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We study the global stability of a human immunodeficiency virus (HIV) infection model with Cytotoxic T Lymphocytes (CTL)
immune response. The model describes the interaction of the HIV with two classes of target cells, CD4" T cells and macrophages.
Two types of distributed time delays are incorporated into the model to describe the time needed for infection of target cell and
virus replication. Using the method of Lyapunov functional, we have established that the global stability of the model is determined
by two threshold numbers, the basic reproduction number R, and the immune response reproduction number R;. We have proven
that, if Ry < 1, then the uninfected steady state is globally asymptotically stable (GAS), if Rj < 1 < R,, then the infected steady
state without CTL immune response is GAS, and, if Rg > 1, then the infected steady state with CTL immune response is GAS.

1. Introduction

One of the most diseases that have attracted the attention
of many mathematicians is the acquired immunodeficiency
syndrome (AIDS) caused by human immunodeficiency virus
(HIV). HIV infects the CD4" T cell which plays the central
role in the immune system. Mathematical modeling and
model analysis of HIV dynamics are important to discover
the dynamical behaviors of the viral infection process and
estimating key parameter values which leads to development
of efficient antiviral drug therapies. Several mathematical
models have been proposed to describe the HIV dynamics
with CD4" T cells [1-15]. In these papers, the Cytotoxic T
Lymphocytes (CTL) immune response was not taken into
account. The role of CTL is universal and necessary to
eliminate or control the disease during viral infections. In
particular, as a part of innate response, CTL plays a par-
ticularly important rate in antiviral defense by attacking
infected cells. The basic HIV infection model which takes into

consideration the CTL immune response has been proposed
in [16] as

%(6) = A —dx (t) - Bx () v (D), M
JO) =BxOvEe) —ayO-py®z®), ()
b (1) = ky (6) - rv(©), 3)

2() = cy ()2 (1) - bz (). (4)

The state variables describe the plasma concentrations
of x(t), the uninfected CD4™ T cells; y(t), the infected CD4"
T cells; v(t), the free virus particles; and z(t), the CTL cells
at time t. Here, (1) describes the population dynamics of the
uninfected CD4" T cells, where A represents the rate of new
uninfected cells that are generated from sources within the
body, d is the death rate constant, and f3 is the infection rate
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constant at which a target cell becomes infected via contacting
with virus. Equation (2) describes the population dynamics
of the infected CD4" T cells and shows that they die with
rate constant a and are killed by the CTL immune response
with rate constant p. Equation (3) describes the population
dynamics of the free virus particles and shows that they
are produced by the infected cells with rate constant k and
removed from the body with rate constant r. Equation (4)
describes the population dynamics of the CTL cells which are
produced with rate constant ¢ and die with rate constant b.
Model (1)-(4) is based on the assumption that, once the virus
contacts a target cell, the cell begins producing new virus
particles. However, as pointed by Li and Shu [17], the period
between the time for HIV to enter the target cell and the
time for new virions to be produced from the infected cell
needs the following stages: (i) the period between the viral
entry of a target cell and integration of viral DNA into the
host genome, (ii) the period from the integration of viral
DNA to the transcription of viral RNA and translation of
viral proteins such as reverse transcriptase, integrase, and
protease, and (iii) the period between the transcription of
viral RNA and the release and maturation of virus [17]. More
realistic models incorporate the delay between the time of
viral entry into the target cell and the time of the production
of new virus particles, modeled with discrete time delay or
distributed time delay (see, e.g., [3-7]). In [3-7], the HIV
infection models did not take into account the impact of the
immune response. The time delay has been incorporated into
the HIV infection models with CTL immune response in [18-
22]. It was assumed that the HIV attacks one class of target
cells, CD4* T cells. In 1997, Perelson et al. [23], observed that
the HIV attacks two classes of target cells, CD4"* T cells and
macrophages. HIV infection models with two classes of target
cells, CD4™ T cells and macrophages, have been proposed in
(1, 2, 8, 9, 11]; however, the effect of CTL immune response
was neglected. In [24, 25], HIV infection models with two
classes of target cells and with CTL immune response have
been proposed. In [24], one type of discrete delay (stages (i)
and (ii)) has been incorporated into the model. However, it is
more realistic to consider the second type of delays between
viral RNA transcription and viral release and maturation.

