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Recent studies reveal that cell-to-cell transmission via formation of virological
synapses can contribute significantly to virus spread, and hence, may play a more
important role than virus-to-cell infection in some situations. Age-structured models
can be employed to study the variations w.r.t. infection age in modeling the death
rate and virus production rate of infected cells. Considering the above characteris-
tics for within-host dynamics of HIV, in this paper, we formulate an age-structured
hybrid model to explore the effects of the two infection modes in viral production
and spread. We offer a rigorous analysis for the model, including addressing the
relative compactness and persistence of the solution semiflow, and existence of a
global attractor. By subtle construction and estimates of Lyapunov functions, we
show that the global attractor actually consists of an singleton, being either the
infection free steady state if the basic reproduction number is less than one, or the
infection steady state if the basic reproduction number is larger than one.

© 2016 Elsevier Ltd. All rights reserved.

1. Introduction

Over the past decade, significant progress has been made in the mathematical modeling of HIV infection

and antiretroviral therapy. It has been realized that mathematically modeling within-host virus dynamics

may significantly contribute to the understanding of the effects of antiretroviral drugs treatment. Much of

the work on this and related topics builds upon the pioneering work of Ho et al. [1] and Perelson et al. [2]

where a three-dimensional system of ordinary differential equations (ODEs) was used to describe the inter-
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action of uninfected target cells, infected cells, and free virus particles. Since [1,2], there have been a lot of
efforts in modifying/improving the model by incorporating various factors.

Nelson et al. [3] formulated a model for HIV infection in the form of initial-boundary-value problem,
allowing death rate and virus production rate of infected cells to be infection-age-dependent, denoted by
O(a) and p(a) respectively, the model reads

d%f) = h—dT(t) — TV (D),

({i . ai) i(a,t) = —0(a)i(a.). )
d‘(;iit) — /0 p(a)i(a,t)da — cV (¢), |
i(0,t) = ST (t)V (1),

T(0) =T, i(a,0) =is(a), and V(0)=1V,,

where T'(t) denotes the concentration of uninfected target T cells at time ¢, i(a, t) denotes the concentration
of infected T cells of infection age a at time ¢, and V (¢) denotes the concentration of infectious virus at ¢. The
parameters of model (1.1) are explained as below: h is the constant recruitment rate, 7 is the rate at which
an uninfected cell becomes infected by an infectious virus, d is the natural death rate of uninfected cells,
O(a) is the infection-age-dependent per capita death rate of infected cells, ¢ is the clearance rate of virions,
and p(a) is the viral production rate of an infected cell with infection age a. Mathematically, for a specific
form of p(a) and constant 6(a), Nelson et al. [3] analyzed the local stability of the model without or with
drug treatment, respectively. They also performed some numerical simulations to illustrate that the time to
reach the peak viral level depends not only on the initial conditions but also on the speed at which viral
production achieves its maximum value. Subsequently, Rong et al. [4] and Feng and Rong [5] further mod-
ified this age-structured model by including three different classes of drugs to assess the effects of different
combination of therapies on viral dynamics. They also extended the local stability analysis in [3] for general
forms of both p(a) and 6(a) by reformulating the system to a system of Volterra integral equations. However,
the global behavior is left as an open problem in the above works. Actually, global stability is one of the
challenging problems in the analysis of biological models and yet it is essential to rule out other dynamical
scenarios such as periodic solutions. By constructing suitable Lyapunov functions, Huang et al. [6] were
able to complete a global analysis for the model (1.1) without (or with) drug treatment. The age-structured
model (1.1) was also used by Qesmi et al. [7] to study the dynamical behaviors of hepatitis B or C virus.
On the other hand, recent experimental work shows that direct cell-to-cell spread via formation of virolog-
ical synapses can contribute significantly to virus spread in vivo [8]. In fact, the high efficiency of infection by
large numbers of virions is likely to result in a transfer of multiple virions to a target cell [8]. The cell-to-cell
infection mechanism through transfer of viral particles from infected cells to uninfected cells has also been in-
vestigated by some other researchers, among which are [9,10] and [11] from the virological view points. More
specifically, in [9], Dimitrov et al. found that the infection rate constant is the critical parameter that affects
the kinetics of HIV-1 infection, and furthermore, the infectivity of HIV-1 during cell-to-cell transmission is
greater than the infectivity of cell-free viruses; in [10], Sigal et al. claimed that cell-to-cell spread of HIV-1
does reduce the efficacy of antiretroviral therapy, because cell-to-cell infection can cause multiple infections of
target cells, which can in turn reduce the sensitivity to the antiretroviral drugs; in [11], Sattentau showed that
Herpes simplex virus type-1 (HSV-1) can spread between a fibroblast and a T' cell via a virological synapse
while it can also move between fibroblasts by assembling and budding at basolateral intercellular junctions.
The above works suggest that the cell-to-cell transmission mechanism is significant. In response to these
evidences, there have been some recent works by mathematical models quantitatively exploring the effect of
the co-existence of the two modes on the virus dynamics. For example, [12-17] all used ordinary differential
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equation models to study the virus dynamics with the two modes. In particular, Pourbashash et al. [17] pro-
posed a 3-dimensional ODE system with both virus-to-cell and cell-to-cell transmission modes incorporated,
and by analyzing the system, showed that the model demonstrates a global threshold dynamics. Interest-
ingly, the ODE model in [16] is similar to that in [17] with production function for healthy cells replaced by a
logistic type function, yet, this model allows sustained oscillations (via Hopf bifurcation) around the positive
equilibrium, strongly contrasting to the result in [17]. This difference shows the necessity of exploring the
global dynamics of a dynamical system model.

With the two transmission modes and the infection age in mind, Lai and Zou [18] proposed and studied
the following model in the form of distributed delay differential equations:

TO -~ ar) - v - sTOTO),

de*(t) - / TIBIT( = )Vt — )+ BTt — $)T*(t — s)|e="* f(s)ds — OT* (1), (1.2)
t 0

ave o

Here f35 is the infection rate of productively infected cells, e ™#* is the survival probability for a time period of
length s, f(s) :[0,00) — [0,00) accounts for the probability that a cell becomes productively infected s time
units after infection which is assumed to have a compact support and satisfy f(s) >0 and [~ f(s)ds = 1,
0 is the constant death rate for the productively infected cells. By a rigorous analysis of the model, the
authors identified basic reproduction number explicitly, and proved that as in the ODE model in [17], the
global threshold dynamics also remains true for this mode.

