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Spatial dynamics of a viral infection model with immune response and nonlinear
incidence
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Abstract. Incorporating humoral immunity, cell-to-cell transmission and degenerated diffusion into a virus infection model,
we investigate a viral dynamics model in heterogenous environments. The model is assumed that the uninfected and infected
cells do not diffuse and the virus and B cells have diffusion. Firstly, the well-posedness of the model is discussed. And then, we
calculated the reproduction number R account for virus infection, and some useful properties of R are obtained by means
of the Kuratowski measure of noncompactness and the principle eigenvalue. Further, when R < 1, the infection-free steady
state is proved to be globally asymptotically stable. Moreover, to discuss the antibody response reproduction number Ro of
the model and the global dynamics of virus infection, including the global stability infection steady state and the uniform
persistence of infection, and to obtain the k-contraction of the model with the Kuratowski measure of noncompactness, a
special case of the model is considered. At the same time, when Rg > 1 and 'ﬁo <1 (ﬁo > 1), we obtained a sufficient
condition on the global asymptotic stability of the antibody-free infection steady state (the uniform persistence and global
asymptotic stability of infection with antibody response). Finally, the numerical examples are presented to illustrate the
theoretical results and verify the conjectures.
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1. Introduction

As we all know, every infectious disease has its specific pathogen caused, which can be virus, bacteria,
fungus, spirochete, protozoa and so on. Influenza, for example, is caused by a virus; tuberculosis is caused
by bacteria. In fact, viruses are closely related to human diseases and about 70%-80% of infectious diseases
in humans are caused by viruses. For example, the 1918 influenza pandemic was caused by an HIN1 virus
with genes of avian origin, which is the most severe pandemic in recent history, and the SARS outbreak
in 2003 and the ongoing pandemic of COVID-19 in the last three years are caused by coronaviruses. Of
course, there are still human immunodeficiency virus (HIV) and Hepatitis B virus (HBV) which has not
been eradicated are caused by the virus. Therefore, research on infectious diseases caused by viruses is
essential to protect the lives and property of people all over the world, which is why more and more
researchers are joining the ranks of research on infectious diseases caused by viruses and made a lot of
excellent results [6,7,9,19,20,22,27,32,38,39].

The virus body is in a static state outside the cell, basically similar to inanimate substances, and it
cannot replicate itself. However, once it invades susceptible host cells, the virus rely on the host cells
for its own reproduction and spread, and cell division produces more viruses and then infects more cells.
The pathogenic effect of the virus on the body mainly includes two aspects: (1) the virus causes the
structural or functional changes of the host cells, and then causes the pathological changes and functional
disorders of the tissues and organs of the body; (2) when the virus invades the host cells, it will trigger
the immune response of the body and then induce the immune pathological response of the body. For
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example, influenza virus has affinity to respiratory mucosa; smallpox virus has affinity to skin mucosal
cells; encephalitis virus and poliovirus have affinity to nerve tissue, while HIV mainly invades human
CD4*" T lymphocytes, resulting in a decrease in the number of CD4" T lymphocytes, leading to immune
function defects, and finally can be secondary to the infection of various pathogenic microorganisms, as
well as secondary tumors, leading to death.

The human body mainly includes two immune mechanisms: cellular immunity and humoral immunity,
which need to be stimulated by antigens. Cellular immunity is that after being stimulated by antigen,
human T cells directly form memory T cells and effector T cells and then produce antibodies, which
are specifically combined with cells to play an immune response. Humoral immunity is that after being
stimulated by antigen, a kind of B cells in the body produces effective B cells and memory cells and then
produces antibodies to produce immune responses to corresponding antigens [9]. The dynamics models of
viral infection related to humoral and cellular immunity have attracted the attention of many researchers
(see [3,4,13,14,20,25,27,31,34,37]). For example, in [4] the authors investigated the dynamical behavior
of two nonlinear models for viral infection with humoral immune response, and formulated two threshold
parameters for each model and obtained some sufficient conditions for the global dynamics of the models,
and in [25], a generalized viral dynamics model with two nonlinear models and cellular immunity have
been studied.

Recently, a variety of reaction—diffusion models have been proposed to describe the viral dynamics
[7,15,19,22,27]. For instance, in [15], a reaction—diffusion viral infection model under comprehensive
consideration of humoral immunity, viral infection delay and logistic growth have been studied, and their
research shows that the stability of the equilibrium point can be altered by viral infection delay. Moreover,
by the methods of dynamical systems and the Lyapunov function, a nonlinear viral dynamics model which
integrates the influence of humoral immunity and spatial diffusion has been researched in [22]. However,
most of these studies have focused on the spread of virus to cell and assumed that the diffusion ability of
cells and viruses of in the body is constant, that is, their diffusion ability is independent of its location
in the body. In fact, related study [19] demonstrates that the diffusion ability of different cells or viruses
varies depending on the tissue or environment in which they are located. Moreover, recent data and
studies suggest that there exists cell-to-cell transmission of viruses in virus dynamics. For example, in
[5], the authors concluded that cell-to-cell transmission can prevent the spread of the HCV virus. Hence,
in order to investigate the combined effects of heterogeneous diffusion and cell-to-cell infection on viral
infection dynamics, Luo et al. [9] proposed the following viral dynamics model:

% =V di(z)Vur + A(z) — d(x)uy — Bi(x) f(u1,us) — Ba(z)g(ur, uz),

% =V - do(x)Vug + B1(2) f(ur, us) + Ba(x)g(u1, u2) — po(z)us,

a t>0,xe (1)
s _ 0 - @) Vs + pla — ey — (),

% =V - dy(x)Vug + r(z)usus — c(z)ua,

They calculated two reproduction number Ry (the virus infection ) and R; (the antibody response) and
obtained the threshold dynamics in terms of Ry and R;.

However, in [2] showed that due to non-homogeneous initial distribution of the virus and the spatio-
temporal patterns of virus reproduction, the virus will appear distribution heterogeneity after invasion,
that is to say, the spread of the virus is heterogeneous. In fact, in the human body, most healthy cells
are fixed in various tissues and organs, and only the virus invades the body and parasitize the host cells
for reproduction and diffusion, thus stimulating the immune mechanism of the human body, producing
effective B cells and memory cells to inhibit the virus cells. Hence, just consider the diffusion of virus
and effective B cells is reasonable, which leads to the model degenerate into a hybrid system with ODEs
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and PDEs. In recent years, there have been many studies on degenerated reaction—diffusion virus infec-
tion models and epidemic models (see [1,8,17,28,29,33]). Regrettably, there is no viral dynamics model
incorporating humoral immunity and the transmission between cells and virus to cell in the existing
degenerated diffusion virus infection dynamics models.

In this paper, we modified the model proposed by Luo et al. [9] to a degenerated diffusion viral
dynamics model, which leads to the lack of compactness for solution maps of the model and makes the
theoretical analysis of the model more difficult by incorporating humoral immunity and the transmission
between cells and virus to cell. The details can be found in the following sections. In the following part,
we describe the organization of this paper. In Sect. 2, we present the formulation of the model and give
some basic preliminaries. Section 3 is devoted to defining the basic reproduction number of the model.
Further, we study the extinction of disease in Sect. 4. Sections5 and 6 investigate a special case of the
model. In Sect. 7, the theoretical results and conjectures are illustrated by some numerical examples.
Finally, a short discussion ends the paper.

2. Model description and preliminaries

In the spirit of the above discussion, in this section, we study the following degenerated diffusion viral
dynamics model, which is divided into four compartments, namely the uninfected cells(uq), infected
cells(uq), virus(us) and B cells(uy),

% = Az) — p(2)ur — o(2) f(ur, u2) — a(@)g(ur, us),

% = o(2) f(u1, uz) + a(x)g(u1, uz) — pa(z)uz,

% =V - da(2)Vuz +£(2)uz — pa(@)us — y(x)ugus, 120, z €, (2)
% =V - dy(2)Vug + 0(z)usug — pa(z)us,

ui(0,7) = ¢i(z),

with boundary conditions

8u3 8u4

_— = — = > .
50 =5 =020, z€0Q (3)
Here, Q C R™*(n > 1) is a bounded domain with the smooth boundary 99, V = (8%, 8%, cee ain)

denotes the gradient operator, and ¢;(x) are the nonnegative Hélder continuous functions. The specific
biological significance of each variable and parameter is summarized in Table 1. For each coefficient, we
assume that A(x), u;(xz) (i = 1,2,3,4), a(x), o(x), &(z), v(x), 0(x) and d;(x) (i = 3,4) are all positive,
continuous and bounded functions on Q. Moreover, the incidence functions f(uy,us) and g(ui,us) are
assumed to satisfy the following assumption:

(H,) Functions f,g: R — R, are continuously differentiable; f(u1,0) =0, f(0,us3) = 0, g(uz,0) = 0
and ¢(0,u3) = 0; fu, (u1,u2) >0, gy, (ur,uz) > 0 for all u; > 0, ug > 0 and uz > 0, where f,, (u1,us) =

O fuq (u1,u2) _ Oguy (u1,u3)
—5— and Gu, (U1, u3) = PR

Let C(2, R™) denote the Banach space of continuous functions, equipped with supremum norm || - ||,
and its positive cone is denoted by C(Q, R}). To simplify notation, we denote X = C(Q, R*), Y =
C(LR), X4 = C(Q,RY) and Y4 = C(Q, Ry). Moreover, for any function f(z) defined on set D, let
f* = sup,ep f(x) and ' = infoep f(a).