The purpose of the present paper is to propose an HIV
infection model with two classes of target cells and two
types of distributed delays taking into consideration the CTL
immune response. The global stability of the steady state
of the model are established using Lyapunov functional.
We have proven that the global dynamics of this model is
determined by the basic reproduction number R, and the
immune response reproduction number R;. We have shown
that, if R, < 1, then the uninfected steady state is globally
asymptotically stable (GAS), if Rg < 1 < Ry, then the infected
steady state without CTL immune response is GAS, and,
if Ry > 1, then the infected steady state with CTL immune
response is GAS.

L.1. The Model. In this section, we propose a mathematical
model of HIV infection which describes two cocirculation
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populations of target cells, potentially representing CD4" T
cells and macrophages, taking into account the CTL immune
response and multiple distributed intracellular delays

X () =Aj—dix; () - Bix; () v(t), =12, (5

)
50 = B JO F (D)™, (1) v (t - 1) dr o

—ay;()-py; )z (@), i=12,

hy 2
v(t) =k L g () e_”TZy,- (t-1)dr-rv(t), (7)

i=1

2
2(t)=cy Oz ~bz(t). (8)
i=1

Here i = 1,2 corresponds to the CD4" T cells and macro-
phages, respectively. All the variables and parameters of the
model have the same meanings as given in (1)-(4). To take
into account the delay between viral infection of an unin-
fected target cell and the production of an actively infected
target cell, we let T be the random variable that describes the
time between viral entry and the transcription of viral RNA
(stages (i) and (ii)) with a probability distribution f;(7) over
the interval [0, h;], and A; is limit superior to this delay. The
factor e ™" accounts for the loss of target cells during this
delay period, where m; is constant. On the other hand, to
consider the delay between viral RNA transcription and viral
release and maturation, we let T be the random variable;
that is, the time between these two events with a probability
distribution g(r) over the interval [0,h;], and h; is limit
superior to this delay [17]. The factor e™" accounts for the
loss of infected cells during this delay period, where n is
constant.

The probability distribution functions f;(1),i = 1,2,
and g(t) are assumed to satisty f;(r) > 0,and g() > 0, and

h;
J fi(ne'dr<oo, i=1,2,

0

h;
J f@dr=1,
0

)
hs hs
J g(@dr=1, J g(r)e'dr < oo,
0 0
where s is a positive constant. Let
h;
F = J fitme™dr, i=1,2,
0
(10)

hs
G= j g(r)e"dr.
0

Then

0<F<1, 0<G<l, i=1.2 (1)
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The initial conditions for system (5)-(8) take the form

x0)=¢,0), 20 =90,
x0)=¢;0),  »(0) =9,0),
v©) =9s6),  z(0) =90, 12)
0;0)20, 6¢[-h0), j=1,...,6
9;(0)>0, j=1,..,6,

where h = max{h,, h,, h;} and (¢,(0), 9,(0),...,94(0)) €
C([-h, 0],Ri), where C is the Banach space of continuous
functions mapping the interval [-h,0] into RS. By the fun-
damental theory of functional differential equations [26],
system (5)-(8) have a unique solution satisfying the initial
conditions (12).

1.2. Nonnegativity and Boundedness of Solutions. In the fol-
lowing, we establish the nonnegativity and boundedness of
solutions of (5)-(8) with initial conditions (12).

