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The stability and bifurcation analysis for a delay differential equation of hepatitis B virus infection is investigated. We show the
existence of nonnegative equilibria under some appropriated conditions. The existence of the Hopf bifurcation with delay 7 at the
endemic equilibria is established by analyzing the distribution of the characteristic values. The explicit formulae which determine
the direction of the bifurcations, stability, and the other properties of the bifurcating periodic solutions are given by using the
normal form theory and the center manifold theorem. Numerical simulation verifies the theoretical results.

1. Introduction

Recently, a hepatitis B virus (HBV) model with time delay that
was proposed and investigated in the literature [1-4] caught
the attention of a lot of mathematicians. In practice, the HBV
model has suffered time delay caused by the HBV incubation
period, which varies from 45 to 180 days, and the delay in
viral shedding which both suggest that viral production delay
may significantly impact infection dynamics [1]. Precisely, the
HBV model with time delay reads as the following:

dx(@®) _ Bx(®)v®)
U S
de(t) Bx () v (t)
& O ey
[a’e_de(t—T)v(t—T)
_x(t—T)+e(t—T)+y(t—T)’
dy(t)  Pe¥x(t-nv(t-1)

dt  x(t-1)+et-1)+y(t-1) —ay(t),

dv(t) B
4 ky (t) — pv (1),

)

where x(t) and y(t) represent the number of uninfected cells
and infected cells, respectively. e(f) represents the number of
exposed cells, that is, the cells that have acquired the virus but
are not yet producing new virions. v(¢) denotes the number
of free virions. 7 is the time delay for virion production. Here,
the positive constant A is the rate at which new uninfected live
cells are generated. The positive constant d is the per capita
death rate of uninfected live cells. Infected live cells are killed
by immune cells at rate ay and produce free virions at rate
ky, where k is what so-called “burst” constant. Free virions
are cleared by lymphatic and other mechanisms at rate pv,
where y is a constant. 8 > 0 is an incidence rate coefficient
describing the infection process. The initial conditions for the
system (1) are

x(s) = x0 (8), y(S)=y(s),

v(s)=uy(s), sel[-1,0],

2)

0
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—e X0 (8) + o () +eg(s)



where x,, ¥,, and v, are nonnegative functions. Based on
some observations of virus particles v, the system (1) is
simplified in [1] as the following:

) . Ry
a O Ry or
de(t) Brx (1) y ()
KA EGES )

,Bke_dfx (t-1) - ®
y(t—-1)

S ulx-DryE-0]’
dy(t)  Phe " x(t—1)y(t 1)

dt  ulxt-10+y@E-1)] ey (D).

A direct computation shows that the basic infection repro-
duction number for the system (2) is

k e—d‘r
R, = PR (4)
ap
For the sake of simplicity, let x = x — (A/d), and the system
(3) is equivalent to the following system:

w0 o PREO D]y
PR U6+ Md) +y )]
de®) _ - BRIE® + (M/d)] y ()
i O RO WD+ y 0]

e ) (5)
PR X (-1 + W) y(t-1)

ulxt-1)+@A/d) +yt-1)

dy(t) _ pre ™ [X(t-1)+ V)] y(t-7)
dt plxt-1)+A/d) +yt-1)]

ay (),

which has two equilibria: the infection-free equilibrium E ; =

(0,0,0)" and the infected equilibrium E* = (x",e", y*)",
where

. A
d +ae® (R, - 1)

¥ =(Ry—-1)x".

The following results, Theorems 1 and 2, come from [1].

x —&
F

Theorem 1. If R, < 1, the infection-free equilibrium E ¢ of the
system (5) is globally asymptotically stable.

Theorem 2. If R, > 1, the chronic infected equilibrium E* of
the system (5) is locally asymptotically stable.

The initial conditions for the system (5) are
(91 (0),9,0),y(0)) € C, =C([-7,0],R},),
0. (0)>0, w(0)>0, k=1,2,

where R?, = {(x, %, %;) € R® : x; > 0, k = 1,2,3}.
It is straightforward to show the following.

7)
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Lemma 3. The solution of (5) with an initial condition (6) is
nonnegative for all t > 0.