For any ¢t > 0, define the operators O;(t) : Y — Y (i = 1, 2) as follows.

O1(t)p(z) =e 1 Dig(x), Oa(t)p(x) = e 2Pl (z), p € Y.
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TABLE 1. Definition of variables and parameters for model (2)

Param. Description

uy(t, x) Density of uninfected cells at location x and time ¢.
uz(t, x) Density of infected cells at location z and time ¢.
uz(t, x) Density of virus at location z and time t.

uq(t, x) Density of B cells at location x and time t.

A(x) Recruitment rate of uninfected cells at location x.
wi(z), i=1,2,3,4 Death rate of the class u; at location x.

a(z)/o(x) Virus infection rate/ Cell-to-cell infection rate at location z.
&(x)/0(x) Birth rate of virus/B cells at location z.

~v(x) Neutralize rate of B cells at location x.

dz(z)/da(z) Diffusion rate of virus/B cells at location z.

Let O;(t) (i = 3,4) be the Cp-semigroup generated by the operators V - (d;(z)V) — p;(z) under condition
(3). From [19], we have

(Oi(t)d) () = / Gilt,a,y)b(y)dy, i = 3,4, pe Y, (4)
Q

where G;(t,z,y) (i = 3,4) are the Green function associated with V - (d;(x)V) — p;(z) under condition
(3). Moreover, the compactness and strongly positiveness of O;(t) (i = 3,4) can be obtained by Corollary
7.2.3 in [21).

Let O(t) = diag{O1(t), O2(t), O3(t), O4(t)}, then O(t) is a strongly continuous semigroup of bounded
linear operators on X to itself. For ¢ = (¢1, ¢2, ¢3,¢4)” € X and ¢ > 0, model (2) can be written as the
following integral equation

t

u(t) = O(t)p + / Ot — s)N(u(-, s))ds, u(0) = ¢ € X, (5)
0
where NV : X — X is defined by

Ni(¢) A() —o()f(d1,02) — a()g(ér, ¢3)
N(@) = Na(8) | _ a(:) (b1, ¢2) + al-)g(d1, ¢3)
’ N3(9) §()p2 — (-) P34
Ni(9) 0(-) P304

From the expression of A/, we see that A is locally Lipschitz continuous. For any ¢ € X, and r > 0, by
the similar argument as in the proof of [10, Lemma 3.2], we have that lim, o+ Zdist(¢+ 7N (¢),X4) =0
for any ¢ € X . Therefore, by [21, Theorem 3.1 in Chapter 7] and [12, Corollary 4], we have the following
result.

Lemma 1. For any initial function ¢ € Xy, there exists a Ty, = Tim(P) such that model (2) has a unique
noncontinuable mild solution u(t, ) = u(t,-; ¢) defined on [0, 7)) with u(0, ;@) = ¢. Moreover, u(t,-; ¢) €
X, is a classical solution on [0, Tp,).

Further, by the arguments similar to [38, Theorem 1] and [9, Theorem 1], we can obtain the following
result.

Theorem 1. For any initial value function ¢ € X, model (2) has a unique solution u(t,-; ¢) = (u1(t,; @),
us(t, 5 b), us(t, 5 0),us(t,;¢)) € X4 defined on [0,+00), and solutions are ultimately bounded and uni-
formly bounded.

Remark 1. Based on Theorem 1, we further obtain that model (2) generates a solution semiflow ®(¢) :
X4 — X, such that for any initial value ¢ € Xy, ®(t)¢ = u(t, -, ¢).
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3. The basic reproduction number

In this section, we first define and calculate the virus infection basic reproduction number of model (2) and
then establish some properties of it. However, since the first two equations in model (2) have no diffusion
term, the compactness of solution semiflows of model (2) and corresponding linearized system at the virus-
free steady state can not be ensured. This will give rise to that the Krein—Rutman theorem [16, corollary
2.2] cannot directly employed. To overcome this problem, we need to introduce the following definitions on
the Kuratowski measure of noncompactness of a bounded set and k-contraction of a continuous mapping.

Definition 1. (see [36]) Let H be a metric space and B C H be a bounded set, the Kuratowski measure
of noncompactness of B is defined by

k(B) := inf{r : B has a finite open cover of diameter < r}.

We set k(B) = oo whenever B is unbounded. It is easy to see that B is precompact if and only if
k(B) = 0.

Definition 2. (sce [36]) Let g : Ry x H — H be a continuous mapping. If there is a continuous function
k: Ry — Ry satisfying 0 < k(¢) < 1 for all ¢ € Ry such that for any ¢ > 0 and bounded set B C H, the
set {g(s,B) : 0 < s < ¢t} is bounded in space H and x(g(¢,B)) < k(t)x(B), where for any ¢ > 0 the set
g(t,B) = {g(t,¢) : ¢ € B}, then we say that the mapping g is k-contraction with order k(t).

For an operator L, we denote by (L) the spectrum of L, spectral radius r(L) = sup{|\| : A € o(L)}
and spectral bound s(L) = sup{Re\ : XA € o(L)}.

Obviously, model (2) admits a unique virus-free steady state Ey = (u3(x),0,0,0), where uf(x) = ;?1((?) .

Linearizing model (2) at Ey, we have the linear system as follows:

ou . )
67151 = — 1 ()uy — () fu, (U} (2), 0)ug — () gu, (uf(2), 0)us,
0

% = 0(2) fu, (U (x),0)us + () gus (u] (x),0)ug — pa(x)us,
% = V- dy (@) Vs + £(2)us — ps(@)us, € Q£ 0,

0

% = V- dy(2) Vg — pa(z)ua,

8“3 8U4

guz _ Ous .

o o 0, z€0Q, t>0

Define the linear operators B, F : Z — Z (Z := C(Q, R?)) as follows
_(—h2() 0 _ [ 0() fua (ui(-), 0) () gus (ui(+), 0)
5= (T gt ) # = (1 :0Y)

and the linear operator A := B+ F.
Since u; and uy do not appear in the middle two equations, we just consider the subsystem:

8(W>=A<M),xEQtZQ
6t us us (6)

Ous _ o reon, t>0.
ov

Denote ®(t) be the CY-semigroup generated by B. Note that B can be decomposed as

B = diag(0,V -d3(x)V) -V, V = (525(()) ,U30(')> :
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Thanks to the fact that B and —V are cooperative, we know that ®(t) is a positive C°-semigroup. Thus,
we can define the positive operator on Z as follows

L(6)(x) = / Fa)B(0)o(x)dt = F(z) / B(t)p(x)dt, ¢ € 2,
0 0

which is called the next generation operator. Then, the basic reproduction number Ry for model (2) is
defined by Rg := r(.Z).

In what follows, we consider a eigenvalue problem associated with system (6). Substituting us(¢,z) =
eMapy(z) and uz(t, z) = eMpz(z) into system (6), we have the following eigenvalue problem,

Yo\ _ 2
A(¢3>_A<1/)3)’ x € Q, -
%20, x € 0N
ov

Denote the function Ro;(x) = %&1(@0) On the existence of principle eigenvalue with a strictly

positive eigenfunction for the eigenvalue problem (7), we have the following conclusion.

Lemma 2. Assume max,.qRo1(x) < 1. Then, the eigenvalue problem (7) has a principle eigenvalue,
denoted by Ao, with a strictly positive eigenfunction ¥* = (3, ¥3%).

