
1— —d 3
d° < a® and exp(ds Tmax) < §xmax

Similarly, d¥ is chosen sufficiently small enough so that

1— —dPrmay) 3
exp(dE Timax) < ixmax and dF < min{aE,dS}.

Fixing these constants for d° and d¥, then we choose d’ such that

1-— exp(—dlxmax)
dI

3
< §xmax and d! < min{al, dE}.
With all these positive constants fixed as above, we can easily show that (S(x,t), E(x,0,t),I(x,0,t))

and (S(x,t), E(x,0,t),I(x,0,t)) are a pair of nonnegative lower and upper solutions of (2.1), re-
spectively.
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5 Concluding Remarks

In the above presentation we developed a comparison principle and constructed monotone sequences
to establish the existence and uniqueness of solutions for a class of SEI epidemic models in which
individuals in the exposed state and infectious state are structured by size and class age (or residency
time). A special case of the general class is the biomass/viral infection model of [6]. We believe
that this method can be applied to a more generalized version of this model in which mortality
rates and birth rates depend on the total population or total biomass of each state; this would yield
results under even more reasonable and realistic assumptions. Note that we defined coupled upper
and lower solutions for the equation in the susceptible state because of the nonlinear term in this
equation. If we wish to apply this method to a more general case, we may need to define totally
coupled upper and lower solutions for the equations of all the states. Because of the complexity of
our model, there are other issues we have not considered in this paper such as calculating the basic
reproduction ratio to determine if the disease persists or dies out. Nor have we considered control
of the population environment to yield maximum (for the case of the biomass/vaccine production
problem) or minimum (for the case of epidemic prevention among healthy populations) infected
biomass. These and other issues are the subject of current efforts.

There are other methods available in the literature that can be used to prove existence and
uniqueness of solutions to problems such as (2.1). We have discussed some of these in the intro-
ductory section. Weak solutions and semigroup theory have been used in [7, 8] to prove existence
and uniqueness for a classical size structured population model by computing the existence of the
solution semigroup in an extrapolation space. In [9] a classical size structured population model
that includes non-observable characteristics responsible for variations in growth rates for individ-
uals of the same size is investigated. Well-posedness of this model and a nonlinear perturbation
of it is proved. Our future endeavors will include investigation of the use of weak formulations
and nonlinear semigroup theory to establish existence, uniqueness and continuous dependence of
solutions to problems such as (2.1). A sensitivity analysis framework is also under development.
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