It is well known that the studies on the dynamical systems
not only include the discussion of stabilities, attractivity, and
persistence, but also include many dynamical behaviors such
as periodic solutions, bifurcations, and chaos. Particularly,
the properties of periodic solutions appearing through the
Hopf bifurcation in delayed systems are of great interest [5—
7]. In the present paper, our main objective is to investigate
the bifurcation phenomena of the modified hepatitis B virus
(HBV) model with time delay 7.

This paper is organized as follows. In Section 2, by
analyzing the characteristic equation of the linearized system
of the system (5) at the equilibria, we discuss the stability
of the origin and the positive equilibrium and the existence
of the Hopf bifurcations occurring at the chronic infected
equilibrium. In Section 3, the formulae determining the
direction of the Hopf bifurcations and the stability of bifur-
cating periodic solutions on the center manifold are obtained
by using the normal form theory and the center manifold
theorem due to Hassard et al. [8]. To verify the obtained
results, some numerical simulations are included in Section 4.
The paper ends with a brief discussion.

2. Stability of Equilibria and Existence of
the Hopf Bifurcation

In this section, we will investigate the stability of the equilibria
and the existence of the Hopf bifurcations occurring at the
chronic infected equilibrium. Then, it is easy to check that the
system (5) has an equilibrium E f(O, 0,0) for all nonnegative
parameters. The characteristic equation of (5) at E is

—dr
(z+d)2<z—'8k; +a):0. (8)

Hence, E isasaddle with dimW*(E;) = 1, dimW*(Ej) = 2
forR, < 1, W*(E f) and W*(E f) are the local unstable and sta-
ble manifolds of E, respectively. E is locally asymptotically
stable for Ry < 1. In fact, E is globally asymptotically stable
for R, < 1, see [1, 4].

Now, we will investigate the stability of the chronic
infected equilibrium E*. Linearizing the system (5) at E*
yields the following linear system:

dx () _ Bky” ()
= _dx(t) -
P {;4 [ 0+ W)+ y* 0]
BRI @+ )]y @) }E ®
ulx () + (Ad) + y* ()
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B { Bk [x* () + (\/d)]
plx* (8) + (A/d) + y* (1)]
Bk @)+ (V)] y* (t)} "
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ulx () + (A/d) + y* (t)]
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9

whose characteristic equation reads as

Z2+Qd+A+a)Z"+[dQ2a+A+d) +aAlz+ad(d+ A)

=Be e [2% + 2dz + d*],
[
(10)

3
with
_ Bky” @)
plx* @)+ A/d) + y* (1)]
Bk )+ V)] y )
ulx* (8) + A/d) + y* ()]
(1)

_ BRI 0 + )]
wlx (6 + (A/d) + y* (0)]
PR @0) + WD)]yt 0)
ulx* (&) + (A/d) + y* ()]

For 7 = 0, characteristic equation (10) reduces to
Z2+Q2d+A+a)2"+[dQa+A+d) +aAlz+ad(d+ A)

= B(z2+2dz+d2).
(12)

By the Routh-Hurwitz criterion, we know that all the roots
of (12) have negative real parts, that is, the chronic infected
equilibrium E* is locally asymptotically stable for T = 0. We
now give a definition, which can be found in [2, 9].

Definition 4. The equilibrium E* is called asymptotically
stable if there is an € > 0 such that

sup [y (0) = xg| + |92 (6) - x]

+w (@) -y*|] <e
7<6<00 |I// 4 |] (13)
implies that
Jim (xo (6,2, (1), y () = (x5, %157, (14)
where (x,(t), x,(t), y(t)) is the solution of the system (5) with
an initial condition (6).
Song et al. [10] investigated the distribution of roots of the
following equation:

2 +mz’ rmz+my+e s (nzz2 +mz+ no) =0, (15)

where m;,
(15) reduces to

n; € R(j =0,1,2) and Z?zonﬁio. When 7 = 0,

2+ (my +ny) 2>+ (my +n)) z+ny = 0. (16)
Obviously, iw (w > 0) is a root of (16) if and only if w satisfies

3. 2 .
- w’i — myw” + mwi+m

i (17)
+ (—nzw + nwi + no) (coswt —isinwt) = 0.
Separating the real and the imaginary parts, we have
2 2 .
Myw” — My = —M,w" COS WT + MW Sin WT + 11, COS WT,
(18)

3 2 . .
—W +MmMw = —N,w SINWT — 1w COSWT + N SIN WT.