Proposition 1. Let (x,(t), y,(t), x,(t), y,(t), v(t), z(t)) be any
solution of (5)-(8) satisfying the initial conditions (12);
then x,(t), y,(t), x,(t), y,(t), v(t), and z(t) are all non-nega-
tive for t > 0 and ultimately bounded.

Proof. First, we prove that x;(t) > 0,7 = 1,2, forall t >
0. Assume that x;(t) loses its nonnegativity on some local
existence interval [0, p] for some constant p and let ¢t/ ¢
[0, p] be such that x;(t]) = 0. From (5) we have x;(t]) =
A; > 0. Hence x;(t) > 0 forsome ¢t € (t/,t; +€), where € > 0
is sufficiently small. This leads to a contradiction and
hence x;(t) > 0, for all t+ > 0. Further, from (6) and (7) we
have

3: () = y; (0) ¢~ lola+pe®ldt
+ B I [Jla+p=(©ldg
J. fime ™ x;(n-1)v(n-7)drdn,

i=1,2,

v(t)=v(0)e "

t hy 2
+k .[o et L g (1) e_"TZyi (n-7)drdn,

i=1

(13)
confirming that y;(t) > 0,i = 1,2, and v(t) > 0 forall ¢ €
[0, h]. By a recursive argument, we obtain y;(t) > 0,i = 1,2,
and v(t) > 0 for all ¢t > 0. Now from (8) we have

z(t) = z(0) e*bl”rf i fot J’i(’?)d’?_ (14)

Then z(t) > 0, forall ¢ > 0.

Next we show the boundedness of the solutions of system
(5)-(8). From (5) we have x;(t) < A, — d;x;(t), i = 1,2. This
implies lim sup, _, . x;(t) < )L Jdni=1, 2

Let X(t) = Zil [Fix;(t) + y;(t + T)] + (p/c)z(t + 7). Then
2

X () = ) [FA; = Fdix; (t) = FBpx; (1) v (£) + FBix; (8) v (1)

i=1

—ay; (t+71) - py; (t+7) 2 (t + 7)]

+sz,(t+T)Z(t+T)——bz(t+r)

i=1

2
= Y [FA; - Edyx; (8) - ay, (¢ + 7)) - gbz (t+7)
i=1

2 2
< YFA, —a<z [Fix, (8) + ; (£ +7)] + gz(t +T)>

i=1 i=1

oX (1),

2
i=1

(15)

where 0 = min{d,,d,,a,b}. Hence limsup, , X(t) < L,
where L = Y2 L, = Y7 (FA;/0). Since x;(t) > 0,
y;(t) = 0and z(t) > 0 then lim supt_,ooziz=1 y(t) < L,
limsup, ,  y;(t) < L,i = 1,2 and limsup, _, . z(t) < cL/p.
On the other hand,

hy
v(t) <k L g@ e (Lydr—rv »

= kGL - rv.

Then limsup, , v(t) < kGL/r. Therefore, x,(t), yl(t)
X, (1), y,(£), v(t), and z(t) are ultimately bounded.

1.3. Steady States. First we define the basic reproduction
number R; and immune response reproduction number R;
of system (5)—(8) as

S 2. kGF,
R() — ZRoz Z IBI 1

i=1 i=1 ar 1
(17)

i F,B:A;kGe

Za(dyrc+ fkGb)
We can rewrite R; as
2 2
LR, cA;

Rf=MYR: =)0 — _""%F 18
0 ; oi ;Ii+ROi/Fi " ab 18)

where I, and I, are the immune strengths of CD4" T cells
and macrophages, respectively. Clearly R, > R.