Note that (1.2) is a simplified way to consider infection age in the sense that the parameters 31, (2,6 and
b are all independent of the infection age. However, the works in [3-5,7] show that infection age dependence
plays an important role in virus dynamics. Inspired by the aforementioned works, in this paper we consider
a model that captures the main features of the model (1.1) and the model (1.2): containing the two modes
of infection and allowing age-dependent death rate and age-dependent production rate. Moreover, we also
consider the variance in the infectivity with respect to the infection age of the infected cells in the cell-to-cell
mode. These considerations naturally lead to the following model system

dﬂ—f) =h—dT(t) — /1T (t)V(t) — B2T(1) /0 - q(a)i(a, t)da,
<f?t + aaa> i(a7 t) = —9(a)i(a,t), (13>
dv(t)

Tat /OOO p(a)i(a, t)da — cV (1),

with the boundary and initial conditions

0,0 = STV + 570 [ it da

0 (1.4)
T(0)=20>0, i(a,0)=1g(a) € L1 (0,00), V(0) =Vy >0,

where ¢(a) measure variance of the infectivity of infected cell with respect to the infection age a. Our goal
is to investigate how the rate functions p(a), ¢(a) and 6(a) affect the global dynamics.

Note that (1.3)—(1.4) is a hybrid and infinite dimensional system, and hence, as expected, the analysis
of this system is more challenging than that of (1.2) and the ODE models in [12-15,17]. Next, we will first
state our main theorem for this model. To this end, we need the following preparation.
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Integrating the second equation in (1.3) along the characteristic line t — a = constant and making use of
(1.4) yields

T(t—a)e Jg o@)de (ﬂlV(t —a)+ P /00 q(v)i(v,t — a)dv) , t>a
0

i(a,t) = (1.5)

iola —t)e S by t<a.

Obviously, system (1.3) always has the infection-free equilibrium Ey = (7p,0,0), where Ty = h/d. An
infection equilibrium E* = (T*,i*(a), V*) of (1.3) is a positive solution to the following equations
h—dT* — 8. T*V* — BT / q(a)i*(a)da =0,

0

d .. o
@z (a) = —0(a)i*(a),

o (1.6)
/0 p(a)i*(a)da = V™,
f@)&TW”+6ﬂ“Amﬂ®fwﬁw
To simplify expressions, we introduce the following notations:
K= /000 q(a)e” Jo e(w)dwda, Q= /000 pla)e” Jo 0w qq. (1.7)

Note that the term e fo f(w)dw o typically interpreted as the probability that an infected cell can survive

to age a, and thus, @) accounts for the total number of virus particles produced by an infected cell during
its life-span, i.e., the burst size.
After some simple calculations, we can solve (1.6) to obtain

T 1Y\ - [*0(w)dw 1 [> .
= 2>0 @ =dn(1- g ) B v =t [ i @da, (13)
§R0 §RO ¢ Jo
where
T
Ro = AL COQ + BToK, (1.9)

is nothing but the basic reproduction number for the model (1.3). Biologically, 51 ToQ/c accounts for the total
number of newly infected cells resulted from a single viron through the virus-to-cell infection mode, which
is the basic reproduction number for the corresponding model with virus-to-cell infection only. Similarly,
BTy K gives the total number of newly infected cells that arise from a single infected cell, which is the basic
reproduction number for the corresponding model with cell-to-cell transmission only. It follows from (1.8)
that (1.3) has a unique endemic equilibrium E* = (T*,i*(a), V*) if and only if Ry > 1.

Age-structured viral infection models have been of recent interest in the literature. Determining sharp
threshold conditions for the global stability of equilibria of these models remains one of the most challenging
problems. In the rest of this paper, we will tackle this problem for the model (1.3). It turns out that this
model actually also demonstrates a global threshold dynamic in the sense of the following main theorem:

Theorem 1.1. Consider system (1.3) with (1.4) and Ry defined in (1.9).
(a) The infection-free equilibrium Ey is globally asymptotically stable if Ry < 1 while it is unstable if R > 1.

(b) If Ro > 1, the infection equilibrium E* is globally asymptotically stable with respect to solutions with
initial conditions Ty > 0 and ig(a) > 0, Vo > 0 bounded away from zero.
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To prove this main theorem, we need to do a lot of preparations, including addressing the relative com-
pactness of the solution semiflow generated by System (1.3) and the uniform persistence under the condition
o > 1 for the solution semiflow. These are two major challenges in applying the main results in [19] to our
model, because the model is an infinite dimensional hybrid system involving a time delay and a PDE, and as
such, they themselves constitute important mathematical problems. To achieve our goal, we reformulate Sys-
tem (1.3) to a Volterra integral equation so that we can apply a functional-analytic approach. The existence
of a global attractor is also obtained, as a result of the relative compactness. The persistence allows us to con-
struct an appropriate Lyapunov function on the compact attractor to prove the global stability of EF* under
Ry > 1. The construction and estimate of the two Lyapunov functions require subtle choices of some kernel
functions and inequality techniques. Our theoretical analysis makes use of the techniques laid out in [19].

We point out that introducing age structure into HIV models is a crucial point as this enables us to
deal with realistic situations allowing for infection-age-dependent death rate and virus production rate of
infected cells. Since the continuous age-structured model is described by first order PDEs, it is generally
difficult to analyze the dynamics of such a model, particularly the global stability. As such, this work is of
both mathematical and biological interest and importance. We will also discuss some biological implications
of our main results in the conclusion section, Section 6.

2. Preliminary results

For mathematical tractability, we make the following assumption on parameters, which is thought to be
biologically relevant.

Assumption 2.1. Consider system (1.3) with (1.4), we assume that:

(1) hada617527c>0; B
(i) ¢(a),0(a),p(a) € LT(0,00), with respective essential upper bounds ¢, 6, p, i.e.,

q == ess.sup q(a) < +o0, 6 := ess.sup A(a) < +o0, p = ess.supp(a) < +00
a€0,00) a€0,00) a€0,00)

(iii) ¢g(a),p(a) are Lipschitz continuous on R4 with Lipschitz coefficients M,, M, respectively;

)
(iv) For any a > 0, there exists a4 such that ¢(a) are positive in a neighborhood of ag;
(v) There exists ug € (0,d] such that 6(a) > po for all a > 0;
(vi) There exists a maximum age a®™ > 0 for the viral production such that p(a) > 0 for a € (0,a™) and
p(a) =0 for a >a™.

Let us define the phase space for system (1.3):
Y =Rsq x L'(0,400) x R5g and Y+ =R x L1 (0,400) x Rx,

where L}r is the space of functions on (0, c0) that are non-negative and Lebesgue integrable, equipped with
the norm

H@%MW:M+AIﬂMM+M

The initial conditions in (1.4) for the system can be rewritten as Xq := (Tp,i0(+), Vo) € V7.