Proof. Let Q(t) : Zy — Zy (Zy := C(€, R%) be the solution semiflow of subsystem (6). We now need
to prove that Q(t) is k-contraction. For any initial value b = (¢9,13) € Z;, we have the solution
Q)Y = (ua(t,x, ), us(t, z,9)) of subsystem (6). Solve us(t, z, 1) directly from subsystem (6), we get

¢

Us(t, z, ) = e~ (H2(2) =0 (@) fup (i (2).0))ty,, /a(x)gus(uf(x),O)u;g(s,x,@/;)e’(”?(””)"’(””)fw (] (2),0))(t=5) g g
0
We divide Q(t) = Q1(t) + Q2(t), where

Ql(t)w = (Sl (ﬂl’aw)’%(t,ﬂ?ﬂ/’))a QZ(t)w = (ef(ug(z)fa(z)ﬁa (u’{(m),O))th’O)’
t
where Sy (t,2,%) = [ a(2)gu, (ui(x),0)us(s,z,)e 2@ 0@ fu (ui(2),0)(t=5)qs. Let B C Z; be any
0

bounded set. Since the second equation of subsystem (6) has the diffusion term with the diffusive rate
ds3(x) > inf, .gds(x) > 0, we obtain that the set {us(t,z,v) : ¢ € B} is precompact in space Y.
Consequently, the set {S1(¢,x,) : ¢p € B} is also precompact in Y. Therefore, the Kuratowski measure
Q2(®)¢llz
Tolz,
t > 0, where § = inf_g{p2(2) — 0(x) fu, (ui(x),0)}. Obviously, we have 6 > 0 from max, g Ro1(x) < 1.
Thus, we further obtain x(Q2(t)B) < ||Q2(t)]|x(B) < e % k(B) for all ¢ > 0. Therefore, we finally have
R(Q(H)B) < k(Q1(t)B) + k(Q2(t)B) < e %k(B) for all t > 0, which shows that Q(t) is k-contraction with
order k(t) = e~ Thus, by [16, Corollary 2.2], the eigenvalue problem (7) has a principle eigenvalue Ag
with a strictly positive eigenfunction ¢* = (3, v3%). This completes the proof. O

of noncompactness #(Q1(t)B) = 0. In addition, we have [|Q2(t)|| = supyez, < e~ for any

Calculating the inverse operator of B(x), we have

-1 _ —Nz_l(l") 0
520 = (420 (- -t 1)
where By (z) = 2 (V- ds(2)V — ps(x))~. Furthermore,

pa(x)
Fap o) = (P i),
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where

o)y i (2).0)
S —E

Fia(x) = (V- d3(2)V — p3(2)) ™ (@) guy (ui (), 0).
From the result in [24, Theorem 3.12], we know that the operator B(z) is resolvent positive. That is,

(M —B(z))'¢ = [ e MP(t)¢dt for all X > s(B) and ¢ € Z. Since s(B) < 0, we can take A = 0 in the
0

+ Bar (#) () gus (u1 (), 0),
);0)

above equality to deduce —F(z)B~1¢ = F [ ®(t)¢pdt = Z(¢). We also have the next generation operator
0
& = —F(z)B~Y(x). Therefore, Rg = r(£) = r(—Fi1(z)).

On the other hand, A = B + F is a positive perturbation of B and hence is also resolvent positive.
Therefore, according to Theorem 3.5 in [24], we finally have the following conclusions.

Lemma 3. Assume max, g Roi(z) < 1. Then, the following conclusions hold.
(1) Sign(Ro — 1)=Sign(s(A)).
(2) If Ro < 1, then Eo(x) is locally asymptotically stable.
(8) If Ro > 1, then Eg(x) is unstable.

Furthermore, combining Lemma 2, we can obtain the following conclusion.

Lemma 4. Assume max, g Ro1(z) < 1, and Ay be the principle eigenvalue of eigenvalue problem (7). If
Ro > 1, then Ao = s(A).

Proof. From the proof of Lemma 2, we further obtain that the essential growth bound wess(Q(t)) of Q(t)
satisfies wess(Q(t)) < —d. Hence, the essential spectrum radius of Q(t) satisfies 7.(Q(t)) < e™% < 1 for
all t > 0.

On the other hand, due to Ry > 1, from Lemma 3 then s(A) > 0. From Lemma 3.1 in [17], we
further obtain that the spectrum radius of Q(t) satisfies 7(Q(t)) = e**W* > 1 for all ¢ > 0. Therefore,
re(Q(t)) < r(Q(t)) for all ¢ > 0. This shows that the principle eigenvalue A\g = s(A) from the generalized
Krein—-Rutman theorem [16]. This completes the proof. O

We know that Ry is the principle eigenvalue of the following eigenvalue problem
- F11<J))¢ = A¢a T e Qa
%gf)(x) =0, z € 00.

Therefore, there is a strictly positive eigenfunction ¢, such that
— F11(2)ps = Rods, x € Q,

M =0, ¢ € 09,
v
which is equivalent to
o(0) fun(Wi(@),0)  E(x) o * B
12(2) s e (V- d3(2)V — p3(2)) " (@) gusy (ui(2), 0)ds = Rogs, x € Q, 5
90:2) _ 4 e a0,
v

On the other hand, we consider the following eigenvalue problem
(V- da(2)V — pa(@)) ™ () gug (ui (), 0)9) = M), x € Q,

0(@) _ o e o0 ©)
6]/ b b
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where X is the eigenvalue and v is the corresponding eigenfunction. Obviously, it is equivalent to

{ () gus (u1 (2),0)9 = AV - ds(2)V — p3())¢, = € Q,

W) _ o 2eon. (10)

ov

From Lemma 3.3 in [28], it follows that the eigenvalue problem (10) has a positive principle eigenvalue
A* associated with the strictly positive eigenfunction . (x) such that

(@) Gus (U1 (@), 0)s = A (V - d3(2)V — ps(2))s, © € Q,
0 ()
ov

Hence, we further have f ) gus (uf (), 0)p? (x)dz = —=A* [(ds(x)| Ve (x)|* 4+ p3(z)p?(x))dz. That is,
Q

S{ () gus, (ui (x),0)¥3 (2)da

=0, z € 99.

A=
[@@0 P + pala) 2 .
and from (9), we also have
(V - ds(2)V — p13(2)) ") guy (5 (), 0)hs = X0, & € . (12)
From (8), we obtain
TS0y, — SO 0]V ) ) (072, 006 = Rty €
Then, from (12) we further obtain
(@) fu (i(2),0) o E@) (e Rob e
pi2(x) pa(x)
Integrating on 2, it follows that
o () fu, (ui(x),0) e [ £2) _
/ b = ) / Gy ende = Ry / Gutbuda. (13)

We can choose that eigenfunctions ¢, and ¢, () satisfy [ ¢.1p.dz = 1. Thus, from (13) we further obtain
Q

[ o(@) fu, (ui(z) £(x)
RO—Q/ e 0. +/ e

f (2)Gu, (u} (2), 0)¢2da
f( 3(2)[Viba |2 + ps(z)y2)dz

Therefore, we finally obtain

f () gy (0 (x), 0)1p2dw
= su O'({E)fU2(u>{($),0) z f(.’b) "
RO_¢’¢€H1<Q>ZW‘1I—1{/ @ T @™ J(ds I >¢2>dx}'

When model (2) degenerates into the spatial homogeneous case, that is, all parameters are constants,
then from the above expression of Ry we can directly obtain

0 fu, (uf,0) + §agu, (u,0)
2 H2 /3 7

Ro =

where u] =
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On the other hand, at any fixed position z €  when we do not consider the spatial diffusion, then
model (2) at position x degenerates into the following form of ordinary differential equations

S A@) — (s — o), 02) — ala)glun, ),

% =o(x) f(u1,us) + a(x)g(ur, us) — po(x)usg,

dus (14)
T =&(v)uz — p3(z)usz — y(T)usud,

% =0(x)uzus — pa(x)ug.

Model (14) has a unique infection-free equilibrium Ey = (uj(x),0,0,0). Using the next-generation matrix
method, we can directly calculate the virus infection basic reproduction number of model (14) as follows

0(z) fu, (ui (), 0) n §(z)a()gus (ui(x),0)
p2() () ps () ’

Ro(z) = r(F(z)V™}(z)) =

where

Fla) = (U(x)fu2 (13(2).0) o(o)gn %uw),m) @)= (ug((x)) Mg(f@) |

Ufug(uivo) &OzguS(ur,O) _

K2 23 -

Ro. On this account, we call that Ro(z) is the local basic reproduction number of model (2) in spatial
location x € Q. )

Denote Roa(x) = 5(””)0‘!5;”257)‘3?(‘;)(9”)’0), then Ro(z) = Ro1(z) + Roz2(x), where Ro;(x) has been defined

in the above. It is clear that Roi(x) represents the local reproduction number of cell-to-cell infection in

location @ and Roz(x) represents the local reproduction number of virus to cells infection in location x.

On the other hand, we consider the following eigenvalue problem
(0> _ (-#z(x) + 0 (@) fu, (u1(2),0) a(2)gu, (ui(2),0) > ( (90)> reQ
0 né(x) V- ds(2)V = ps(x) ) \pa(z)) ’

0
5@2(1’) =0, z € 092,

Obviously, when all parameters in model (14) are constants, we have Roy(z) =

(15)

where 7 is the eigenvalue and ¢ = (¢1(), p2(x))? is the corresponding eigenfunction. Then, we have the
following conclusion.

Lemma 5. Assume max,.q Ro1(x) < 1. Then, the eigenvalue problem (15) has a positive principle eigen-
value n* with the strictly positive eigenfunction p* = (1, ¢3)T € Z.

Proof. The problem (15) is equivalent to
= (p2(2) = 0(@) fu, (ui(2),0))¢1(2) + (@) gu, (ui(x), 0)p2(x) = 0,

né(z)p1(x) + (V- d3(2)V — p3(z))p2(z) = 0, et (16)
%@2(1’) =0, z € 00.