Lemma 2. (i) If R, < 1, then there exists only one uninfected
steady state E = (x(l), 0, xg, 0,0,0).
(ii) If Ry > 1, then there exist E and an infected steady
state without CTL immune response E, = (X, ¥,,X,, ¥,,V,0).
(iii) If R, > 1, then there exist Ey, E,, and an infected
steady state with CTL immune response E, = (x], y1,%;, 5
v,z

Proof. The steady states of (5)-(8) satisfy the following
equations:

A —dx; — Bixv =0, (19)
EBix;v — ay; — py;z =0, (20)

2
ZkGyi -rv=0, (21)

i-1

2
chiz -bz =0. (22)

i=1

2
(ch,- - b> z=0. (23)
i=1

Equation (23) has two possible solutions, z = 0 or

From (22) we have

2
chi —-b=0. (24)
0

If z = 0, then from (19) and (20) we obtain x; and y; as

A; _ EBA;

o di+ By’ 7= a(d;+Bv) " =
and inserting them into (21) we obtain
2 kGF,B:A,
— v =0. 26
<i;a(di+ﬁi1’) ") 26

Equation (26) has two possible solutions v =0 or Zl.zzl(kGFi
Birila(d; + Biv)) —r = 0.

If v =0, then substituting itin (25) leads to an uninfected
steady state E;, = (xl,O x2,0 0,0), where x = A,/d;, i =
1,2.If v#0, then we have

2, kGEB;);
;ar(d + )

Now we can write (27) as

~1=0. (27)

R R
¢+i—l:0’
1+6,v 1+46,v

s 8,0,07 + [8,Rg, + 8,Ry, + (1—R,) (8, +8,)] v Z¥

+(1-Ry) =0,
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where 6; = f3,/d;,i = 1,2. The solution of (28) is given by
pt = ( [8,Ry; + 8,Rgy + (1 - Ry) (8, +8)]
+ ([81R01 +0,Ryy + (1= R (8, +8,)]> (29
-48,8, (1 - Ro))l/z) X (25162)_1

Clearly if Ry > 1, then v' > 0 and v~ < 0: then we choose
v = v'. Therefore, if R, > 1, then system (5)-(8) has an
infected steady state without CTL immune response E;, =
(%1, V1> X5, ¥5,¥,0), where ¥ = v" and

5 =M jo LM o, (30)
Tarpy M a@py) T
If z#0, then from (24) we have
2
. b
Yyi=-, (31)
i=1 ¢
and inserting it into (21) we obtain
= (32)
rc
From (32) to (19) and (20) we get
. A;re
X, = ——
" dyrc+ 5,Gkb
(33)
«_ KkGbEBx; kGbE;;A;
P orc(a+ pzt)  (a+ pz*) (dirc + BGkb)’

and inserting (31) into (20) we get

. af& EPAKGe
—* 5 (;a(dirc+ﬁika) -

1>:;(R3—1).

(34)

We have x > 0,v" > 0 and if Rj > 1, then z" > 0 and
v > 0. It follows that, if R; > 1, then there exists an infect-
ed steady state with CTL immune response E, = (x}, y;, X5,
y,v52").

Hence, if R, < 1, then there exists only one steady state
E,, it R, > 1, then there exist two steady states E, and E,,
and, if R; > 1, then there exist three steady states E,, E,,
and E,. O

1.4. Global Stability. In this section, we establish the global
stability of the three steady states of system (5)-(8) employing
the method of Lyapunov functional which is used in [27]
for SIR epidemic model with distributed delay. Next, we will
use the following notation: u = wu(t) for any u € {x;, y,
v,z,i = 1,2}. We also define a function H : (0,00) —
[0,00) as H(u) = u — 1 — Inu. It is clear that H(u) > 0 for
any u > 0 and H has the global minimum H(1) =
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Theorem 3. If R, < 1, then E is GAS.

Proof. Define a Lyapunov functional W}, as follows:

1
W, = H —
=S (2) 1y

i=1

LB

9 j:" fi@em JOT %, (6 +6)

xv(t+0)dodr (35

hy 0
+LJ g(T)e—’"J yi(t+6)d6d'r]

EG Jo
kG
+Vv+ —Pz,
ac
where y; = kGF;/a, i = 1,2.

