Hindawi Publishing Corporation
Journal of Applied Mathematics
Volume 2013, Article ID 324546, 6 pages
http://dx.doi.org/10.1155/2013/324546

Research Article

Hindawi

Global Stability of a HIV-1 Model with
General Nonlinear Incidence and Delays

Yaping Wang and Fuqin Sun

School of Science, Tianjin University of Technology and Education, Tianjin 300222, China

Correspondence should be addressed to Yaping Wang; ypwangl001@163.com and Fuqin Sun; sfqwell@163.com

Received 24 March 2013; Accepted 23 October 2013

Academic Editor: Vit Dolejsi

Copyright © 2013 Y. Wang and E. Sun. This is an open access article distributed under the Creative Commons Attribution License,
which permits unrestricted use, distribution, and reproduction in any medium, provided the original work is properly cited.

A HIV-1 model with two distributed intracellular delays and general incidence function is studied. Conditions are given under
which the system exhibits the threshold behavior: the disease-free equilibrium E, is globally asymptotically stable if R, < 1; if
R, > 1, then the unique endemic equilibrium E, is globally asymptotically stable. Finally, it is shown that the given conditions are

satisfied by several common forms of the incidence functions.

1. Introduction

The global stability is analyzed for a general mathemati-
cal model of HIV-1 pathogenesis proposed by Nelson and
Perelson [1]. The general model includes two distributed
intracellular delays and a combination therapy with a reverse
transcriptase inhibitor and a protease inhibitor. All incidence
functions in those papers are the bilinear functions. However,
there are some pieces of evidence showing that a bilinear
infection rate might not be an effective assumption when the
number of target cells is large enough (see [2-4] for the review
of evidence and models). The aim of this paper is to establish
global stability for a delay integrodifferential equation with a
general incidence term f(x, v), the conditions given here are
similar to those given in [4] for the ODE case.

In this paper, we consider the following HIV-1 model
with a side class of nonlinear incidence rates and distributed
delays:
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where x, y, and v are the concentrations of uninfected target
cells (T cells), productively infected cells, and infectious virus,
respectively.

The form of the incidence function f is of fundamental
importance. In this paper, we want to work with a function as
general as possible but still possesses the properties necessary
for conclusions to be made through mathematical analysis.
Because of this, we will introduce conditions on f with
which it may appear technical. However, as shown in Section
5, many commonly used incidence functions satisfy these
conditions. For now, we assume only the following.

(A1) f(x,v) is a nonnegative differentiable function on
the nonnegative quadrant. Furthermore, f(x,v) is
positive if and only if both arguments are positive.
The partial derivatives of f on x and v are denoted
by f, and f,, respectively. In Sections 3 and 4, it will
be shown how the extra conditions on f imply in the
local and global stability of an endemic equilibrium.

For the purpose of convenience, we rewrite (1) as
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where A =s,m=dp, f=1-n,,,a=8pu=cp; = (1-n,)a,
ky = (1-n,)Nda,, g,(8) = G,(O) Jop o, = [, Gi(E)dE,i = 1,2.
The paper is organized as follows. In Section 2, the basic
reproduction number R is determined and the equilibrium
is found. The local stability of the equilibrium is studied in
Section 3. The global dynamics are resolved in Section 4. In
Section 5, examples are given of incidence functions which
satisfy the assumptions that are used throughout the paper.

2. Equilibria and R,
Assume the kernel functions G, and G, satisty

G;(&) =0, for&=>0,

(3)
0<j G (E)dE<1, i=1,2.

For any given initial condition,

$(6) = (x(0),y(6),v(6)) € UC, ((-0,0],R}),  (4)

system (2) satisfies the hypotheses that are sufficient to ensure
the existence, uniqueness, and continuity of solutions [5,
Theorems 2.1-2.3]; for the notation of UC,, see [6, page 46].

Recall that «; = _[000 G;(&)d¢ and g;(&) = Gi(&)/wy; thus,

_[000 g;(&)dé = 1. Then, the basic reproduction number R,
defined in [7] can be rewritten as
kB,
R - >
0= " 2 (Eo) (5)

and for any value of the parameters, the disease-free equilib-
rium of (2) is given by

Ey = (x0, Yoo vo) = (%’0’0) (6)

It is straightforward to show that if R, < 1, then (2) has only
one nonnegative equilibrium, which is called the infection-
free equilibrium E;. The presence and number of endemic
equilibrium depend on the form of the nonlinearity f, as well
as the values of the parameters. In searching for equilibrium,
we note that the equilibria of (2) are the same as the equilibria
of the corresponding ordinary differential equation system.
Here we give the following result.