Squaring the two equations and adding them give
@’ + pw* + qw’ +1 =0, (19)

where p = m —2m, —n3, q = m’ — 2mym, + 2nyn, — -, and
r= m(z) - n(z). Song et al. [10] obtained the following results on
the distribution of roots of (15) and (19).

Lemma 5. For the polynomial equation (19),

(i) ifr < 0, then (19) has at least one positive root,

(ii) ifr > 0and A = p2 —3q <0, then (19) has no positive
roots,

(iii) if r > 0 and A = p* — 3q > 0, then (19) has positive
roots if and only if z7 = (—p + V/A)/3 and h(z}) < 0,
where

h(z) =2 + pz2 +qz+r. (20)

Lemma 6. For the transcendental equation (19),

(@) ifr > 0and A = p* - 3q < 0, then all roots with
positive real parts of (19) have the same sum as those of
the polynomial equation (16), for all T,

(i) ifr <Oorr = 0,A = p*~3q >0, z} = (~p+VA)/3 >
0 and h(z}) < 0, then all roots with positive real parts
of (19) have the same sum as those of the polynomial
equation (16), for T € [0, 7,).

From Lemmas 5 and 6, we can have the following lemma.

Lemma 7. (i) The chronic infected equilibrium E* of the
system (5) is absolutely stable if and only if the equilibrium E* of
the corresponding ordinary differential equation (ODE) system
is asymptotically stable, and the characteristic equation (10) has
no purely imaginary roots for any T > 0.

(ii) The chronic infected equilibrium E* of the system (5) is
conditionally stable if and only if all roots of the characteristic
equation (10) have negative real parts at T = 0 such that the
characteristic equation (10) has a pair of purely imaginary roots
iw,.

Then, one turns to an investigation of local stability of the
chronic infected equilibrium E” in the case of Ry < 1.

Theorem 8. For R, < 1 holds, there exists a sequence of values
for T:

Ty <T << T < 1)

such that (10) has a pair of purely imaginary roots iw, when
T=1,k=0,1,2,.... That is, the chronic infected equilibrium
E* of the system (5) is conditionally stable.

Proof. From the above arguments, we know that all roots of
characteristic equation (10) have negative real parts at 7 =
0. Next, we will show that there is a unique pair of purely
imaginary roots iw, (w, > 0) for characteristic equation (10).
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Assume that for some 7 > 0, iw (w > 0) is a root of (10),
which implies that

—iw - (2d+A+a)w* +[dQa+A+d)+aAliw

. (22)
+ad(d+ A) = Be “Te [—w2 + 2diw + dz] )

Note that A > 0, B > 0 because of the positivities of the
parameters A, p, k, f3, d and the properties x*(¢) + (A/d) <
[x* () + A/d) + y* (O], y™ () < [x" (1) + (A/d) + y*(1)].

Separating the real and imaginary parts and using Euler’s
formula give

—Q2d+A+a)w’ +ad(d+ A)

=B (d2 - wz) ¢ %" cos wr + 2Bdwe " sin wr,

(23)
—w+[dQRa+A+d) +aAlw
= 2Bdwe ™" coswr — B (d2 - wz) e ¥ sin wr,
which is equivalent to
W + po* + qw’ +7 =0, (24)

where
p=0Qd+A+a)-2[dQa+A+d) +aA]
=A2+2d2+a2+2dA>0,

q=1dQa+A+d)+aAl’-22d + A+a)ad (d + A),

r=—e " [Bz(d2 - w2)2 + SBzdz] <0.

(25)
In order to solve (24), we first consider the following:
@ + pw* + qw’ + 7y =0, (26)
where
ro = - [B(d* - «?)" + 8B%%] < 0. (27)

By Lemma 5, there is a unique positive w, satisfying (26).
From (26), we get the corresponding 7, > 0 such that (26)
has a pair of purely imaginary roots

TIL = wioarccos { (ad d+A)-Q2d+A+a) wé - wg
+[d(2a+A+d)+aA]w0)
(28)

><(Bz(al2 - w2)2 + 8B2d2>_1} + Zj—:

(k=0,1,2,...).