The time derivative of W, along the trajectories of (5)-
(8) satisfies

dWO i [(1 _ ’;_0) A, = dyx; - Bixv)

=1

+ﬁjhif(r)e*mex t-)v(t-1)dr- 2
F o i i Fi}’i

—Fy /3‘[ fitme™®

i

x(xv-x;(t-1)v(t-1))dr

a hs -nt
+F,-_G Jo g@e" (yi—y (t-1))dr

2 o
+ij g ey, t-1)dr—rv
i Jo

2 kG kGpb
xGp _KGPY

y.
£ ! ac
i=1

(36)
Collecting terms of (36) we get

dw,
dt

kGpb
oy P
ac
z oo« kGpb
=Zy,)t,(2—£(’)——l>— P2 v
= x) X ac
: kGFiﬁIx?
+rv
ar

5
2
_ 2
= _ZYI l(x xx ) - kjsz —rv+ erRO,-
i i=1
2 OV
- —Zy,.d,. (xl xl) - kisz +(Ry—1)rv
i=1 i
(37)

If R, < 1, then dW,/dt < O for all x;,x,,v,z > 0. By
Theorem 5.3.1 in [26], the solutions of system (5)-(8) are
limited to M, the largest invariant subset of {dW,/dt = 0}.
Clearly, it follows from (37) that dW,/dt = 0 if and only
if x; = x),i = 1,2,v = 0,and z = 0. Noting that M is
invariant, for each element of M, we have v = 0; then v = 0.
From (7) we drive that

h, 2
k L 9@ e Yy (t -1y dr =0, (38)

i=1

Hence, this yields Z?:l y;(t —7) = 0.Since y; > 0 fori =
1,2, then y; = y, = 0. Hence dW,/dt = 0 if and only
if x; = x?, y;=0,1=1,2, v =0,and z = 0. From LaSalles
Invariance Principle, E, is GAS. O

Theorem 4. If R, > 1 > Ry, then E, is GAS.
Proof. We construct the following Lyapunov functional:

- lon(2)- (1)

i=1 Xi

1, __

[ roe [ n( (e

x (v(t+0)))

x (%7 ‘1> dodr

ag (e y,(t+0)>
+F,GL g(@)e L ( - d@d]

+7H<%>+ ]%z. -

Differentiating with respect to time yields

ZV[( -2 )0+ (1-2)

i Yi
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Iy . . .
« < B J Fi()e ™ (t =) v (t - 1) dr Using (42) and the following equality:
0

sl Y = Yia
o = ,17 = ZGk Z ~ZY1ﬁ1x1V> (43)
ay; — pyiz
8 we obtain
Yl fi(e ™ d 2 _
FJ : Wi N g s 855 do. - i (4% 4 BET
dt - ZY: [dl'xl + ﬁ1xzv d1x1 xi (d1x1 + ﬁtxzv)
x(xiv—x,-(t—r)v(t—r) v
+d;X; + BXv=
7
s x-(t—T)V(t—T)))
+xivln(’— dr h; Vo (f— -
Y - lﬁifﬁ'l' Ji (@) e_m"rw&r
F; 0 VXV
+ijh3 (r)e"”< —y(t-1) »
FiG 0 9 Yim i +ﬁ1le+Fj7l
= v (- T))) ] _
+ iln( dr 1 (h e
g Vi +Fﬂixivjo fi(me™
— 2 h
v 3 —NnT _ _
+<1‘;><ij0 g(me y,-<t—r>dr—rv> xln(—xl‘“ Dy T)>d
i=1 x;v
kGp (< 1 b (y(t-T)
+— z—bz . —B.X7 "n| 42 )4
o <Zyz z) + g [ g@en(2E2)
40
(40) v 1. (" e VY (t-T)
Collecting terms we obtain ‘/J)z‘xi"i‘7 - EﬁixiVL g(e —~idT
2 _
dW1 - [ M—dx, -5 ax 4 By cpzv] - Kb
xi ivi ac
(44)