2.1. Notations

Let
Qa) = e Jo 0T 2.1)
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It follows from (ii) and (v) of Assumption 2.1 that
0< 2(a)<e M >0, (2.2)

and furthermore, 2'(a) = —6(a){2(a) holds for almost all a > 0.
For t > 0, let

P(t) = /0 T y@itada, L) = /O "~ p(@)i(a, t)da.
Thus (1.5) can be rewritten as
Tt —a)[tiV({t—a)+ PPt —a)2(a), 0<a<it;
e ) = io(a — t)Q(!i(a—)t)’ 0<t<a. 23)
It is useful to note that
i(a,t) =4(0,t —a)R2(a) for 0 <a <t (2.4)
and the boundary condition given in (1.4) can be rewritten as

i(0,8) = BLT(O)V () + B T(1) P(1).

2.2. Volterra formulation
Substituting (2.4) into the T and V' equations in (1.3) yields

ar <>:h AT(t) — BT(OV(E) — BT (1) P(),

(2.5)
/ Tt — a)(BiV (¢t — a) + BoP(t — a))da — SV (E) + Fi(t),
where
o ) 2(a)
Fi(t) = S e G P
(0= [ pladiola—1) g P
Clearly, Fi(t) — 0 as t — oco. Integrating the T equation in (1.3) yields
(1) = mpe Jo OV 48PN / Lo LBV )P
0
i “(d+BV P(s))d
_ / he JL@HBVE+BPOMs g L gy
0
t t—u
_ / he” fo (d+ﬁ1V(S+u)+52p(5+u))d8du + By (b), (2.6)
where Fy(t) = xge = Jo @81V () +82P()ds . Similarly, integrating the V equation in (1.3) yields
t u
V(t) = Voe  + / e ct—w) [/ p(T)2(7)T(u—7)(61V(u —7) + fo P(u—7))dr + Fy(u) |du
0 0
t
= / T(u)(B1V (u) + B2 P(u))Ha(t — u)du + F3(t), (2.7)
0

where

t t
Hy(t) = e_Ct/ e p(1)2(7)dr, Fy = Ve +/ et By (u)du.
0 0
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Egs. (2.6) and (2.7) form a system of volterra integral equations that are equivalent to the original system
(1.3).

Denote Y (t) = (T(t),V(#))T and g(Y) = (1, 31TV + BT P)T € C(R% R2). Let f(t) = (Fa(t), F3(t))T €
C([0,00),R?) and

— [P (d+B1V (s+u)+B2 P(s+u))ds
v - (1 N
0 Hs(t)

which belongs to Li ([0, 00); R?*?). Obviously, Eqgs. (2.6) and (2.7) can be rewritten as

V() = /0 Yt — w)g(¥ (w)du + £(1).

It follows from the standard results in Gripenberg et al. [20, Theorem 1.1] that a continuous solution exists
on a maximal interval such that the solution goes to infinity if this maximal interval is finite. Moreover,
similar to the proof in [21, Lemma 2.2], it is easy to check that T'(¢) and V(¢) remain nonnegative for all
positive initial data.

Next, we define a continuous semi-flow @ : Ry x ) — Y generated by system (1.3) such that

P (t, Xo) = P1(Xo) = (T'(t),i(-,t),V(t)), t=0, Xo€. (2.8)
Thus
12:(Xo)lly = 12 (T®),i(-8), VO)lly = T(t) + /Oooi(avt)da + V(). (2.9)
Let
flo = 1 foﬁ/c >0

and define a subset in the state space for system (1.3) by

i : ooia a i + I
rz:{(T<t>,z<~,t>,V<t>>ey+. 70+ [ ila e < 2 |(X) ]y < M} (2.10)

The following proposition shows that {2 is positively invariant for (1.3).

Proposition 2.1. Let ¢ and 2 be defined by (2.8) and (2.10), respectively. §2 is positively invariant for &,
that is,

$(t,Xo) C 2, Vt>0, Xo€ 2.

Moreover, ® is point dissipative and 2 attracts all points in YT.

Proof. First we have

ey = G2+ 5 [t naas 0. 2.11)
It follows from Eq. (2.3) that
o ' B t o ' .Q(Cl)
| it = [T —a)@vie -+ 5P - a)etadat [ inla =5 sda

Using substitution a = ¢ — ¢ in the first integral, and a = ¢ 4+ 7 in the second integral, and differentiating
with respect to t yield

% OOO ita.da = % [ 7o) BV () + AP(0)2(t — o)do + - [ iO(T)Lé (t;)

d
ar J, at J, 4
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Q(t+7)

20 dr

— T()(BV (1) + B2P(1)2(0) + / o)

+ /0 T(o)(p1V (o) + B2P(0))2'(t — o)do.
Note that £2(0) = 1 and 2'(a) = —0(a)f2(a), we have

i/oooi(mt)da:T(t)(ﬁlV( )+ B2 P(¢) / O(a)i(a,t)d (2.12)

Adding the first equation of (1.3) and (2.12), we have from (v) of Assumption 2.1 that

(i(nw+£mu@wm)_h dT(t /’e i(a,t)d
gh—m(ﬂﬂ+A mﬁd>7t20

Making use of the integration factor e~#0!, we obtain

T(t) +/ i(a,t)da < — — e~ Ho? { — (T(O) +/ i(a,O)da) } , t>0. (2.13)
0 Ho Ho 0
This implies that for any solutions of (1.3) satisfying X, € (2,
o h
T@+/imﬁmg—gt20 (2.14)
0 Ho
Then, it follows from (2.14) and (ii) of Assumption 2.1 that
dv(t e h
®) < ]5/ i(a,t)da — cV(t) < p— — V().
dt 0 Ho
This together with (v) of Assumption 2.1 implies
dv(t h h h p h
M ph_ {p—V(o)}_p—e—“Ot{p—V(o)}. (2.15)
de ¢ o € o € to ¢ po

Adding (2.13) and (2.15), we have

ey < (1+2) £ —cmt L (10 2) 2y, |

h h
~e/tot{~ X }’ t>0. 2.16
o o 1(Xo)lly (2.16)

From (2.14) and (2.15), it follows that for any solution of (1.3) satisfying X € 2, &(Xo) € {2 for all t > 0.
This concludes the positive invariance of set {2 for semi-flow .