From the first equation of (16), we obtain ¢;(z) = M(j)(zlg(‘;%(ful((z) ?3):) %) 2 (). Substituting it into second
u2

equation of (16), we further obtain

(V- d3(2)V — ps(x))pa(x) + né(2)

0
5()02(.%) =0, x € 0.

()90, (13 2),0) o
) — o) fu i @,0 2 0T ER
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Then, from Lemma 3.3 in [28], it follows that the eigenvalue problem (17) has a positive principle eigen-

value 7" associated with the strictly positive eigenfunction 3 (x). Let ¢j(z) = o (;)(fﬁf’);ui ((9%8, 707 P (2),
ez :

then it is clear that the eigenvalue problem (15) has a positive principle eigenvalue n* with the strictly
positive eigenfunction ¢* = (¢%, p5)T € Z. This completes the proof. O

Denote Ry = —*, then we can get some interesting conclusion as follows.

Lemma 6. Assume max,.qRo1(x) < 1. Then, we have:
(1) If Ro > 1, then s(A) > 0 and Ro > 1;
(2) If Ro < 1, then s(A) <0 and Ry < 1.

Proof. Consider conclusion (1). Let
—h2(x) + 0 () fu, (u1(2),0) - ()gus (ui(2),0)

A(z) = ;ﬂ> V- dy(2)V — ps(2)

If R > 1, then from Lemma 5 we obtain s(A(z)) > 0. Since
_ (~1e@) + 0(0) fua (050, 0) @)y (@i@0) N 2 5 g
At = ( & Sl ie:?)) 2 ), s e

we can obtain s(A(x)) > s(A(z)). Therefore, by Lemma 3 it follows that Ry > 1.
~ Consider conclusion (2). If Rg < 1, then from Lemma 3 we have s(A(x)) < 0. Hence, it is clear that
Ro < 1. This completes the proof. O

Remark 2. From Lemma 6, we can propose the following conjecture:
Let max, .5 Roi1(x) <1,then Ry >1 (=1, <1) &R >1 (=1, <1).

From (17), we get
Ro(V - ds ()Y — 15 ()0 () = — — 2D UB)9us (i (), 0)

pa() = o(2) fu, (ui (), 0

) (18)
ag%(:c) =0, z € 0.

Hence, R has the following expression

E(r)a(@)gus (u (2),0) 42
fuz(w —o(x) fsuz(zl(x) 0) 2 (z)dx

ffl( 3(2)[Ve3(2)[? + ps(x)3?(x))dz

Ro =

Thus, we finally obtain

£(z)a(x)gug (u] (2),0)
_ f w2 (z)— a(x)fiz(il(x) 0% Z(I)dx
Ro = sup

PEH (%) ({( 3(2)[Vep(2)? + ps ()¢ (x))da

From this expression of Ry, the following conclusion follows from a similar argument as in [33, Theorem
3.3].

Lemma 7. Assume max,.qRo1(x) < 1 and d3(x) = d3 > 0 is a constant. Then, we have:
(1) Ry is decreasing along with the increase of ds.

- £(@)a(2)gus (13 (2).0)
(2) If ds — 0, then Ro — maX, et 150 ) -0 () o (i (27,00 )
f E(T)“(’C)ng(ul(f) 0) dz

| @ =@ fag (w3 @0,0)

[ p3(x)d
Q

(3) If d3 — oo, then Ry —
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1] e () e > [ 3(@)d, then Ro > 1 for all ds > 0.

§(@)o(x)gug (ui(x),0) §(x)a(@)gus (ui(2),0)
(5) If f @) 0@ g (@0 9% < f/ig )dz and there is a x € Q such that = ryienGy >

,u3( ), then there is a d§ > 0 such that Ro > 1 when 0 < d3 < dj, and Ro < 1 when d3 > dj.

Particularly, when model (2) degenerates into the spatial homogeneous case, from the above expression
of Ry we can directly obtain

 p3(pe — 0 fuy (u3,0))
We can directly obtain that when ps — o fu, (uf,0) > 0 then
Ro > (=,<) 1 & €agy, (ui,0) > (=, <) paps — o fu, (uf,0)us
© £aguy (ul,0) + 0 fu, (uf, 0) s > (=, <) papis
_ €000 (01,0) | 0us(u1,0)
K23 K2

This shows that the above conjecture given in Remark 2 is right when model (2) degenerates into the
spatial homogeneous case.

S Ro = > (=,<) 1.

Lemma 8. Assume max,.qRo1(x) < 1. Then, Ro — 1 has the same sign as n°, where n° is the principle
eigenvalue of the following eigenvalue problem

e o E@a@ Wi.0)
I e T I CHONU M "
%:O,xEBQ.

Proof. In fact, from Lemma 3.3 in [28], it follows that problem (19) has a principle eigenvalue n° corre-
sponding to a positive eigenfunction 1*(x) such that

é(x)a(x)g

. x — x * us (u’{(m),()) * _ pOu* o
%wy =0, xz € 0.

Multiplying (18) by ©* and (20) by ¢35, we can obtain

1oLy [ E@awe (). 0)
R | ae) = o(0) fua (03 (2).0)

Prpyde = O/w*wédx-
Q

This implies that (1 — ﬁ—) and 7" have the same sign. Therefore, the conclusions of Lemma 8 hold. This
completes the proof. O

Remark 3. In the above discussions of this section, we always assume max, g Ro1(x) < 1. This means
that in model (2) the virus infection cannot be endemic only by relying on the cell-to-cell transmission.
Therefore, an important open problem is to study model (2) when condition max, g Ro1(z) < 1 does
not hold.

4. Extinction of disease

In this section, we mainly focus on the stability of infection-free steady state Ejy, and the details can be
found in the following results.
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Theorem 2. Assume max, g Ro1(x) < 1. When Ro < 1, Ey is globally asymptotically stable.

Proof. The local stability of Ey directly follows from the conclusion (2) of Lemma 3. We next show the
global attractivity of Fy. Let g = (g1, g2, g3, ga) be defined as

g1z, ur, uz, uz, ug) = M) — pr(@)ur — o(x) f(ur,uz) — a(z)g(ur, uz),

g2(x,ur, us, uz, ua) = o(x) f(ur, u2) + o(x)g(ur, ug — po(x)us, (21)
93(96 Ul,U27u37U4 (ZU)UQ ( )US —7($)U3U4,
ga(@,ur, ug, uz, ug) = O(x)uzug — pa(z)uy.

Obviously, the Jacobian matrix of g(x,u1,us,us, us) with respect to (ug,us,us,us) is cooperative and
irreducible at any point (z,u,us2,us, us) € Q x Xy. Define an operator P on X, by

[P(p)](z) = gz, 01(x), p2(z), p3(), pa()), = € Q, © = (p1, 92, v3, 1) € X,

It is evident that P is strictly subhomogeneous on Xy, i.e., P(sp) > sP(p) for any 0 < s < 1 and
¢ € X4 with ¢ > 0. Furthermore, it easily follows that map ®(¢) is strongly monotone and strictly
subhomogeneous using the similar arguments in the proof of [21, Theorem 7.4.1] with 7 = 0.

From model (2), we have % < A(x) — p1(2)uy. Thus, we can get limsup, . ui(t,z) < uj(z)
uniformly for z € Q. There is no loss of generality in assuming uy (¢, z) < uj(z) for all t > 0 and = € Q.
Therefore, we have

X2 < ) a0} (), O+ () (0 (), O — o), (22)

0
% <V -dz(x)Vug + E(z)ug — p3(z)us.
The corresponding comparison system is

8“}2 * *

o = (@) fua (u1(2), 0wz + a(2)gu, (ui (2), O)ws — pz(z)w2, 23)
23

ow

a—: =V - ds(x)Vws + £(z)wy — ps(x)ws.

Obviously, system (23) is equivalent to subsystem (6). If Rg < 1, then s(.A) < 0 by Lemma 3. Denote
w(Q) as the exponential growth bound of Q(¢). It easily follows that w(Q) = s(A) < 0 from [24, Theorem
3.14]. Based on the definition of w(Q), we have lim;_. ||Q(¢)| = 0, and hence, lim;_, o, Q(¢)1) = 0 for
all ¢ € Z,. Therefore, we obtain that (ws(t,z),ws(t,z)) — (0,0) uniformly for z € Q as t — oo,
where (ws(t, z), ws(t,x)) is the solution of model (23) with initial value in Z, . Furthermore, we obtain
that (us(t,z),us(t,z)) < (walt,z),ws(t,x)) for all x € Q and t > 0. Therefore, (us(t,z),us(t,z)) —

(0, 0) uniformly for z € Q as t — oo. In this case, we have the limit equations from model (2),

0

T =A@ - m@)u,

ou

37154 =V - dy(2)Vug — pa(x)uy
From Corollary 4.3 in [23], we further obtain that uy(¢,z) — 0 and uy (¢, z) — u}(x) uniformly for = € Q
as t — oo. To sum up, the theorem is proved. O

In particular, we can get the global stability of Ey using Lyapunov function.