Therefore, by using Rouché’s theorem [3], there is a unique
positive 7, = T,i + o(1/k) satisfying (26), that is, the
characteristic equation (10) has a pair of purely imaginary
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roots of the form +iw, ask — ©o0. By Lemma 7, we complete
the proof of Theorem 8.
Next, we turn to show that

d(Re )
dr

> 0. (29)

T=Ty

This will signify that there exists at least one eigenvalue with
positive real part 7 = ;.. We first consider the following:

Z2+Qd+A+a)Z*+[dQ2a+A+d) +aAlz+ad(d+ A)

= Be ** [22 +2dz + d2] )
(30)

Differentiating (30) with respect to 7, we have

<%)_1 3 322 +2(A+2d+a)z+ [d(2a+ A +d) + aA]
dr ~Bz(d + z)’e ="
e “"B(z + d)* B
—Bz(d + z)*e="

27" B(z+d)
—Bz(d + z)%e =T

((d+z){3z2+2(A+2d+a)z
+[dQRa+A+d)+aA] })
X (—Bz(d + z)3e_”)71

B 2 B(z+d)? T

=-(d{38+2(A+2d +a)z
+[dQa+A+d)+aAll)
x(d+2)[Z+Qd+A+a)Z
+[dQa+A+d)+aAlz
vadd+4)])"
~ (£ -[d@a+A+d)+aA]z-2ad(d+ A))
x(d+z) [ +@d+A+a)Z
+[dQa+A+d)+aAlz

rad@d+a)])"

(31)

For the sake of simplicity, leta;, = A+ 2d +a,a, = d(2a +
A+d)+aA, and a; = ad(d + A), and (28) can be written as
follows:

da\ 7! d{3zz+2alz+a2}
<$> T @d+2) [+ a2 +ayz +as)

22 - a,z — 2a; T

Cd+z) [P rarazta] z

—(3d+1)2’ - (2ayd - a,)) z - (a,d — 2a;) T

(d+2)[2°+a,2% + ayz + a3 z
(32)
Therefore,
ign dRed) = sign Re(g)_1
8 ar | 8 ar) |
=T}
, ~(Bd+1)2* - 2a,d - a) z - (a,d - 2a;)
= sign Re
(d+2)[2%+a,2% + ayz + a5

-
- signRe {( ([Gd+ D)} —i(2a,d - @)
— (a,d - 2a;) | (d - iwy))
<( (@ )
(e - i)’ + (oo -)"]) )
< [( - ) - aon - })])

(3d + 1) ) + p*w; + Bd*w}

= si 0.
e { (@ + @) [(@2 - a,@2)’ + (a0, - @3)'] } ’
(33)

This root of characteristic equation (9) crosses the imaginary
axis from the left to the right as 7 continuously varies from a
number less than 7, to one greater than 7 again by Rouché’s
theorem [3]. Therefore, the transversality condition holds,
and the conditions for Hopf bifurcation [11] are then satisfied
at T = 73. In conclusion, we have the following stability and
bifurcation results to (5).

Theorem 9. Suppose that R, < 1 holds. Then, for each fixed
T > 0, there exists a sequence of values for T:

Ty < Ty <o < T <ooey (34)

such that the positive equilibrium E* is asymptotically stable
when T € [0,7,), and unstable when © > t,. Furthermore,
(5) undergoes a Hopf bifurcation at E* when T = 1, = 1, +
o(1/k), k=0,1,2,..., where ‘r,i is defined by (28).



3. Properties of the Hopf Bifurcations

In this section, we will study the properties of the Hopf
bifurcations by using the normal theory and the center
manifold theorem due to Hassard et al. [8]. Let x; = x — x*,
X, =e—e',x;=y-y",X%(t) = x;(zt), T = ;.- +9,and Y e R =
(—00, 00). Then, ¥ = 0 is the Hopf bifurcation value of system.
We drop the tildes for simplification of notations, then the
system (5) becomes an functional differential equation in
C([-1,0],R%) as

x(t) =Ly (x) + f(9,x,), (35)

where C([-1,0],R%) is the Banach space of continuous
functions mapping the interval [-7,0] into R} x(t) =
(xl(t),xz(t),x3(t))T € R, x,(s) = x(t +s) for s € [-1,0]
andLy:C — R’, f: RxC — R’ are read, respectively, as