Moreover, it follows from (2.13) and (2.15) that
. h ) h
limsup {T'(t) + [|i(-,?)[l:} < — and  limsup || $,(Xo)[y < —,
t—o00 Ho t—o00 Mo

for any Xy € Y. Therefore, @ is point dissipative and {2 attracts all points in ). This completes the
proof. [

By (v) of Assumption 2.1 and the proof of Proposition 2.1, we can actually have the following proposition.

Proposition 2.2. For any A > f Xo €Y and || Xol|ly < A, then the following statements hold true for
all t > 0:
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(1) T(t) < A, fo i(a,t)da < A, and V(t) < A;
(2) P(t) <A and L(t) < pA;
(3) i(0,t) < BA?, where 3 = B1 + (2.

As presented in (iii) of Assumption 2.1, functions ¢(-) and p(-) are assumed to be Lipschitz continuous.

This allows the initial conditions for i to be taken in LY (0,00). Then, the functions P(t) and L(t), related
to the boundary conditions i(0,t), can be shown to be Lipschitz continuous.

Proposition 2.3. The functions P(t) and L(t) are Lipschitz continuous on R..

Proof. Let A > max{- 70 [ Xol[y}. It follows from Proposition 2.1 that || @,(Xo)[|y < A for all ¢ > 0.

Let t > 0 and u > 0. We can check that
P(t+u)—P(t) = /000 q(a)i(a,t +u)da — /OOO q(a)i(a,t)da
:/0 q(a)i(a,tJru)daJr/u q(a)i(a,t + u)da 7/0 q(a)i(a,t)da
= /0 q(a)i(0,t +u — a)f2(a)da + /u

By applying ¢(a) < q, i(0,t+u —a) < A% and 2(a) < 1 for the first integral, and making the substitution
o = a — u for the second integral to (2.17), we get

q(a)i(a,t +u)da — /000 q(a)i(a,t)da. (2.17)

P(t+u) — P(t) < gBA%*h + / q(o +u)i(o + h,t +u)do — / q(a)i(a,t)da.
0 0
It follows from (2.3) that
2(c+uw)

i(oc+u,t+u)=1i(o,t) 200)

Thus,
P(t+u) — P(t) < gBA%u + /OOO <q(a + U)W
= qBA%u + / <q<a upe” Lo _ q<a>) i(a,)da
0
= gBA%u + / " dla+) (e S e 1) i(a, t)da
0

+ /Ooo(q(a +u) — q(a))i(a, t)da. (2.18)

- q(a)) i(a,t)da

a+u
From (ii) of Assumption 2.1, it is easy to check that —fu < — faJru (r)dr < 0.Notethat1 > e Jo e >
—0u > 1 — fu. Therefore,

tu 0(T)dr

OSq(a+u)|e’fa — 1| < gbu.

Recall that fo (a,t)da < || P:(Xp)||y < A. By the Llpschltz continuity of function ¢(-) on Ry with Lipschitz
coefficients M, (see (111) of Assumption 2.1), we have [;*(q(a +u) — q(a))i(a, t)da < MyuA. Combining the
above inequalities, we obtain

P(t+u) — P(t) < gBA%u + g0 Au + M, Au, (2.19)
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implying that P(t) is Lipschitz continuous with coefficient Lp = (§6A + g6 + M,)A. The proof of Lipschitz
continuity of L(t) is similar to that of P(¢). Furthermore, L(t) is Lipschitz continuous with coefficient
Ly = (pBA + pb + M,)A. The proof is completed. O

The following proposition will be used in the next section, which comes from [22].

Proposition 2.4. Let D C R. For j = 1,2, suppose f; : D — R is a bounded Lipschitz continuous function
with bound K; and Lipschitz coefficient M;. Then the product function fifs is Lipschitz with coefficient
Ky My + KoM .

3. Relative compactness of the orbit

The proof of the global stability of each equilibrium will reply on the Lyapunov function technique
combined with the LaSalle invariance principle. Since the phase space is the infinite dimensional Banach
space Y, according to [23, Theorem 4.2 of Chapter IV], we first need to confirm the relative compactness of
the orbit { @(¢, Xo) : ¢t > 0} in ) in order to make use of the invariance principle. To this end, we decompose
¢ : Ry x Y — Y into the following two operators @, ¥ : Ry x Y — V:

O (t, Xo) = (0, 3:(-,1),0),

v (ta XO) = (T(t)7;(at)7 V(t)) ) (32>
where
. _J0, t>a>0; ~ _Ji(a,t), t>a>0;
@i (a,t) = {z’(a,t), 0>t>0 and i(a,t) = {07 0>1>0 (3.3)

Then we have & (t, Xo) = 6 (t, Xo) + ¥ (t,X,), Vt > 0. Note that i(a,t) can be written as

o) = {(ﬁlva — )+ BoP(t— a)T(t —a)2(a), t>a>0; )

o, a>t>0.

Following the line of [24, Proposition 3.13], we are now in the position to state and prove the following
main Theorem of this section.

Theorem 3.1. Let @, 2, © and ¥ be defined by (2.8), (2.10), (3.1) and (3.2), respectively. Then for any
Xo € 2, {P(t,Xo): t >0} has compact closure in Y if the following two conditions hold:

(i) There exists a function A : Ry xRy — Ry such that for any r > 0, lim; o A (t,r) =0, and if X € 2
with || Xolly, <7, then |6 (t, Xo)lly, < A(t,r) for t > 0;
(ii) For t > 0, W (t,-) maps any bounded sets of 2 into sets with compact closure in ).

To give the proof of Theorem 3.1, we turn to prove the following two lemmas.

Lemma 3.1. Let 2 and O be defined by (2.10) and (3.1), respectively. For r > 0, let A (t,r) :== e~ #olr. Then,
limy oo A(t,7) =0 and for t > 0, ||O (t, Xo)|ly, < A(t,7) provided Xo € 2 with || Xo|ly, <.

Proof. It is obvious that lim;_,o, A (¢,7) = 0. It follows from (2.3) that
0, t>a>0;

Pl =4, e s
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Then, for Xo € {2 satisfying || Xo|ly, <7, we have
16 (2, Xo)lly, = [o] + / @1 (a,1)] da+ 0|
= 2(a) ‘
= a—1
[ fiota =5
= 20 +1)
= io(0)————=|do
/0 2o )
— /00 f 'r)d'r
0

et / lio(o)| do
0

e~ Hot [ Xolly < e Mty = A(t,r), t>0

IA

IN

which completes the proof. [
We next prove the following lemma, which is based on Theorem B.2 from [19].

Lemma 3.2. Let 2 and ¥ be defined by (2.10) and (3.2), respectively. Then, for t > 0, ¥ (t,-) maps any
bounded set of {2 into a set with compact closure in Y.