Theorem 1. Let (x(t),y(t),v(t))T be the unique solution to
system (2) with x(0) > 0, (0) > 0, and v(0) > 0. Then
x(t), y(t), and v(t) are positive for all t > 0. Moreover, the
solution is bounded and thus exists globally.

Proof. Using the variation-of-constants formula, we obtain
the positivity of y(t) and v(¢).

For x(t), we claim that if x(0) > 0, then x(t) > 0 for all
t > 0. Otherwise, there exists #' > 0 such that x(¢') = 0. Let
t, be the first one that satisfies x(t,) = 0; then t, > 0 and

dx (t)
dt t=t,

=1>0,
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which means that x(¢) is increasing at t = ¢, and it is a
contradiction.

Next we will show that every solution is also bounded.
It follows from the first equation of (2) that dx(¢)/dt < A —
mx(t). This implies that lim, _, . x(t) < A/m.

Let V(£) = (B/B) [, g1 (E)x(t - E)dE + y(t); then
dav(t)
dt |a)
_ @ _ By (a—m)
B B

Note that fooo 1 (&) x(t-&)d¢ is ultimately bounded; then there
exist positive constants C and T}, such that

< %+C—aV(t),

- (8)
L g O xE-8dE-av(1).

dv(t)
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This yields that V(¢) is eventually bounded and so is y(¢).
By a similar argument, we can show the boundedness of v(t).
Therefore, the system (2) is point dissipative (see [1]) and
hence the solution of (2) exists globally. O

Theorem 2. If R, > 1, then there exists an endemic equi-
librium E; = (x*, y*,v").

Proof. We look for solution (x*, y*,v*) of the equations
dx/dt = 0,dy/dt = 0, and dv/dt = 0. We ﬁrst note that
(dx/dt) + (ﬁ/ﬂl)(dy/dt) =0 1mphes A - mx" - ﬁf(x ,
v) + (B/B)ay” = 0and k;y* - ;/tv = 0,50 x" = (A-
@BIB)y )im, v* = kyfu. Let Hy') = B, f((A ~ (ap]
By ) m, (kl/y)y*) — ay*. Then, dy(t)/dt = 0 whenever
H(y") = 0. Thus, any zero of H in the interval (0, Af3,/ap3)
corresponds to an equilibrium with x*, y*,v* > 0, that is, an
endemic equilibrium.

Since f(0,v) = f(x,0) = 0, it follows that H(0) =
and H(AB,/af3) < 0. The function H is continuous and so a
sufficient condition for H to have a zero in (0, A3, /af3) is that
H is increasing at 0. Thus, there is an endemic equilibrium if

dH
0<— (0) B (‘ﬁ) f1(Eo) + lﬁl f2(Eo) —a. (10)
mp,
Since f(x,0) = 0 for all x, it follows that f,(E,) = 0 and
so (10) is equivalent to R, = (k, 3;/au) f,(E,) > L. O

3. Local Stability of the Equilibria
Theorem 3. If R, < 1, then E, is locally asymptotically stable.

The proof is normal, so we omitted it. We now give con-
ditions on f that are used here and after to show the locally
and globally asymptotically stability of the endemic equi-
librium. As a precondition, we assume that R, > 1 to guar-
antee the existence of endemic equilibrium E; = (x*, y*,v").
Consider the following.

(A2) sgn(f(x,v") — f(x",v")) = sgn(x — x*) for all x > 0.
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(A3) For all x,v > 0, f(x,v)/f(x,v") is in the closed
interval with endpoints at 1 and v/v".

(A4) Either f(x*,v") > 0or f,(x",v") < f(x™,v*)/v".

Theorem 4. If R, > 1, and (A2), (A3), and (A4) hold, then
any endemic equilibrium which exists is locally asymptotically
stable.