-(d+A) 0 -B\ /¢ (0)
L9(¢):(Tk+‘9)< A -d B ><¢z(0)>
0 0 -a ¢ (0)

0 0 0 ¢, (1)
+(1+9) | —Ae™™ 0 Be <¢>2 (—1)) ,
Ae™ ¥ 0 —Be ™ ) \¢5(~1)

(36)

f(‘9> xt)
= (5 +9)
Bk [ (0) + (M/d)] ¢5 (0)
w¢r (0)+(A/d) + ¢, (0)]
Bk 41 (0) + A/d)] §5 (0)  Pe™™ [§ (1) + (A/d)] ¢5 (-1)
wlg O+A/d) +¢5 O] p g (CD+(A/d) + ¢ (-1)]
ke [¢, (-1) + (\/d)] 5 (-1)
ulg (1) + (A/d) + ¢5 (-1)]

(37)

Obviously, Lg is a continuous linear function mapping C into
R?, by the Riesz representation theorem, there exists a 3 x 3
matrix function #(s, 4) of bounded variation for s € [-1,0],
such that

0
Lo@) = [ &1, 69

In fact, we can choose

-(d+A) 0 -B
}’](5,9)=(Tk+9)< A -d B)S(s)

0 0 -a
(39)

0 0 0
+ (e +9) | —Ae™™ 0 Be ™™ |5(s+1),
Ae ™ (0 —Be %

where §(-) denotes the Dirac delta function.
If ¢ is any given function in C and x(¢) is the unique
solution of the linearized equation x(¢) = Lg(x,) of (35) with
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initial function ¢ at zero, then the solution operator T'(¢) :
C — Cisdefined by T(t)¢ = x,(¢), forall t > 0. It is obvious
that T'(¢), t > 0, is a strongly continuous semigroup of linear
transformation on [0,+00) and the infinitesimal generator
AgofT(t), t > 0,is

dé (s)
T, S € [—1,0)

Ag=1q , (40)
J_l dy(s,u)¢(s), s=0.

For ¢ € CY([-1,0], R%), the space of functions mapping
the interval [-1,0] into R® which have a continuous first
derivative also defines

0, se[-1,0)
R = 41
@, 150 “
Then, system (35) is equivalent to
X (t) = Asxt + R‘9xt. (42)

For v € C'([-1,0], (R*)"), the space of functions mapping
interval [0, 1] into the three-dimensional row vectors which
have continuous first derivative defines

dy (s)
—T IS (0,1]

Ag=1 , (43)
J dq" (£,0)¢(-t), s=0,
-1

and a bilinear inner product

N

0
V@9 =700~ | FE-9mes©%
(44

where #(s) = 7(s,0). Then, A(0) and A™ are adjoint operators.
By the discussion in Section 2, we know that z are eigenvalues
of A(0). Hence, they are also eigenvalues of A*. We first need
to compute the eigenvectors of A(0) and A* corresponding
to iw,T, and —iw,T,, respectively. Suppose that g(s) =
(1,a,b)Te“™ is the eigenvectors of A(0) corresponding to
iwy Ty, then A(0)q(s) = iwyTq(s). Then, from the definition
of A(0) and (36), (38), and (39), we have

-(d+A) 0 -B
Tk< A -d B)q(o)

0 0 -a
0 0 0 (45)
+7. [ —Ae ™ 0 Be ™™ |g(-1)
Ae %% (0 —Be %

= iw,1,9 (0) .
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For q(-1) = q(O)eii“’UT", then we obtain

1 A(d-iwy) (a+iwy)

=-1+—=+
PET BT T B (@)
(46)
A+d+iw,
o=——.
B

Similarly, we can obtain the eigenvector g"(s) =
D(1, p*,0%)e"™ of A™ corresponding to —iw,;, where

. 1 A(d-iwy) (a+iwy)
p=p=-1+—=+ 2
B B(d* + w?)
(47)
. A+d+iw,
o =0=-——""—-—7—.

B

We need to determine the value of D to ensure that
(9" (5),q(s)) = 1. By (44), we have

4" (©),q())
=D(1,p%0")(1,p, G)T
_ JOI LioB(l,P*,G*)e_iwork(E—s)dn ) (1,p,0)"
« e g

:5[1 + |p|2+ o]

0 .