Proof. From Proposition 2.1, it is easily seen that T'(t) and V' (¢) remain in the compact set [0, h/fi9] C [0, A].
Thus, we only have to show that 7 (a,t) remain in a precompact subset of L% (0,00), which is independent
of Xy € 2. To this end, it suffices to verify the following conditions (see e.g., [19, Theorem B.2]):

(i) The supremum of [ (a,t)da with respect to Xo € £2 is finite;

(if) limy— oo f (a,t)da =0 umformly with respect to Xo € £2;
(i) lim, o+ fo ‘ a+u,t)—i(a,t ‘ da = 0 uniformly with respect to X € §2;
(iv) limy—o+ [, i (a,t) da =0 unlformly with respect to Xy € £2.

Let A > a/jip. Combining (2.2), (2.3), and (3.4) with Proposition 2.2, we have

f(a,t) < (ﬂl + ﬂgq)A26_uoa, (35)
from which the aforementioned conditions (i), (ii) and (iv) follow.

Next, we verify condition (iii). For sufficiently small u € (0,t), we have
/00 ﬁ(a +u,t) —i(a, t)‘ da
0
= /0 (1Tt —a—w)V(t—a—u)+ BTt —a—u)P(t—a—u))2(a+u)
— (BTt —a)V(t —a) + BoT(t — a)P(t — a))L2(a)| da
+ /t_ 0= (B1T(t — a)V(t — a) + B2T(t — a)P(t — a))2(a)|da
= /O u|<51T(t —a—u)V(t—a—u)+BT(t—a—u)Pt—a—u)2a+u)

= (BiT(t —a)V(t —a) + BT(t — a)P(t — a))2(a)|da + BA%u
<BAu+ A+ E, (3.6)
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where
t—u
A= / (1Tt —a—uw)V(iEt—a—u)+ BTt —a—u)P{t —a—u)|2(a+u)— 2(a)|da
0
and
t—u
g= / (BTt —a—wV(t—a—u)+BT(t —a—u)P(t—a—u)
0
— (1Tt —a)V(t —a)+ BT (t —a)P(t — a))|2(a)da
t—u
< / 51Tt —a—uw)V(t—a—u)— /T —a)V(t—a)|2(a)da
0
t—u
+ / BT (t —a—u)P(t —a—u) — BT(t —a)P(t — a)|2(a)da = Z.
0
Noting that 0 < 2(a) = e~ foa f(r)dr < e M09 and £2(a) is non-increasing function with respect to a, we have

/Ot_a 12(a 4 u) — 2(a)|da = /Ot_u(n(a) — 0a+w)da

= /Ot—u 2(a)da — /Ot_u 2(a+ u)da
/Otu 2(a)da — /ut 2(a)da
/Ot u

/ 2(a)da — 2(a)da < u.
0 t—u

t

2(a)da — / B 2(a)da — 2(a)da
(a)

t—u

Hence, combining the above with (3.6) yields

/ ﬁ(a + u,t) —i(a, t)|da < 20A%u + 5.
0

For =}, combining Proposition 2.2 with the expression for dgit) , we find that \dﬂit) | is bounded by
My = u+dA+p1 A2+32GA?, and therefore T(+) is Lipschitz on [0, 0o) with coefficient Mr. By Proposition 2.4,
there exist two Lipschitz coefficients My, Mp for V, P respectively. Thus, T'(-)V(-) and T'(-) P(-) are Lipschitz
on [0, 00) with coefficient Mry = AMy + AMp and Mprp = AMp + gAMry. Setting M = 5y Mry + S2Mrp,

we then have

t—u
Mu
g < Mu/ e Mg < —.
0 Ho

Finally, we get
R - . M
li(a + u,t) —i(a,t)|da < [ 2BA° + ™ u,
0 0

which converges to 0 as 4 — 0. Let Yy C Y be a bounded closed set and A > h/ug be a bound for
Yy. We note that M depends on A, which depends on the set Yy, but not on Xy. Therefore, the above
inequality holds for any Xy € Y. This implies that ¢ remains in a pre-compact subset C; of L}F. Thus,
U (t,Yo) C [0, 4] x C; x [0, A], which has compact closure in Y. This completes the proof. [

Combining Proposition 2.1, Lemmas 3.1 and 3.2 with the theory of global attractors in Hale [25] and
Smith and Thieme [19], we obtain the following theorem for the semi-flow { &(t)}>0.
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Theorem 3.2. The semi-flow { &(t)}1>0 has a global attractor A in Y, which attracts all bound subsets of Y.

4. Uniform persistence

In this section we prove the uniform persistence of system (1.3) under Ry > 1. To this end, we let
2(t) == i(0,t) and rewrite (1.5) as

i(t —a)2(a), t>a>0;
i(a,t) = iola— 1) Q.((i(a_)t)’ . (4.1)

where 2(a) is defined by (2.1).
Substituting (4.1) into the boundary condition in (1.4), we obtain the following system of integral equa-
tions of 4(t):

i(t) = BLT()V (t) + BoT(t) {/0 q(a)2(a)i(t — a)da + /too q(a)(%io(a - t)da} . (4.2)

In addition, note that the first equation of (1.3) can be rewritten as

ar(t) s
g = h AT - ). (4.3)

So we have the following result on the weak persistence of 4(t).
Lemma 4.1. If Ry > 1, then there exists a positive constant ey > 0 such that
limsupi(t) > €. (4.4)

t—oo

Proof. By (4.2) and the positivity of coefficients, we obtain

i(t) > BTV (t) + BoT(t) /O t q(a)2(a)i(t — a)da. (4.5)
From the third equation of (1.3), we have
V) > /0 L gmelt=n) A " p(a)i(a, )dadr = /O et /0 " (@) 2(a)i(r — a)dadr. (4.6)
Combining (4.5) and (4.6), we obtain the following integral inequality for 2():
1(t) > BT () /0 t ect=7) /0 ’ p(a)2(a)i(t — a)dadr + BoT(t) /O t q(a)R(a)i(t — a)da. (4.7)

In what follows, we prove that for the solution #(t) satisfying (4.7), there exists a positive constant ey > 0
such that (4.4) holds.