Theorem 3. Assume that max, g Ro(x) < 1, then infection-free steady state Ey of model (2) is globally
asymptotically stable.
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Proof. Tt is clear that we only need to prove that the zero solution (wsy,ws) = (0,0) of corresponding
comparison system (23) is globally attractive. Define the Lyapunov function: L = ¢; [ wodz + ¢o [ wadz,
Q Q

where ¢, and ¢y are positive undetermined constants. By simple calculation, we have

%%:/ﬁﬁa@MWWK@ﬁM@+a@ﬁwwﬂ@ﬁwu—uﬂ@wﬁ+@ﬁhmm—ud@wﬂmw
Q

Since functions o (), £(x), o(z) and u}(x) are positive, continuous and bounded on 2, and

{dwﬁﬁﬁgwhw} {5“*ﬁjfﬁ§ﬁ?%m}<<L

max Ro(x) < 1 = max
€N e

<1, max
€

we can obtain that c¢ipus(z) > c2é(z) + cr10(2) fu, (uf(x),0) and cops(x) > crox)gu, (ui (), 0), where ¢q

and ¢ are positive constants. Hence, we further obtain ?T% < (fz [cr0(x) gus (uf (2),0) — copg(z)] wade < 0.

Furthermore, it is clear that % = 0 implies w3(t,2) = 0. And then, we can get wo(t,z) = 0 from system
(23). Thus, by the LaSalle’s invariance principle (see [26, Theorem 4.2]), we finally obtain that the zero
solution (ws,ws) = (0,0) of system (23) is globally attractive. This completes the proof. O

Remark 4. Combining Theorems 2 and 3, an interesting problem is to discuss the relationship between
total basic reproduction number Ry and local basic reproduction number Rg(x). Particularly, whether
we may obtain that max, .5 Ro(r) <1 =Ry < L.

5. Virus infective dynamics without antibody response

In this section, we will be concerned with the virus infective dynamics when model (2) without antibody
response. Since the first two equations in model (2) have no diffusion term, in order to obtain the existence
of antibody-free steady state of model (2), we need to prove ®(¢) : Xy — X is k-contraction. However,
it is regrettable that here we only can prove the k-contraction for the following special case of model (2)

Bt = M)~ (s — aeush(us),

O — a(w)urh(us) — o),

Dus (24)
5 = V - d3(z)Vug + £(x)us — ps(z)us — v(x)ugug,

% =V - dy(x)Vug + 0(z)usus — pa(x)ug.

That is, in model (2) we assume o(z) = 0, which means that there is no transmission between cells, and
g(u1,u3) = urh(ug). Further, for model (24) we assume pj(x) = po(x). This shows that the infected cell
individual does not have the death due to infection. In model (24), the functions h(uz) are assumed to
satisfy the following assumption:

(Hz) Function h : Ry — R, is continuously differentiable; h(0) = 0, h(usz) < hy,(0)us.

Let N(t,x) = ui(t,x) + ua(t, ), then %—T = A(z) — p1(2)N. We have lim; oo N(t,x) = ;\1(—(?) for all
A(x)

x € Q. Therefore, there is no loss of generality in assuming N (t,2) = N*(z) := O From this, model
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(24) can be equivalently simplified into the following form

% = a(x)(N"(x) — uz)h(us) — p (z)us,
% =V - d3(x)Vus + £(x)ug — ps(x)us — y(x)usuy, (25)
% =V - dy(2)Vug + 0(x)uzus — pa(z)ua.

Let W := C(Q, R*) and W := C(Q, R}). For model (25), we can first obtain a similar conclusion to
Theorem 1 given in Sect. 2.

Theorem 4. For any initial value function ¢ € W, model (25) has a unique solution u(t,-,¢) =

(ua(t, -, @), uz(t,, @), ua(t,-, d)) defined on [0, +00), and the solution is also nonnegative, ultimately bounded
and uniformly bounded.

Furthermore, we next claim the following result.

Lemma 9. The solution semiflow V(t) := u(t,-) : Wi — W, of model (25) is k-contracting with the
Kuratowski measure k of noncompactness on W ..

Proof. For any initial value ¢ € W, throughout the proof, u(t,-, ¢) = ¥(t)¢ = (ua(t,-, d), us(t,-, o),
u4(t,-, ¢)) denotes the solution of model (25). From the first equations of model (25), solving us(t, -, ¢)
yields

a4 a()h(us(s,6))ds
us(t,¢) =e o ’ ¢2 + St ), (26)

— fua O+ a()h(us(r6)))dr

where S (¢ h(us(s,-, ¢))e = ds. Based on (26), set ¥(t) = ¥y (¢)+

ogﬁ

Wy (t) for any ¢ > 0, where

t
= [ ()t )h(us(s,,d)))ds
\Pl(t)¢: (Sg(t,',¢)),U3(t,',¢),’l,64(t,',¢)), qj?(t)¢: (e 0 ' ’ ¢2,0,0), tZO
For any bounded set B C W, since the last two equations of model (25) have the diffusion terms,
we directly obtain that the sets {uz(t,-,¢) : ¢ € B, t > 0} and {u4(t,-, ¢) : ¢ € B,¢t > 0} are precompact
in Y,. And then, we further obtain that the set {Sa(¢,-,¢) : ¢ € B,t > 0} is also precompact in Y.
Therefore, we have k(¥4 (¢)B) = 0.

It is clear that ||Wy(t)|| = supyez W < e supyey }I }I = 7%, where § = min_ g{u(2)}.
Therefore, we further have x(W(t)B) < k(U (£)B)+ (Vs (t)B) < || To(t)||(B) < e~ k(B). This completes
the proof. 0

Remark 5. If p(2) £ po(x), then model (24) cannot transform to model (25). Unfortunately, here we
have not been able to prove the k-contraction for model (24). This will be an interesting open problem.

Remark 6. Unfortunately, if g(u;,us) # uih(us) in model (25), we cannot solve ug like (26) and thus
cannot further prove the k-contraction for model (24). We will try to find a suitable method to overcome
this problem in the future.

Based on Theorem 4 and Lemma 9, we have the following result from [11, Theorem 2.6].
Theorem 5. The solution semiflow VU (t) of model (25) admits a compact global attractor in W .

Next, a same argument as in Sect. 3 we can define the next generation operator for model (24) by

oo

= / F(z)®(t)p(x)dt = F(z) / d(t)¢p(z)dt, ¢ € Z,
0

0
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where

5= (_g(l'gl) V- dg(:c)OV - Ms(‘)) L F= <8 a(.)N*(O.)hUS(O)) :

and ®(t) is the C°-semigroup generated by B. The basic reproduction number Ry for model (25) is defined
by Ro := r(%). In addition, a similar calculation as in Sect.3 we also can obtain

Ro = T pipdar }
’ ¢,wEH1§§i‘}¢¢dw-1{Q @ TEIVIP+ ) )

Remark 7. Obviously, 7%0 is a special case of R defined in theA above for the general case. That is, when
o(x) =0, p1(z) = po(z) and g(uq, us) = uih(us), then Rg = Ryp.

Consider the following eigenvalue problem,

o ~ (o
A( >=A< >71C€Q7
) P3 )3 (27)
s o, we o,
ov

where A= B+ F. By the similar argument of Lemmas 2 and 4, the following result is valid.

Lemma 10. If 7/@0 > 1, then s(.,zl\) is the principle eigenvalue of eigenvalue problem (27) with a strictly
positive eigenfunction.

Clearly, model (25) always has an infection-free steady state Ef = (0,0,0). When Ro > 1, we inves-
tigate the existence of the antibody-free steady state E} = (uz2(x), @3(x),0) of model (25) which satisfies
the following equations:

a(x)(N*(x) = az(x))h(uz(x)) — pa(z)uz(r) =0, €9,
V - ds(z)Vag(z) + €(z)ue(z) — ps(x)us(x) =0, z € 9Q,
8113(33)
ov
On this basis, model (24) has an antibody-free steady state, denoted by Ey = (a1(x), us(z), us(x),0)
where 41 (z) = N*(x) — tg(x).

(28)
=0, x € 09,

Theorem 6. When Ro > 1, model (25) admits an antibody-free steady state Ef = (ia(x), s (), 0).

Proof. Tt is easily seen that o (z) = 5(%)}5\([;3()8?)(11; (lx()z)) from the first equation of (28). Substituting it into
the second equation of (28), we further have
a(z)N*(z)

V- dy(2) Vs () + &(x)

a(x)h(us(z)) + m(x)h(f@(x)) — ps(x)us(z) =0, x € Q,

9us(@)(@) _ e g0,
v
Obviously, we only need to prove that when 7%0 > 1,
alx)N*(x)
h(uz(z)) — p3(x)uz(x) =0, z € Q,
(@ (@) + () @)~ ale)ua(o) "

=0, x € 0.