=1

_ B J :
M (t-T)v(t—T)d
F,y, fime Mt -rvit-n)dr Then collecting terms of (44) and using the following equal-

. » ities:
+ EJ’W E)’iz ln(xi (t—T)V(f—T)) Zhl(f/,»x,- (t—T)V(t—T)>
1 ﬁ J‘hi f xiv iniv
+ = BXV S(r)e ™" X
F ) +ln<x>+l < y’), i=1,2,
X; VYi
Xln<xi(t—‘r)v(t—‘r))dT
x;v 1H<M> In (Vy‘> In <vy,(t )>, i=1,2,
=~ h (t-1) g o 7
ay;, (™
_,_i J ge ™ In < i )d‘r] (45)
FG Jo Vi
we obtain
_rv__ZkJ (1) ey (t—1)dT %_i dfc(Z—&—ﬁ> ﬁxv(l—&)+2l3§7
a i:IYi iXi X % iXi X, iXi
+ 1V — kGPbZ 1 mT
ac - = '
an F Bix; VJ fi(x)e
From (19)-(21) we have " yix; (t — ‘i)l/(t - 1) dr
2 YixiV
A =d% +pEy,  FEPEv=ay, rv=)Gkj. . s
i=1 + Fﬂlfﬁj _f; (T) e_MiT
0

(42) ,.
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X(ln<)7ixi(t—‘r~)1/(t—‘r)>
Yixiv

+ln(ﬁ> +ln<v—)~}i>>d1
Xi Vi

h3 t
_éﬁixlvj ge™ 84 1(}}71 T)d ]
2 kG kGpb
T Y PR %
S a ac
(46)
Equation (46) can be rewritten as
aw,
dt
2 % x X %
= ZYI |:d15€vz <2_ — - Tl) —ﬁ1§1‘17<—1—1—11'1< 1))
i=1 i Xi i i
1 i
- B JO f@em

X(jjixi(t_‘[)v(t_f) 1

Yixiv

_ln<’y‘ixi<t—r3~v(t—r))>dr
Yixiv

1, __ h3 —nt [ V)i (t )
_aﬁixivjo gme ( v, -1

n(2557))

X J:i fi(») e_miTH< ( (Fx; (t = 1))
x (-7
X (y,.fﬁ)fl) dr

+éﬁi£ﬁ Jh3 g(r)e™H <—Vy,~ (t:T) ) dr]

VYi

(48)

Now we show that, if R; < 1, then 21'2:1 ¥, < bfc. Assume
that R; < 1; then

22: kGCEﬁIAI <1 (49)
Zarcd; +af,Gkb ~

From (27) we have

i kGF,3;);
Sard,; + aﬂlrv
(50)
2
_ Z kGcFE,BiA; o
Sarcd; + afcrv
Comparing (49) and (50) we get
2 2
Z kGCF /31 < Z kGCF ﬂl i . (51)
Sarcd; +af,Gkb — Sarcd; + afcrv
Then
V< ﬁ (52)
rc
Using (42) we have
2
Gk V=v< Gkb (53)
r = rc
Then
2
Yy < b (54)
. c

Now if R, > 1, then X;, ¥;,% > 0. It follows that, if R, > 1 >
Ry, then dW,/dt < 0. By Theorem 5.3.1 in [26], the solu-
tions of system (5)—(8) are limited to M, the largest invariant
subset of {dW,/dt = 0}. It can be seen that dW,/dt = 0 if
and only if x; = X;, z = 0,and H = 0: that is,
yix;(t=T)v(t—1) B vy (t—1) 4
yiXiv vy (55)

for almostall € [0, k] .

If x; = X;, then from (19) we have v = ¥ and from (55) we
have y; = ;. It follows that dW,/dt = 0 at E,. LaSalles
Invariance Principle implies the global stability of E,. O



Theorem 5. If Ry > Ry > 1, then E, is GAS.