Since R > 1, by (1.7)-(1.9) and (2.1), for sufficiently small ey € (0, h), there holds

Ao [% o+ 520 [ @ e 1 (48)

C

For such an ¢y, we show that (4.4) holds. For the sake of contradiction, assume that there exists a sufficiently
large constant T > 0 such that i(t) < ¢ for all t > T Then, it follows from (4.3) that
dT(t)

TZh*dT(t)*€o for alltZT,
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implying that liminf,_, ., T'(¢) > %. Thus, for any €; > 0, there exists 77 > 0 such that T'(¢) > h_%fl_el
for all ¢ > Ty. Tt follows from (4.7) that

_ _ t T R
i(t) > ﬂl%/ e_c(t_T)/ p(a)2(a)i(t — a)dadr
0 0
h — €y — €1 ¢ ~
—&—HQT/ q(a)2(a)i(t — a)da, fort>T. (4.9)
0

Note that one can always perform a time-shift to system (1.3) with respect to T3, that is, replacing the
initial condition for system (1.3) by X; := &(T, Xy) € Y+, and we are interested in the long time behavior
of the system. Thus, without loss of generality, we can assume that (4.9) holds for all ¢ > 0. Taking the
Laplace transforms in both sides of (4.9) and making use of the convolution theorem, we then obtain

A h — €0 — €1 oo t T N
L[] > 51T/ efAt/ eic(t*ﬂ/ p(a)2(a)i(t — a)dadrdt
0 0 0

— €0 — €1

#0020 [T g (e a ]

h—e—ea [T —At_—ct e —At ! A
=0 —g e Meetdt x e p(a)R2(a)i(t — a)dadt
0 0 0

h—eo—e [ R
+0"=0=0 [7 @) 2(a)e N da ],
0
h—c—e -6

+oo e}
=t [ M@ e@de £+ 4 5= [ a@@(a)e a2,

where L[i] denotes the Laplace transform of 7, which is strictly positive because of (4.2) and Assumption 2.1.
Dividing both sides by L[] and letting A — 0, we obtain

1> ém/ p(a)ﬂ(a)da—i—ﬁgm/ q(a)2(a)da. (4.10)
c d 0 d 0
Since €1 > 0 is arbitrary, letting e; — 0T, we then obtain
1> ﬁ@/ p(a)Q(a)da+th_€o/ q(a)2(a)da, (4.11)
c d 0 d Jo

which contradicts (4.8). This completes the proof. [

Next, in order to apply the technique used in Smith and Thieme [19, Chapter 9] (see also McCluskey [22,
Section 8]), we consider total P-trajectories of system (1.3) in space ), where @ is a continuous semi-flow
defined by (2.8). Let ¢ : R — ) be a total @-trajectory such that ¢(r) := (T(r),i(-,7),V(r)), r € R. Then,
it follows that ¢(r +t) = (¢, ¢(r)), t >0, r € R and

~

i(a,7) =1i(0,r —a)2(a) =1i(r —a)2(a), reR, a>0.

Hence, from (4.2)—(4.3), we have

dﬂff) h— dT(r) —i(r),
i) = BTEV()+ BT /O (@) Q)i —a)da. reR. 12)
d‘(/iir) = /0 p(a)2(a)i(r — a)da — cV (r).

From the above, we can establish the following lemma.
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Lemma 4.2. Let ¢ be a total $-trajectory in Y. Then (I) T(r) is strictly positive on R, and (II) i(r) = 0 for
alerOif%(r)zOforallrSO.

Proof. We first prove that T'(r) is strictly positive on R. By way of contradiction, suppose (i) is not true.
Then, there exists a number r* € R such that T'(r*) = 0. By (4.12), we then have T"(r*) = h > 0. Thus, for
sufficiently small n > 0, T'(r* —n) < 0. This contradicts to the fact that the total @-trajectory ¢ remains in
Y. Thus, T'(r) must be strictly positive on R, proving (I).

To prove (II), assume that 2(r) = 0 for all » < 0. Then, by the positivity of 7'(r) and the second equation
in (4.12), we know that V(r) = 0 for < 0. This together with the third equation in (4.12) further implies
that V' (r) = 0 for all » € R, and accordingly, reduces the second equation to

i(r) = BT(r) " q(r —a)2(r —a)i(a)da, reR.

By this integral equation and the condition that %(r) = 0 for all » < 0, we then conclude that we actually
have i(r) =0 for all r € R. [

A total @-trajectory ¢ enjoys the following nice properties:

Lemma 4.3. For a total @-trajectory ¢ in Y, E(r) is either strictly positive or identical to zero on R.

Proof. For any r* € R, by Lemma 4.2 and a shift, we see that 7(r) = 0 for all » > 7* if 7(r) = 0 for all r < r*.
This implies that either (A) 7(r) is identically zero on R; or (B) there exists a decreasing sequence {r; 3
such that 7; — —o0 as j — oo and (r;) > 0. For the case (B), denoting 7;(t) := i(t 4+ r;), t > 0, we have

t
() > BT / 0(a)Q(@)i(t — a)da+3,(t), >0,
0
where T = inf,.cg T'(r) > 0 and
55(0) = BT+ 15)V(E + 1)+ BaT(t + rj)/ 4(a)2(a)i, (¢ — a)da, ¢ 0.
t

Then, since j;(0) = i(r;) > 0 and j;(t) is continuous at 0. It follows from Corollary B.6 of Smith and
Thieme [19] that there exists a number r* > 0, which depends only on $2Tq(a)2(a), such that 7;(t) > 0 for
all t > r*. From the definition of 7;, it follows that i(t) > 0 for all t > r* +7;. By r; — —o0 as j — oo, we
obtain that i(r) > 0 for all r € R. [

Now, let us define a function p: )Y — Ry on Y by
o0
plavpw) = prov+ fas [ ala)ela)de, (op.0) € 9.
0

Then, it is obvious that p($:(Xo)) = #(t). Under R > 1, Lemma 4.1 has established uniform weak p-
persistence for the semi-flow @. Now Theorem 3.2, Lemmas 4.2-4.3 and the Lipschitz continuity of i (see
Proposition 2.3) allow us to apply the results in [19, Theorem 5.2] to conclude that the uniform weak
p-persistence of semi-flow @ indeed implies the uniform (strong) p-persistence, as stated in the following
theorem.

Theorem 4.1. If R > 1, then semi-flow ® is uniformly (strongly) p-persistent.

We can easily pass the p-persistence (i.e., with respect to 2(a)) to the persistence of i(-, ) with respect to
|-l 1 In fact, by (4.1) we have

W@ﬂhlzliu—wﬂmﬁm
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Hence, from a variation of the Lebesgue—Fatou lemma [26, Section B.2], we obtain

hmlan )l > / 2(a

where 1 := liminf,_ . 2(t). By Theorem 4.1, there exists a positive constant ¢ > 0 such that 1% > e if
Ro > 1, and hence, the persistence of i(a,t) with respect to ||-|| .. follows.