V - dz(x)Vug(x) + &()

Quy(z)(x)
ov
has a positive solution wug(x).
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Firstly, from assumption (Hs), we can obtain

a(x)N*(x a(x)N*(x
@N'@) ) < o@N @)
a(x)h(us(z)) + pa () a(x)h(us(z)) + pa ()
Further, choose an enough large constant M > 0 such that h(M) enough large, and then, we have
Wmh% (0) — pz(x) < 0 for all z € €, which means that us(z) = M is a super-solution of
equation (29).
Consider the following eigenvalue problem

Mp(z) = (V- d3(2)V — ps(z))y(z) +

hus (0)us(x).

E@a@N @h0) g
() (30)
0
51/}(95) =0, z € 0.
From Lemma 3.3 in [28], we obtain that the problem (30) has a principle eigenvalue A = \* associated

with the strictly positive eigenfunction ¢ (x) = *(x). Moreover, by Lemma 4 and Lemma 5, we can
obtain that when Rg > 1, then A* > 0. Since

N ) = (T )V — () (o) + SOV (s 0)

pa ()

V(x), v €,
then for any constant k > 0 we also have
N (k™ (@) = (V- d3(2)V — ps(@)) (kv" (z)) +
We have
(V- d3(2)V — ps(@)) (ky*(x)) +

{(z)a(z) N (x)hy, (0)
pa ()

(k™ (x)), x €9,

E(@)a(x)N* (2) *
A @G () & @y @)

ey E@a@N @)
R L)

£(2)0? (@) N* (@) Ry (0)h(ki* (2) + &) (@) N* (@) pa (@) oy (0) — HEL (@)
_ (A* - H ( (kg™ ( )) (ko™ ().

(a(z)h(ky* (2)) + pa(2))pa ()
Obviously, we can choose an enough small constant k£ = k* > 0 such that
§(@)02(@)N" (@)huy OBk (@) + E(@)al@) N @)y (2) (huy (0) — HEts)
(a(z)h(ky*(z)) + pa(z))pa ()

A — )>07er.

Therefore, we have

§(z)a(z) N (x)
V -ds(x)V — ps(x)) (k™™ (x)) +
This shows that ug(z) = k*¢*(x) is a lower solution of equation (29). From Theorem 2.3.2 in [35], we can
conclude that when Rg > 1, equation (29) at least has a positive solution ug(z). Therefore, we finally
obtain that when Ry > 1 model (25) has an antibody-free steady state EY = (dz2(x),ds(x),0). This

completes the proof. O

h(k* " (z)) > 0, = € Q.

When ug = 0, then model (25) becomes to

8’11,2

—= = a(x)(N*(z) —us)h(us) — Hx)ug,

a1 @O T) T o
a—;’ — V- dy(2)Vug + £(z)us — pis(z)us.
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We have the following result on the global stability of steady state Ey = (fig(x), @is(z)) for model (3

Theorem 7. Assume ﬁo > 1 and
(1_2><(N*($)—1f2)h(1~t3) u3> <0,
Uo (N*(x) — ug)h(ug) a3

then steady state Ey = (iia(x), Gis(x)) of model (31) is globally asymptotically stable.

Proof. Define a Lyapunov function: L = Ly + Lo, where

_ §(x) st _ o up [ o ug
Ll_/a(x)(N*(x)fﬂg)h(ﬂg) (ug—ug—ugln a2)dx, Lg—/ug(U3 u3 — U3 In ﬁg)dx

Further, we have

0 / a(x)(N*(Z))Niﬂgz)h(%) (1 - Z) e

ug (N* ($) — UQ)h(Ug)ﬂQ
T% (Vo) - k(@) | 1} e

Vdg(x)VU3+/ﬂ3<1u)v dg( )v&gdm
3

Furthermore, we have

dr /ag(l - ”3>v - d3(2)Vus +/ a3<1 - lf‘?’)v - d3(2)Viigdz
dt u3 Q
Q

:/ (1u>v ds(z )Vu3+/a3(1gz>v d3(z)Viizda
Q
+Q/ s (2= 3252 =552 ) + (1 32) (et sy ~52) )

gﬂ/ <1>v ds(x )Vu;ngQ/ (1u>v dy(2)Viigda

).

(32)
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ds(2)V (ag (1 - Zi))Vu;),da: - Q/ ds(2)V <a3 - u3> Vigda
0

- ~3 1 - 6’&3 ~26U3 8U3 - 6ﬂ3 (9’&3 (3"[1,3
d;;(a:)Z( z; S <2u3u3 Oz o Oz ) ) Ox; do = /d3(x)z Oz, a Oxj ) Ox; dr
Q

0 3

duz\° iz Quzdi i3 duz\”
() i () o

aSL‘j us 8$jal'j us 8xj
- 5113 ’Z~J,3 8U3 2
d — - ——=] dx <0.

3(1‘) Z <8.’L‘j U3 8$J> z<0

Furthermore, from % = 0 we can obtain us = us and ugz = uz. Thus, by the LaSalle’s invariance

principle (see [26, Theorem 4.2]), the global attractivity of steady state By = (2(x), 3(z)) of model
(31) is obtained. Then, by [36, Lemma 2.2.1], we obtain the global asymptotic stability of steady state

Ey = (tug(x), as(x)). This completes the proof. O

From Theorems 6 and 7, we have the following result.

Corollary 1. If ﬁo > 1 and inequality (32) holds, then model (25) has an unique antibody-free steady
state EY = (ua(x), us(x),0).

We linearize model (25) at antibody-free steady state E} to obtain
Ouy
ot
0
s _ V - ds(x)Vug + &(x)us — ps(x)ug — y(x)tsug, t >0, z € Q,
ot (33)

= a(@)(N" () — )y, (u3)us — ((x)h(ts) + pa (2))us,

0 N

% =V - dy(x)Vug + 0(x)tgug — pra(z)ug,
8u3 8u4

_— = = > Q.

£y £y 0,t>0, x €0

Consider the isolated equation

0

% =V -dy(2)Vuyg + 0(x)tsus — pa(x)uy, t >0, x € Q,
Qs g 150, z €00

ov

Substituting uy = e*¢(z) yields the following eigenvalue problem
Ap(x) =V - dy(2)Vo(z) + (0(2)us — pa(z))o(z), =€,

99(x) _ o 4 e o0 (34)
ov ’ ’

Therefore, we have the following result.

Lemma 11. The eigenvalue problem (34) has a principle eigenvalue A\ with a strictly positive eigenfunc-
tion ¢*(x).
Let F(x) = 0(x)us(x), K(z) = V-dy(2)V — pa(x). We have inverse operator K 1(z) = (V- dy(z)V —
pa(z)) L. Define the operator
Ly = —F@)K " (2) = —(V - da(2)V — pa(a)) " 0(x)iis a).
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The antibody response basic reproduction number ﬁo is defined by 7%0 = r(L1). Generally, ﬁo is called
the total antibody response reproduction number of model (25).
Furthermore, we prove the following lemma.

Lemma 12. Assume Ry > 1 and inequality (32) holds. Then, we have
(i) Sign(Ro — 1) = Sign(\y).
(ii) If Rg < 1, then EY is locally asymptotically stable.
(i1i) If Ro > 1, then EY is unstable.
Proof. Consider (7). The proof is similar to Lemma 8, and hence, we omit it here.

Consider (ii). From conclusion (i), we have A\; < 0. Substituting (uz, us, us) = € (2(z), ¥3(z), Ya(x))
into system (33) yields
2 = a(x)(N*(x) = t2)hu, (U3) s — (@) h(ts) + p(2)) e,
np3 =V - ds(x)Vips + §(x)2 — ps(x)s — 7(x)tists (35)
npa =V - da(2)Vihs + 0(x)tzpa — pa(x) s
Let n = 1y is a eigenvalue of eigenvalue problem (35). Then, from third equation of problem (35) we see
that 7 is also the eigenvalue of problem (34). Since A; is the principle eigenvalue of problem (34), we
have Re(n1) < A1 < 0. Thereout, we obtain that all eigenvalues of problem (35) have the negative real
parts. Therefore, E} is locally asymptotically stable.

Consider (iit). In fact, from Ry > 1 we have Ay > 0. Let ¢*(z) is the corresponding strictly pos-
itive eigenfunction of \;. For any solution (ug(t,x),us(t, z),us(t,z)) of system (33) with initial func-
tion (2(z),v3(z),vYa(x)) satisfying ¥4(x) > 0 for all z € Q. Choose a constant o > 0 such that
Ya(x) > ag*(x) for all x € Q, then from third equation of system (33) we have uy(t,z) > aet¢*(z) for
all t > 0 and = € Q. It follows that uy(¢,z) is unbounded as ¢t — oo. This shows that the zero solution

(0,0,0) of system (33) is unstable. Thereout, antibody-free steady state Ef is unstable for model (25).
This completes the proof. O

We further have that Ry is the principle eigenvalue of the following eigenvalue problem
— (V- da(2)V — pa(2)) 7 (@) (x)y = M, x € Q,
0

51/)(1‘) =0, z € 0.