Proof. We construct the following Lyapunov functional:

_ 2 * Xi I . Vi
W= sin () i (1)
+ Fliﬁixi*v*
b, e (O
X Jo fi(m)e ™ J_TH( ( (x; (£+0))
y (v(t+9))>
X (xi*v*)_1>d6dr

* * % hy
. (ay; +pyiz") J g™

EG 0

XJO H(%ﬁe))d@dr]

Differentiating with respect to time yields

ol

i=1

*>/\ dix; — Bix;v)

1

1 yi* & —miT —
+E(1—;><ﬁijo fi(r)e " x; (t-7)

xv(t—T7) d‘r—ayi—py,»z)

ﬁ’j fi@em

x(xiv—xi(t—r)v(t—‘r)

+x V" ln<—xi t-mvle- T)>>dr
XV

a ks —nt
+ e L g(me

1

x(yi—yi (t-1)+y  In <#)) dr

N PR
+ G L gme
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X <in* -y t-1)z"

+y/z" In (yl(ty,- T)>>dr]

2
x (Zk J gre ™y (t-1)dr - rv)
i=1 70
k

(57)

Collecting terms we obtain

*

2
Ax
= Zyi [/\i —dx; - Gl I dx; + Bix]v
-1

1

B Biy:
Ey

iJi

h;
J fim)e ™ x,t-1)v(t-1)dr
0

a . P . 1, ..
+ =y, + =y, 2+ =B;x.v
Fiyt Fiy, Fiﬁ,z

K —m;T xi (t - T) V(t - T)
XJO fi(r)e IH<T>dT

*orhs (t —
+%J g(T)e_"Tln<—y'(t T)>d‘r

EG Jo Vi
+Iﬂj g(T)e_mln<M>dT —rv
EG Jo Vi
* 2 h3 .
- V_ij g (1) e—m’yi (t—‘r)d‘r+rv*—pz v
via Jo 2
v gk * pz"
_ (- p
V ajo g(T Pyl( T)Z T+ " rv
kGpb kGpb
_RGpY | RGPY
ac ac
(58)

Using (19)-(21), we have equalities

2

* v
= (&)= 236k
v -1

* 2
Pz . kG Vi
=Y —pyz Z Py z"
a i1 4 P
pz” _pzl < v) -,
—a rv a rv v PJG Z 5
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kGpb . 2k , b
e S5 By, since Y-

ac a 111 i=1

(%)= Lk

KGpb__ kGpb _,
ac ac

(59)

‘We obtain

o, 5+ Bgv)
Xi

2
7 =Y [dixi* +Bx; v —dix; —
i =2

+dix; + Bx; v — — = Bix; v
1771 1771 v Fill
h. *

i e Vi (E—T)Vv(E—-T
<[ e B DYeD,
0 yixiv

ay*  py
ay; Pz
F, F

1 1

+

1 . .k .
Lo [ e

F
Xh,(w)d,
x;v

h3 . —_
+ AJ g(r)e_mln<—y’(; T)>dT

FEG
*z* (h t—
+_py,z Jsg(r)efmln(y’( )>dr
EG Jo Yi
ayz v ayi* J-h3 ( ) nt
F v EGJl 7'7°
yt-1)v
yiv
LYl _piE
F, F v
A (t — *
iz J g(T)e_myl( OV
EG Jo yiv

+P)’i*Z* _piz + pyiz ] ‘

1 1 1

(60)

Then collecting terms of (60)

Wl (-5 (-5)
- 1- 20
Sl (35 e (5

v
+ Bixi vt —

v*

1 b
— _ﬁix;"v* J fz (T) e—mi‘r
F, 0

Fx (- t—
Y x; (E—1)v( T)dr

v

2 * * %
+E(a)’i +py; z )
1 hi
By | @
0

E;
Xln(w>d,
X;V

T

hs
G (ay; +py/2") J ge”
0

x In <y,(t ﬂ)dr
Yi

T

h3
G (ay; +py/2") J gme”
0

x—yi(t:T)V dr

yiv
1 % * % v
@ ) 2.