The combining the persistence of i(r) and the first and the third equation in (4.12), we can easily see
that T'(t) and V (¢) are also persistent with respect to | - | and | - |. Therefore, we have actually proved the
following theorem.

Theorem 4.2. Assume that Ry > 1. Then, the semiflow {$(t)}1>0 generated by (1.3) is uniformly persistent
in Y in the sense that there exists a constant € > 0 such that

L S L ” s e .
ltlgl-ﬁng(t) > e, ltlr—{l.ﬁgf li(-,t)[|zr > €, ltlg_ﬁgf V(t) > e

for each Xg € Y.

5. Global stability of equilibria of (1.3)

In this section, we prove the global stability of the infection-free equilibrium E° under Ry < 1 and that
of the infection equilibrium E* when Ry > 1, as stated in Theorem 1.1.

5.1. Proof of Theorem 1.1-(%)

Let g(x) = x — 1 — Inx. Note that g : Ry — R, is continuous and concave up. Also, g has a unique
minimum at 1, with g(z) > ¢g(1) =0 for z € R.
We construct the following Lyapunov function L = Ly + Ly + L3, where

L1 =Tyg (;:) , Ly, = / ¢(a)i(a,t)da, and Lg=
0 0

Here, the nonnegative kernel functions ¢(a) will be determined later. We calculate the time derivative of L,
< 0. First, we get

B1To
- V(t).

along the positive solutions of (1.3) and show that 4 dr| 19 <

%hl‘g) = <1 - j;?) (dTo —dT — 31TV — 52T/0 q(a)i(a,t)da>

dt
— 2 o [ele]
= —M - BTV — 52T/ q(a)i(a,t)da + BTV + B2To / q(a)i(a,t)da
0 0
d(T - Tp)?

=——7— —1i(0, 0V T i(a, da.
T i(0,2) + 1oV + B2 0/0 q(a)i(a,t)da

Secondly, using the second equation of (1.3) and the method of integration by parts yield
dLs e di(a,t) > ) di(a,t)
s = [ oZ g e == [ o) p@ita.t) + T2 aa

:_¢(a)z‘(a,t)\g°+/0 dq; / o(a a,t)da

= $(0)i(0,1) + / h <d¢( 9 _ gb(a)&(a))i(a,t)da.

0 da

For L3 we have

)= 2R ([ sarita.tiaa - ev) = 2T [ o, aa - v
0 0

C c
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Consequently, we obtain

dr AT - Tp)? o
E’(m) = _% —i(0,1) + /1 ToV + ﬁzTo/ q(a)i(a,t)da
0

+00i0.0+ [ (U5 - (0@ )ita. o+ 2 [T pia)ita,tyia - oy

_ _‘“T%TOV —i(0,2) + 6(0)i(0, )
[ (24D papta + tuata) + 2Lp(a))ito, )

Now choose

S /oo <BICTOP(U) n ﬁgToq(u)> = [ bw)dw g,

Differentiation gives

Note that

60 = [ (" Fopw) + o)) b " au

=220 [ swetd+ 4 [ aweds
- B{OQ + BoToK = Ro. (5.1)
Adopting this ¢(a), we obtain
d(T — Tp)?
E‘(l.:s) == ( T o) + (¢(0) - 1)i(0,t)
d(T — Ty)?

== 7 (Ro —1)i(0,¢) <0, if Ry < 1. (5.2)

Notice that %‘(1.3)
{% 13 = 0} is the singleton {Eg}. Therefore, by the Lyapunov-LaSalle asymptotic stability theorem [23,
Theorem 4.2 of Chapter IV], the infection free equilibrium FEj is globally asymptotically stable if Ry < 1. If
Ro > 1, then by continuity and (5.2), dt ‘(l 3)

to Fy move away from Ej, implying that Fy is unstable. This completes the proof.

= 0 implies that T' = Tpy. It can be verified that the largest invariant subset of

> 0 in a neighborhood of Fy. Positive solutions of (1.3) close

5.2. Proof Theorem 1.1-(ii)

In this subsection, we prove the global stability of the infection equilibrium E* under £y > 1. Our next
lemma is a computational result that will be used in what follows to simply the calculation of Lyapunov
arguments.

Lemma 5.1. The following equation holds.

= BT p(a) ., ( . 17 (0)i(a, ) _
/0 LY (@[1 (OtT*V*}d +/ BT a(0)i"(@)|1 = g O da =0, (53
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Proof. Tt follows from (1.8) that

< BT p(a) ., i*(0)TV e\ Ti*(0)i(a,t)
A ek o A CRC e ol

:/”@Q#QNMM+/mmﬁﬂwwwm
0 0

) i(oog) {fo )i TV /0“’ @Tq(a)z-(a,t)da]
(0)

::‘* 0 —
O =500
This completes the proof. [

i(0,t) = 0.

We now give the proof of (ii) of Theorem 1.1. Let G[z,y] = ¢ —y — yIn(z/y) for z,y > 0. It is easy to
verify that 2G|z, y] + yGy[z,y] = Glz,y].
Next, we construct a Lyapunov function W = Wy + W5 + W3, where

Wy = G[T,T7], Wy = /(X> ¥(a)Gli(a,t),i*(a)]da, and Wz = 613*
0

GV, V™.

Here nonnegative kernel functions ¢ (a) will be determined later. Now we calculate the differentiation of
W;,i=1,2,3, along the solutions of (1.3), respectively. First, we have

%hl.:}) = (1 - 1;) (h dT — 51TV — 3T /0°° q(a)i(a,t)da)

(o5 rear-seo)

(1— ) dT* — dT + i*(0) —z‘(O,t))

- T ) - 0.0 - 0 + 0.0 2

Using (2.3) and (2.4), we can rewrite W2 as

W, = /d} 0.t - )2() " (@lda + [ va %aﬂ~ﬁf@mfmﬂm

Wt — G0, 1) 2(t — ), i*(t—dr + [ it io(rye= J 0@ eyl gy
- [ wesne] |

Tt follows from the relations i*(a) = i*(0)e Jo otde and 2(0) = 1 that

%‘(1-3) = P(0)Gli(0,1),7(0)] + /0 V'(t—r)G [i(O, r)e” fotira(“’)d‘*:i*(t _ 7“)] dr

t—r

_ /t Wt — )0t — 1) [i((), re” fotir e(w)deI {i(O, rie” fo e(w)d“’, i*(t — r)}
0
+ " (t —r)Gy[i(0,7r)e fot_r‘g(w)dw, i*(t— r)]} dr

+ /OO W(t+1)G {z‘o(r)e o g 7“)] dr
0

e H(w)dw

_ /OOO Wt + 1)t + 1) {io(r)e S ewae g oie ) it +1)]
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t+r
+Z*(t+T)Gy |:i0(r)€_ fr Q(W)dwvi*(t+7,):|:| dr

= $(0)G[i(0,1),4"(0)] + /OOO [w’(a) - 1#(@)9(&)} Gli(a,t),7"(a)]da.