Therefore, there is a strictly positive eigenfunction 1, such that
(V- dy(2)V — pa()) "10(x) () e = Roths, z € Q
and 811’8*751) =0 for x € 99. Then, we obtain
— ()t (x)th. = Ro(V - da(@)V = pa(2))ths, @ € Q,

O ()
ov

=0, z € 0.

Hence, we further can get
[ 0(z)as(x)yide

Ryp— B .
J1da(@) |V ]? + pa(2)92]d
Q
Thus, we finally obtain
J 0(z)as(x)yde
Ro= sup @

e HI(Q) S{[d4($)|vw|2 + pa(z)y?]de
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We easily see that 7%0 is increasing with respect to 6(z) and u3(z), and decreasing with respect to
pa(z) and dy(z). Particularly, when model (25) degenerates into the spatial homogeneous model, then
we further have

Ry =15
Ha
We define the local antibody response basic reproduction number in location = by

tz(z)0(z)
pa(z)

We have the following conjecture: max, g Ri(z) <1= Ry <1, min, g Ri(x) >1=Ro> 1.
Furthermore, we can obtain the similar results to Theorem 7 by using Lyapunov function method.

Ri(x) =

Theorem 8. If Ro > 1 and inequality (32) holds, and
~2 ~

e pa() zeQ 0(x)

then EY is globally asymptotically stable.

Proof. Define the Lyapunov function: V' = L+c¢; [ usdz, where function L define in the proof of Theorem
Q

6 and co > 0 is a constant satisfying % >y > % for all x € Q by the condition (36). Then,

% = Q/dg(x)V(fL;g(l —~Z§>)Vug:dx ~ Q/dg(:i)v(a;3 ~ u3>va3dx
[t | (2= 55 - ) + (= ) (G =i — )

~ -2
—l—/ (02 — u3q>u3u4dm +/ <u3q — 62) cugdz < 0.
r c
Q Q

Furthermore, from % = 0, we can obtain us = s and ug = u3. Then, from the second equation of model
(25) we further obtain us = 0. Therefore, by the LaSalle’s invariable principle (see [26, Theorem 4.2])
and Lemma 2.2.1 in [36], E} is globally asymptotically stable. O

Furthermore, we can easily prove that the condition (36) implies max, g 75;; (x) < 1. Based on the
discussion above, we propose a conjecture as follows.

Conjecture 1. If ﬁo > 1, 7%0 < 1 and inequality (32) holds, then E5 is global asymptotically stable.

6. Infection with antibody response

In this section, we study the uniformly persistence of positive solutions for model (25).

Lemma 13. If Ry > 1, then there is a constant § > 0 such that limsup, . |lu(t,-) — E§llw, >0 for any
solution u(t,-) of model (25) satisfies initial value ¢ = (¢1, P2, P3) € Wi with ¢1 # 0 and ¢ # 0.

Proof. For any initial value ¢ € W with ¢; # 0 and ¢o # 0, the parabolic maximum principle (see
[18]) implies ua(t, ) > 0 and uz(t,z) > 0 for all t > 0 and x € . Suppose, contrary to our claim, that
limsup,_, . [[u(t,-) = Eg|lw, < ¢ for the fixed 6 > 0. Thus, there exists a ¢; > 0 such that 0 < ua(t,z) < 0,
0 <us(t,r) <dand 0 < uy(t,x) < forall z € Qand ¢t > ¢;.
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By Ro > 1 and Lemma 10, one knows that S(./Zl\) > 0. Therefore, there is a sufficiently small § > 0
such that s(As) > 0, where

7 —r2() a()(N*(-) = 6)hu,y (0)
As = ( 5(2') V- d3(2)V — ps(-) ) ‘

Consider the following eigenvalue problem:

Y1 ~ (i
/\( >=A5< ), JSEQ,
6 1/]2 1/)2 (37)
W2 o e o,
ov

By the same argument as in the proofs of Lemmas 2-4, it then follows that if s(.,Zg) > 0, then 8(./2(5) is
the principle eigenvalue of problem (37). Let (49(-),#3(-)) be the positive eigenvector corresponding to
s(As) in (37). Hence, there exists a constant ¢ > 0 such that c(¢{(-), 3(-)) < (ua(ty, -, ¢); us(ts, -, d)).
Consequently, (us(t, z),us(t,z)) is the upper solution of

9 (wa\ _ 5 (w2

0
% =0, (x,t) € 9Q x (t1,00),

(wa (-, t1), w3 (-, t1)) = (¢ (), #5()), = € Q.

Note that (wo(t, z), ws(t,x)) = ces(jé)(t_tl)(¢‘f(m), #3(x)) is the unique solution to (38). Since s(As) >
0, we have lim;_, wa(t, ) = co and lim;_ . ws(t,2) = co. An application of the comparison principle
obtains (ugz(t, x),us(t,z)) > (wa(t, x),ws(t, x)). Since Consequently, ug — oo and ug — oo as t — 00, a

contradiction against with the boundedness of (us(t, ), us(t, x)) by Theorem 4. O

(38)

Lemma 14. If Ry > 1, Ro > 1 and inequality (32) holds, then there is a constant 61 > 0 such that
limsup, . [[u(t,) — Ef|lw, > 61 for any solution u(t,-) of model (25) satisfies initial value ¢ =
(P1, P2, p3) € Wy with ¢1 # 0 and ¢3 # 0.

Proof. From Ry > 1, we can obtain that r (@i — 6,) — p5 > 0, where 01 is an enough small constant.
Suppose the conclusion doesn’t hold, then for an enough large o, we have @4 — 6; < us(t,-) < a§ +
91, and wuy(t,-) < 9y for all ¢ > to. Therefore, from model (25) one has

% >V - dy(z)Vug + [ (ah — 61) — pi]ua.
Then, use the similar arguments in [9, Lemma 5]; we can finally get lim;_, o, u4 (¢, 2) = 0o, which contra-
dicts the result of Theorem 1. This completes the proof. ]
Define
Xo={op €Wy :¢1#0,¢2 #0,¢3 # 0}
and

0Xg: =W\ Xo={peW, :¢1=0o0r ¢ =0 or ¢35 =0}.
Furthermore, set
My :={p e W, :U(t)p € X, for all ¢t > 0}.

Lemma 15. Letw(¢) be the omega limit set of solution U (t)¢ and set My = {E§, Ef}. Then, Ugenr,w(¢) =
M.
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Proof. This clearly forces My C Ugen,w(¢), because U(t)ES = Ef and Y(t)EY = Ef for all t > 0.
Therefore, the proof is completed by showing that Ugen,w(¢) C My. In fact, the details of the proof
Ugem,w(¢) C My can use the similar arguments in [9, Lemma 6]; here we omit it. O

Theorem 9. Assume 7%0 > 1, ﬁo > 1 and inequality (32) holds, then there exists a constant € > 0 such
that for any solution U(t,x, ¢) = (ua(t, z),us(t,z),us(t,x)) of model (25) with ¢1 # 0, ¢2 # 0 and ¢3 # 0
one has

litminf Ui(t,x) > e, Ui(t,x) = (ua(t,x), us(t, ), us(t, z))
uniformly for x € Q.

Proof. Define a continuous function p : W, — [0, +00) by
p(¢) = min{min ¢; (), min ¢2(z), min ¢3(x)}, ¢ € W,.
€ € zEQ

Hence, it is easy to get p is a generalized distance function for semiflow ¥(¢) : W — W, (see Theorem
3 in [36]). By Lemmas 13 and 14 and similar arguments in [9, Theorem 5], we can prove that there is no
subset of M forms a cycle in 0Xy. Further, combining Theorem 5 and [36, Theorem 3], we can finally
complete the proof. O

As a consequence of Theorem 9, we have the following conclusion.

Corollary 2. Assume Ro > 1, Ro > 1 and inequality (32) holds. Then, model (25) has at least one an
antibody response infection steady state Ej = (Go(x), 3(x), Gg(x)).

Remark 8. It is regrettable that in the following we only can obtain the global asymptotic stability of
steady state £} = (G2(x), t3(x), Gqe(z)) in the spatial homogeneous case. For the spatial heterogeneous
case, it will still be an interesting open problem.

When model (25) degenerates into the spatial homogeneous case, that is, all parameters are constants,
except for the diffusion coefficients. By the next-generation matrix method, we obtain, respectively, the
virus infection and antibody response basic reproduction numbers

~ aN*h,,(0) = EaBN*h(1a)
Ro=-——"""", Ro= T )
[ 43 papalah(5) + pu]

where N* = ﬁ We have the following conclusion.