=D[1+|p] +lof + ™ (A~ Bo) (p* -7")].
(48)

Therefore, we can choose D as

1

" 1+]p|” + [0 + edeioon (A - Bo) (p* - 5)

- (49)

Next, we will compute the coordinate to describe the
center manifold C, at 9 = 0. Let x, be the solution of (42)
when 9 = 0. Define

7
v(t) =(q" (6),x,)» W (t,s) = x, (s) - 2Re{v (1) q (s)} .
(50)

On the center manifold C,, we have
W(t,s)=Ww®),v(),s), (51)

where

W(t),v(t),s)

v? 52 (52)
:Wzo(S)E + Wi, (s) v0 + W, (5)? Foeen,

v and U are local coordinates for the center manifold C; in
the direction of g* and g". Note that W is real if x, is real.
We only consider real solutions. For solution x, € C, of (42),
since 9 = 0, we have

0 (t) = iwyrev (t) + g (0) £ (0, W (v,3,0) + 2 Re {vgq (s)})

=iw,rv (t) +q° (0) £, (v,0).
(53)

For convenience of calculation, let

7" (0) fo (v,0)
2 ) 2— (54)
= fzo% + f11 () vo + fo, (5) % +f21% +oee

On the other hand, it follows from (50) and (52) that

x, (s) = W (v,0,0) + 2Re {vg (s)}
o 7
=W, (s) 5 + Wi, () v0 + Wy, (s) ) (55)

. — T . _
+(1,a,b)Te ™y + (1, a,b) L TR

Notice that

2

$10) = v +7, )T+ Wy (0)
2 (56)

+Wf})(0)va+w(§;)(0)%+---,



2
¢, (0) = g, (0) v+, (0) T+ W2 (0) “? ¢, (-1) =
. (57)
+ W2 (0)vo + W2 (0) % b,
2 ¢, (-1) =
$5(0) = 45 (0) v+, (0)T+ Wy (0) ”7
. (58)
W@ w0 L 5,
11 vy 02 5 by (1) =

Taking (37)

g (0) fo () =g (0) £ (0,x,)
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q, (0) ve T 4 q, (O)Deingg

o2 (59)
+ W) (-1) > w (-1 v+,
g, (0) ve ™0™ 4 g, (0) ve'0 ™0
2 (60)
+ WD (1) > W (-1 v+,
gs (0) ve 070 4 q; (0) ve'0™0
(61)

2
+ W (1) % + W (1) v+,

into account, we can obtain that

_ Bk [¢, (0) + (A/d)] 5 (0)

U [¢1 (0) + (A/d) + ¢ (0)]

=,D(1,5°,5")

P[4 (0) + A/d)] ¢5(0) ke ™™ [ (=1) + (V/eh)] ¢5 (-1)

ulg (0)+ A/d) +¢5(0)]  pl¢y (-1) + (A/d) + ¢35 (=1)]

Bke ™ [¢, (1) + (A/d)] ¢5 (1)

ulp (1) + (A/d) + ¢5 (-1)]
_ Tkﬁ{_ Bk [¢, (0) + (A/d)] ¢5 (0) Lo Pk (¢, (0) + (A/d)] ¢5 (0)

16 0+ M)+ 65 0] F 1wl (0)+ A/d) + s (0)]

plp (1) + (A/d) + ¢5 (-1)]

Tkﬁﬁk

=(p* -1
(p )["Ao

A _ _ (1) 1)2
p +q,(0)v+g, (0)v+W,, (0)?