(61)

Using the following equalities:

- 1 * %
Bix; v :F(a)ﬁ +py;z"),

x; (t-1) v (t-7) yix; (t-1)v(t-7)
In < ) =In < >

* ok
x;v Vix[v

+ln<x—i>+ln<v—}f), i=1,2,

X; VY

(M) (20 ) (20
Yi Vi VY

(62)

we obtain

dW2 i

; -xi) * ok

-— |+ Bx;v
-1 [ < XX o
1-—)+2
(1-2) +2ps

R o
L [ e
F, 0

*x. (t — t—
y; x; (E—1)v( T)d‘l’

* %
Yix; v
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1, o -
+ Fﬁixiv J fi(r)e ™"
i 0

><<1n<yi*xi(t_T)V(t_T)>
YV
+ln<x—i>+ln(v—}f))d1
X; vy
1 hs
+ aﬁixi* v L gme™
><<ln<v*i>
V)i
+ln<—v yi(t*_r)))dr
VYi

hy *u (f —
_éﬁixi*v* L g (1) e_m—v yl‘/ii* 2 dT] .

(63)

Equation (63) can be rewritten as

aw, ¢ X, x
72 Ndoxk(2 - L -t
dt ;))l[ l'xl( xi -x,*)
* % x;k x‘*
B [ —1-In( 2t
fjlxlv <xi n(xi>>

1, .M -
L A
Fi 0

1

X(J’;’*xi (t-1)v(t-7) B

yix;v*

(),
yix;v

1, ..
—aﬁixiv L g(r)e

X(V*)’i(t—‘f) -1

*

VYi

“In (—V*” ¢-7) )) dr]
VY

2 ~x) *
= _Z% [diw + ﬁixi*V*H<x_l>
Xi

i1 Xi

1, o (M o
+F,8ixiv J fi(m)e ™"
i 0

xH(yi x; (t-1) v (t-7) ) e

* ok
Yixi v
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1 P
+ E/Sixi v
s -nt V* )’ (t - T)
XJ g e "H| ——— |dr|.
0 Vyi
(64)
It can be easily seen that, if x/,y",v" > 0,i = 1,2,

then dW,/dt < 0. By Theorem 5.3.1 in [26], the solutions of
system (5)—(8) are limited to M, the largest invariant subset
of {dW,/dt = 0}. It can be seen that dW, /dt = 0 if and only
if x; = x; and H = 0; that is,

yix;(t—1)v(t-1) Viyt-T1) )
yixiv* vy; (65)

for almostall T € [0, k] .

If x; = x;, then from (19) we have v = v* and from (65) we
have y = y*. Moreover, from (20) we have

4F.x4*v*
_, BExY e .

0= BFx; v —ay/ —py z .
1 1 1 pyl P

(66)

Hence dW,/dt = 0 at E,. LaSalle’s Invariance Principle
implies the global stability of E,. O

2. Conclusion

In this paper, we have proposed an HIV infection model
describing the interaction of the HIV with two classes of tar-
get cells, CD4" T cells and macrophages, taking into account
the CTL immune response. Two types of distributed time
delays have been incorporated into the model to describe the
time needed for infection of target cell and virus replication.
The global stability of the three steady states of the model
has been established by constructing suitable Lyapunov
functionals and using LaSalle’s Invariant Principle. We have
proven that

(i) if Ry < 1, then the uninfected steady state E,, is GAS;

(ii) if Ry > 1 > Ry, then the infected steady state without
CTL immune response E; is GAS;

(iii) if Ry > Ry > 1, then the infected steady state with
CTL immune response E, is GAS.
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