Theorem 10. Assume that 730 > 1, 7€0 > 1 and
(1 B u2) ((N —u2)h(us) ug) <o.
(%) (N* — UQ)h(U3) us
Then, model (25) has a unique antibody response infection equilibrium Ej = (g, U3, 4q) which is globally
asymptotically stable.

Proof. Directly calculating implies that model (25) has the antibody response infection equilibrium Ej =
(ta, U3, Uq) when R > 1 as follows

o= ONThCG) e §aONTR(G) — pspafah(TG) + ]
2 oh(E) + 1y 3 g W ~ualah(ED) + o] )
Define a Lyapunov function: J = J; + Jy + J3, where
§ly / . L, U2 / L. ug
J = — Uy — UoIn —=)dx, Jy = —u3 —uzln —)d
1 a(N* — o) (@) (uz U — Us naz) x, Jo (U3 Qs — 13 nfbs) x

Q

J3 = %/(U4fﬁ4fﬁ4ln%i)dl’
Q
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Therefore, we have

A oo [ [V = up)h(us)  up (N7 — up)h(us)is )
dt _5 2/ |:(N* _ ﬂ2)h(ﬁ3) Ug (N* _ ﬁ2)h(ﬁ3)u2 + 1:|d

Q

dJQ 113 dU3

_— = 1 _ | —

dt / ( u3> a0
Q

- / (1— 59 . dy(2) Vusda + / (£u2 - - Z—zguz + §a2>dx
Q

us

and

2

+ / <7a4u3 — Yusuyg + Yugsls — 7124123) dx

usz Uy U3ug
—+=—-—=—1]da.
us Uy Uqug

Similarly, we have

%4/ | Gadug
dt 0 uy ) dt
Q

2

- / U (@) Vg 2dz +7a4a3/ (“3“4 e 1>da:.
Q Q

Ugtiy  Ug U3
Furthermore, we have

dJ i3 tha
- / ?gds(w)||vugll2dw - / (@) Vua|*de

dar 3
Q Q
“ (N* — UQ)h(U3) (N* — ’U,Q)h(ﬂg)ﬁg us "&,3’11,2 >
+ U = N — N ” - — — + 2 de:'
5 2&! <(N* — UQ>h(U3) (N* — UQ)h(Ug)UQ us UsUz (39)
. Ggug  ugly g\ (((N* —ug)h(us3) Us)]
g 29/ |:( U3UQ U3U2> < UQ) ((N* — UQ)h(Ug) us
Furthermore, from % = 0 we can obtain us = Uo and ug = u3. Then, from the second equation of model
(25) we further obtain u4 = 4. Thus, by the LaSalle’s invariance principle (see [26, Theorem 4.2]), the
global asymptotic stability of equilibrium Ej = (G2, U3, G4) of model (25) is obtained. O

7. Numerical examples

In this section, we mainly give three examples to illustrate our theoretical analysis results. For convenience,
we assume f(u1,u2) = uiuz, g(ur, us) = uius, h(uz) = us.
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Fi1G. 1. Global asymptotically stability of the infection-free steady state Eg of model (2)

Ezample 1. To illustrate Theorem 3, we choose the parameter values of model (2) shown in Table 2.

By numerical calculation, we obtain Ro = 0.7065 < 1 and max, g Ro(x) = 0.6751 < 1. The numerical
simulations are given in Fig. 1. From Fig. 1, it is easy to see that the density of uninfected cells (¢, x)
converges to positive state (Fig. la), and the density of infected cells us(t, x), virus us(t,z) and B cells
uyg(t,x) converges to zero (Fig. 1b—d) as time evolves, which implies the infection-free steady state Fjy is
globally asymptotically stable.

Ezample 2. In order to verify Conjecture 1, we choose the parameter values of model (24) shown in
Table 3.

By numerical calculation, we obtain ﬁo ~ 1.2034 > 1 and ﬁo =~ 0.415 < 1. The numerical simula-
tions are given in Fig. 2. Obviously, the plots in Fig.2 show that the density of uninfected cells u4 (¢, z),
infected cells ua(t, ) and virus wus(t,z) converges to positive state (Fig.2a—c), and the density of B
cells uy(t, ) converges to zero (Fig.2d) as time evolves, which implies the antibody-free steady state
(U (), Uz (), us(x),0) is globally asymptotically stable.

Ezample 3. In order to verify Theorem 10, we choose the parameter values of model (24) shown in
Table 4.
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Spatial dynamics of a viral infection
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F1G. 2. Global asymptotically stability of the antibody-free steady state (u1(z),u2(x),u3(x),0)

By numerical calculation, we obtain Ro ~ 3.2656 > 1 and Ry ~ 3.213 > 1. The numerical simulations
are given in Fig. 2. As we can see, Fig. 3 shows that the density of uninfected cells u (¢, x), infected cells
us(t, x), virus uz(t,x) and B cells uy(t, z) converges to positive state as time evolves, which implies the
antibody response infection steady state (i (z), da(x), t3(x), 44(z)) is globally asymptotically stable.

8. Conclusions

In this paper, since the virus invade the body and parasitize the host cells for reproduction and diffusion,
thus producing effective B cells and memory cells to inhibit the virus cells, we investigate a degenerated
diffusion virus infection model which incorporates virus and B cells diffusion. Firstly, we establish the
global existence, uniform boundedness and ultimate boundedness of the solutions in Sect. 2. In Sect. 3, for
model (2), we define the virus infection reproduction number as the spectral radius of the next-generation
operator, and then by the method given in [30], we calculate the variational formula of Rg. Since the first
equation of system (6) has no diffusion term, the solution semiflow of system (6), Q(t), is not compact.
Therefore, we introduce a condition, max, g Ro1(x) < 1, to ensure the s-contraction condition of Q(t),
where Ro1(z) represent the local reproduction number of cells to cells infection in location z. Based
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F1G. 3. Global asymptotically stability of the antibody-free steady state (u1(x), G2 (z), 43 (z), Ga(x))

on this, we obtain some results about R (see Lemmas 4-9) under the condition max, g Ro1(z) < 1.
Further, we obtain the global stability of Ey when Ry < 1, which implies that the virus will be die out
when R < 1 (see Sect. 4).

Since some equations of model (2) have no diffusion terms, the solution semiflow ®(¢) of model (2) is
not compact. In order to discuss the existence of Fy = (41 (z), a2(z), a3(x),0) of model (2), we need to
prove that the solution semiflow ®(t) : X, — X of model (2) is k-contraction. However, it is regrettable
that we only prove the k-contraction for a special case of model (2), that is, there is not cell-to-cell
transmission (o(z) = 0) and the infected cell does not have the death due to infection (u1(z) = ua(z)).
For this special model (25), we calculate reproduction number 7/?\,0 and the antibody response reproduction
number ’ﬁg, and study the virus infective dynamics when the antibody does not produce responses and the
antibody produce response in terms of 7/?\,0 and Ro. Theorem 6 shows that model (25) has an antibody-free
steady state E} under 7%0 > 1. Moreover, if ﬁo >1and Ry < 1, then El is locally asymptotically stable.
Theorem 8 indicates that Ef is globally asymptotlcally stable under Ro > 1 and a additional condition.
Furthermore, a conjecture is given, that is, if Ro > 1 and Ry < 1 then EY is globally asymptotically
stable. For the virus infection with antibody response, we prove the uniform persistence of virus, infected
cells and B cells by Lemmas 13-15 and Theorem 9 and then obtain the existence of antibody-present
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infection steady state Ej under ﬁo > 1 and ﬁo > 1. Unfortunately, we only can obtain the global
asymptotic stability of E5 = (t2(z), t3(x), G4(x)) in the spatial homogeneous case. Biologically, the virus
and infected cells will not be killed and will still exist in human’s body through the antibody response
when ﬁo > 1 and Ry > 1. Finally, we give three numerical examples to illustrate the theoretical results.

However, there are still some interesting open problems. For example, in Remark 3 we have pointed
out an important open problem, that is, to study model (2) when condition max, g Ro1(z) < 1 does
not hold. This means in model (2) that the cell-to-cell transmission will also be important in the virus
infection. Moreover, if there is cell-to-cell transmission (i.e., o(x) # 0) and the infected cells do have the
death due to infection (i.e., po(x) > pi(x)) for model (2), in this paper, we have not proved that the
solution semiflow ®(¢) of model (2) is k—contraction, and we will try to find appropriate methods to
solve it in the future. Based on the k—contraction of the solution semiflow ®(¢), we can further study
the dynamics of the solutions in the cases of infections with antibody-free response and occurrence of
antibody response. Therefore, we will try our best to study these open problems in our future works. Of
course, in contrast with the model proposed in Luo et al. [9], the incidence rate function in model (2) is
simple. Therefore, in the future, we will also consider incorporate the nonlinear incidence rate function,
such as saturation incidence, Beddington—DeAngelis incidence and so on.
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