The last equality follows from (2.3) and the fact that G, [z, y] + yGy[z, y] = G[z,y]. For W3, we have

% (18) thT* (1 - ?) UOOO p(a)i(a,t)da — CV(t)}

= ﬁlcT / p(a)i(a,t)da — 61T*V + /1 T*V* —
0

cV

/0 ~ p(@)i(a,t)da.

Now we choose

o) = [ (P + gt e

Differentiating the above equation gives

) _ pap(a) - 7o) - 2D,
that is,
W) fayoa) = - [5 L o) + @T*q(a)} - (5.4)

Similar to (5.1), we have

0(0) = /OOO (ﬁlcT*p(U) + ﬂzT*Q(U)> LG

_ 516T /0 (1) 2(u)du + By T" /O ¢(u) 2 (w)du
= @ +62T*K = T*% =1.
C TO

Hence
)

%h“) - /0"" VlcT*p(“) +52T*q(a)] (i*(a) —i(a,t) +i*(a) In Z,*a(’;)))da

—~

Consequently, we obtain

dw d(T —-T*)? . Y A T*
s =T ) = i(0.6) =i (0) o +i(0,1)

N /Ooo [ﬁlj*p(a) N ﬁQT*q(a)} (i*(a) —i(a,t) +i*(a)ln ij&ii)))da
i(0, )

+4(0,£) —i*(0) — 5*(0) In

i*(0)
+ b / pla)i(a,t)da — By T*V + 1T V* — HITve
c Jo cV
d(T — T)? T* T* i(0, )

= -7 i*(O)? + z’(O,t)7 —i*(0)In ~(0)

- , :
* /OOO M <i*(a) —i(a,t)+i*(a)In iz'(*a(i))>d“

/O ~ p(a)i(a, H)da
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N /OOC 8yT*q(a) <i*(a) —i(a,t) +i"(a)In Z&ii;)da

+ / Mi(a,t)da - / Mi(a,t)da — BTV + BT V™
0 c cV
Using the equilibrium equations V* = foo Mda and i*(0) = S T*V* + 5.1 fooo q(a)i*(a)da, we have

dw a(r —17)" T* ﬂT* “q(a)i*(
At s = / : d“_/ 174 )*d“

+51T*V+/ BT q(a)ila, t)da
7/ &Li (a)In 0 /BT* (a)i*(a) In ‘(Ovt)da
[T () - <7>+z<>1nli<j(vt)>)da

* /0 B1"4q(a) (z‘*(a) ~i(a,) + (@) ln 1% t)>da

+ /0 @i(a,t)da - /0 @Ei(a,ﬂda - 0/ TV

oo T*
+/O 761 Cp(a)i*(a)da

Canceling and rearranging the terms in the above yield

aw d(T - T7)? T* 61T* i(a,t)  T* . i(0,t)  V*i(a,t)
Eh”) - / )(2+1 i*(a) _?_1 i*(0)  Vi*(a) >da
i(a,t) T i(0,1)
+ [ o @(1em S - 7 - Jao
d(T — T*
B T
o T T Ti*(0)i(a, ) Ti*(0)i(a, t)
*/ 1" q(a)i" (a )(1_T+1 T T 0, 0m@ T T*i(O,t)i*(a))da
61T* T T Vii(a,t) . V*i(a,t)

+1- (0 )TV +1 HOTV )d

Ot)T*V* Y30, 0TV -
{1 - e [ s a1 g )

Using the equality in Lemma 5.1, we obtain
dw T T*)? 51 T*p(a) T V*i(a,t) *(0)TV
Wl - / rols(7) <o () <olmore)
T* Ti*(0)i(a,t)
/ AT (o) s (T ) ”(T*i(o,t)i*(a) da =t

It follows from the non-negativity of g that M < 0. Combining the equation expressions of system

=0 leads to T'=T™ and

(1.3)

(1.3) and boundary conditions in (1.4), we can verlfy that 47/ | (1.3)

= = = =1, foralla>0.
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That is, the largest invariant subset of {47 (13) = 0} is the singleton { E*}. By [23, Theorem 4.2 of Chapter
IV], every positive solution of (1.3) approaches E* when R > 1, meaning that E* is globally asymptotically

stable with respect to solutions with initial conditions Ty, Vo > 0 and ig(a) > 0 bounded away from zero.

Remark 5.1. The key technique for constructing the suitable Lyapunov function in the proof of Theorem 1.1
is to choose proper ¢(a) and v (a), which is mathematically determined according to coefficient function
6(a), p(a) and g(a) with respect to the infection age a.

6. Discussion

In this paper, we have formulated an age-structured model for HIV-1 infection with two modes of viral
infection. One is the traditional virus-to-cell infection, and the other is cell-to-cell transmission via formation
of virological synapses. We have given a rigorous analysis on this model system, addressing issues such as
relative compactness, existence of a global attractor, and persistence; and most significantly, we have shown
that the global attractor is indeed a singleton, being either the infection free equilibrium if Ry < 1, or the
infection equilibrium if g > 1. Thus, the global dynamics is fully determined by R.

A biological implication (importance) of such a global threshold dynamics is that one only needs to focus
on the dependence of the basic reproduction number on the model parameters. For example, if one wants
to focus on the impact of the virus kernel function p(a), one can follow the recent work Lai-Zou [27]. In-
deed, [27] explored, among other things, how p(a), in conjunction with the death rate function 6(a), affects
the burst size (0 and hence the basic reproduction number Rg. To be more specific, the following two forms
of functions for p(a) are used in [27]:

m (1 - e_m’*’(a_”) if a > T,

v(a) = (6.1)
0 ifa<T.
and
U I
v(a) = k2 + (a—7) (6.2)
0 ifa<rT.

With the above given forms, the results in [27] showed how the initial release time 7 of the newly replicated
virus particles, in conjunction with the other two model parameters in (6.1) and (6.2), will affect the burst
size @ (and hence, Ry). Similar things can be done on the impact of the kernel function ¢(a) on Ry through
K. The parameter values in (6.1) and (6.2) should be virus specific, and other forms of the kernels are also
possible depending on the virus. We will not go into too much details along this. The message is that such
results indicate that the age structure characterized by the kernel functions p(a), ¢(a) and 6(a) can have
significant impacts on the virus dynamics.
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