Proof. The characteristic equation of the linearization of (2)
at endemic equilibrium E, = (x”, y*,v") is

0=(m+A+pfi(E))(@a+A)(u+d)
= (m+ ) Bk, £, (Ey) 1n)

xj 4 (f)e‘“déj g, (§) M.
0

We demonstrate that all zeros of it have negative real part.
Since (A2) and (A3) hold, we get that 0 < Bf,(E;) and 0 <
fo(E,) < ap/P;k,. Suppose that A has nonnegative real part,
we deduce

(m+24) Bk, f (El) Jo g1 (&) e_MdE L 9, (&) e_AEdE‘

< |m+ Al ik, f, (Ey)

< |(m+)t+/3f1 (Ey))(a+2) (."H’A)L
(12)

and so the solutions A with nonnegative real part if and only
if all of the inequalities in (12) are in fact equal. The final
inequality is strict unless f;(E;) = 0 (and A = 0). The second
last inequality is strict unless f,(E;) = f(E;)/v". Assump-
tion (A4) implies at least one is strict. Thus, the endemic
equilibrium E, is locally asymptotically stable. O

4. Global Stability of the Equilibria

Theorem 5. If R, < 1, then E is globally stable; that is,

Jim (x(®),y (®),v(1)) = E,. (13)

Proof. Let K(t) = K, (t) + K,(t) + K5(t) with

(t)—i) +% o+ /f;

A
K, (1) = jL Hy (§) (f(x(t=8),v(t-§)

K, () = %( v (o),

(14)
+f, (x0,0) v (t - §)) d&,

A [e'e]
Ky (1) = % | @ ya-pa,

where Hy(t) = [ g,(&)dé,i = 1,2.

It is clear that K(¢) > 0 and K(¢) = 0 if and only if x(¢) =
A/m, y(t) = v(t) = 0. The derivative of K, along the solution
of (2) is

d
T CICEES (SRR CRYIORYE)
arp arpy
_m_ﬁly(t) K, ﬁlV(t)
A8

+ ;j:ogl © F(c(t-8),v(t - b)) dE

al\f
+7[ 9, (©) y(t — E)dE.

(15)

Noticing that H,(0) = 1, H,(c0) = 0,and dH, (t) = —g, (t)dt,
and using integration by parts, we calculate the derivatives of
K, and K,

%m Aﬁf( >+—ﬂfz<xo> 0)
_}:n_ﬁJomgl(g)f(x(t—f),v(t—f))df
. % £, (x0.0) j:o 91 (E)v(t - E)de.
Thus,
dK (t)

dt

A 2
o = —m<x(t) - E)
Pr (1R vt
1

—[é’x(t)f(x(t),V(t))—;/\lk

__fz(xo’O)J 9 ©) vt - dE <0,
1)

Recalling that f is nonnegative and is positive if and only
if both arguments are positive, we must have that {E} is
the largest invariant subset of {dK/dt = 0}; then the global
stability of E, follows from the classical Lyapunov-LaSalle
invariance principle (see [6], Theorem 2.7.1). O

Theorem 6. If R, > 1, and (A2) and (A3) hold, then E, is
globally stable in D = R> \ E,,.

Proof. Let W(t) = W, (x(t), y(£), v(t)) + W, (x(t), y(t), v(t)) +
W5 (x(t), y(t), v(t)).



With

Wy (x (1), y (1), v (1)) = j:o 9 O U GO dE,

W, (x(t), y (t),v(t))

/fly a *>+ﬁf(x* v*)jomHl(ah(”tv:f))ds,

W; (x (1), y (1), v(1)

")+ ;—ﬁ J:OH2 EF(yt-8),y")dE,
(18)

where U(t, &) = x(t - &) - x" - [ S v f (o, v oy
h(t)=t-1-Int,and Fu,u™) =u—-u"Inu—(u" —u" Inu"™);
it is easy to see that h(t) has the strict global minimum A(1) =
0fort > 0, Fu,u™) > F(u*,u*) = 0 foru > 0 and any
positive constant u*. By Theorem 1, all solutions are positive
and bounded. Thus, W(t) is well defined and W(¢t) > 0, in
which the equality holds if and only if y(¥) = y*,v(t) = v
and x(t — &) = x*, y(t - &) = y*,v(t - &) = v" for almost all
& € [0, 00). For clarity, the derivatives of W, W,, and W; will
be calculated separately and then combined to obtain dW /dt.

First, dW, /dt = J;)O g1(&)([dU(t, &) /dt)dE, where

WD (L) )
dt fx@-8),v)

x(A=—mx(t-&-Bf (x@t-&),v(t-§))
_ * f(x*,v*)
=-m(x(t-&-x )(1_—f(x(t—5),v*)>

+Bf (x",v") <1 - f(X(tf_(j,)F::*()t_s))
B f(.x*,V*
fx@-8,v")
+f(x(t—§),v(f—f))>
fle=-8),v) /)

(19)
Since A = mx™ + Bf (x”,v"). That is,

dw. o .
d—tl=—mjo 9 ) (x(t -8 —x")

B f(x*,v* )
X<1 Foce=8. )%
+Bf (x*,v"

x Loogl (5)(1 -

flx@-8,v(t-%)
f(x*,v*)
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fx(E-8),v(E-9)
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dt.
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B [T

Next, we calculate dW, /dt. Consider

aw, -
W—ﬁf(xs")

fx(t-8),v(t-%)
XJ 9, (&) T

(“7)"’*%“”*5‘”

B [
B4
B ) [ ®

X[f(x(t—f),v(t—i))
f(.x*,V*)
Y f -8, v(-b)
y f(x* V*)

B [
X [1 +h<vl*) —h<v(tV:£)>]d§.

Using the fact that H,(0) = 1, H,(c0) = 0, and dH, =
—g,(t)dt, we get

A

BB (D) (k[ m @y o)
) % JOO L (v (td_s :5) g
T aeye-pa- Lo
+ﬁ—[l;y(t)+[))—/f’y J g, @ In y(y D4 dg

——ff ) [ gz(E)h(V y(ty 5)) dt

B[ (h(yl) —h(v—i))da

(22)
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The third quality holds since y*
(k,/u)y". We conclude that

= (Byla) f(x"v), v =

d 0 "
d—vtv=—mj0 5 (x(t-8-x)
L )y,
X(l Fat=9.m)%
. 5 (23)
N Vi (t—
) [ @S2 ) ae
B (x° v)J g, () C (¥ dE,
where
B fx"v) flx@-8,v(t-¥)
C(E)_Z_f(x(t—f),v*)Jr fx(t-8),v)
*f(x(t—f) V-8 y
F v y*
PAN v(t—f)
+h(y*) W)
(24)

fx"v") )
h( (x(t-&),v*)

Y fx-8),v(t-29)
(% )

f )

() (59)

Since the function h(t) is monotone on each side of 1 and is
minimized at t = 1, (A3) implies that h((f(x(t — &), v(t —
EN/(f(x(@ - &),v"))) < h(v(t - &)/v"). Therefor, noting that
h > 0 and (A2), we have dW/dt < 0. So the solutions must
tend to M, the largest invariant subset of {dW /dt = 0}.

To have dW/dt equal zero, it is necessary to have (x(t —
&) —x")(1 = (f(x",v")/ f(x(t—&),v"))) = 0 for almost every
& € [0, 00), which holds if and only if x(¢) = x™; v* y(t — &) =
v(t)y(t) and y* f(x(t=&),v(t-&)) = y(t) f(x*,v") for almost
every & € [0, 00).

Since M is invariant with respect to (2), we get

d

y(t) =B L 9@ fxt-8),v({t-8)dE~ay(t)

y (@) f (%" v7)
y*

- B, L 5@ dE — ay (1) =

(25)
So this determines y(t) to be a constant. Using v* y(¢ — &) =
v(t) y(t), we obtain v(t) = v* and this yields that y(t) = y

Thus, each element of M satisfies x(t) = x*, y(t) = y”, and
v(t) = v* for all t > 0. This shows that
Jim (x(),y®),v(®) = (x"y" V) =E. (26

This completes the proof.

5. Examples

We now give some examples of incidence functions for which
the hypotheses are satisfied.

Example 1 (mass action). Let f(x,v) = xv. The hypotheses
(A1)-(A4) are satisfied and so global dynamics are deter-
mined by the magnitude of R,. The global behavior of this
model was previously studied in [1, 8] and was fully resolved
in [9].

Example 2 (saturating incidence). Let f(x,v) = Bx(t)v(t)/
(1 + ax(t)) for some constant 3 > 0, « > 0. The hypo-
theses (A1)-(A4) are satisfied and so global dynamics are
determined by the magnitude of R,,. The global properties of
this model were studied in [10].

Example 3 (Holling type II incidence). Let f(x,v) =
Bx)v(t)/(1 + v(t)) for some constant 8 > 0. The hypotheses
(A1)-(A4) are satisfied and so global dynamics are deter-
mined by the magnitude of R,. The global properties of this
model were studied in [11].

Example 4 (Beddington-DeAngelis incidence). Let f(x,v)=
x(t)v(t)/(1 + ax(t) + bv(t)) for some constants a > 0 and
b > 0. The hypotheses (Al)-(A4) are satisfied and so global
dynamics are determined by the magnitude of R;. The global
properties were studied in [12, 13].
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