- Bre ™™ [ (1) + /)] 5 (-1) - Bke @ [, (<1) + (A/d)] ¢ (~1)

ulpr (1) + (A/d) + ¢5 (-1)] }

—2
+ Wl(ll) (0)vv + WO(;) (0) % + .- ]

_ _ v? _ &
x [% 0) v+, (0)T + WS (0) > w2 (0)vo + WS (0) e ]

d

A _ _ v _ 2
x [—+q1(0)v+q1 (0)v+W2(é)(O)E+W1(11)(0)vv+W0(;)(0)?+-~-+q3(0)v

2 —2
+35(0)T + W (0) UE + W (0)vo + WS (0) “? +]

7, Dfke "
[

+(07=p")

d

2 it e 2 _
X [— + g, (0)ve ™™ 4+, (0)Te“™ + WL (0) UE +wl (0)vv+---]

2 —2
x [% 0)ve ™%+, (0) 5™ + WS (0) UE +w® 0)vo+ W (0) % e ]
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A e s 2 T
x| 5+ 0T+, 0 + Wi (0) ”7 + w0y vz + W (0) UE oo

2 —2
+ g, (0) ve ™% +3, (0T + W (0) “5 +w? ©)vo+ W (0) ”7 toel,

where

A _ _ v? _
Ao=|5+a (O)v+7, 0)T + W (0) = + W (0)vo

—2
v — —
+W0(21)(0)?+~--+q3(0)v+q3(0)v

2 2

2 [
v - v
+ Wz(g) (0) > + Wl(f) 0)vo + Wo(;) 0) > Foeen

>

A e R 2
Ay =15+ ay O ve ™ 4 g, (0) T + Wb (0) ”7

—2
+ Wl(ll) (0)vo + WO(;) (0) v? oo

2
— — v
+45 (0) v+, (0)T + WL (0) 5l

—2 2
+ W (0)vo + WS (0) % +o,

(63)

Straightforward calculation leads to

g (0) fo (v,0)
B
= —1) =
(p )/"Ao
<[4 0+ 3,0)6 00 + 50,0000

AV o VLA o
+<E> W20 (O)? + E(ql (O)""h (0))q3 (O)UU

+2Re{§q1 (0) g5 (0)} VU
2
+ <g> W1(13) (0)v17+--~]

7, D ke 4%
pA

(0" -p")

(62)

x [3 (g1 (0) + g5 (0)) g5 (0) vl + g‘h (0) g5 (0) v’

A 2 2 A _
4 <3) WL (1) %+ 5 (4, 0) +.05 (0)) 45 (0) 7
A _
+2Re{2q1 (0) g5 (0)} v
2
+ <3> W1(13) (-1)vv+ ] .
(64)

Comparing the coefficients with (54), we have
. Bk
= — 1 _—
S (P ) ub,
A A
x| 7 (@1(0) +5(0) 45 (0) + 4, (0) 45 (0)
1/A\
3(3)we o]

7, D ke

+(0"=p7)
HA

X [3 (91 (0) +g5(0)) g5 (0) + g% (0) g5 (0)
2
; %(3) wo (—1)],
2 A
Su= d (91 (0) +g5(0)) g5 (0) + 2Re ‘[a‘h (0) g3 (0)}
2
+ (%) Wi (-1) + % (41 (0) + 45 (0)) g5 (0)

A A\
+2Re {qu (0) g, (0)} + <5) w (-1),

N
foo=(p _I)E
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A _ _ Ao
><[3(q1(0)+q3(0))q3(0)+qu(O)qg(O)

1\2 7

+ <E) w2 (0) ?]

7, Dfke "
HA

o p)
<[5 ©0+2,0)3,0+ 52,070
o]
fu= (-0 I
<[5 ©+3,0)8,0+ 57,070
e

7, Dfke "

+(0"=p7)
( HA

|3 @0+7,0)3,0+ 53,030
2
]

Since W,,(s) and W, (s) are in f,;, we still need to compute
them. From (40) and (44), we have

(65)

W =% -0g-0vq

_ {AW—ZRe 7O fae},  sel-1,0), 60
AW -2Re{g" (0) foq(s)} + fo» s=0,

that is,
W = AW + H (v, 7, 5), (67)
where
o 7
H (v,v,s) = Hy; (s) 5 + H,, (s)vv + Hy, (s) 5 + e
(68)

Substituting the corresponding series into (67) and compar-
ing the coefficients, we have

(A = 2iwy;,) Way (s) = —Hyq (s),

(69)
AW, () =-H; (s), ...
From (67), we know that for s € [-1,0),
H(,0,5) =-7"(s) f,q(5) = q" (s) f,d (s)
(70)

=-f0)q(s) - f(©0)q(s).

Journal of Applied Mathematics

Comparing the coefficients with (68) gives

Hy, (8) = —f50q (s) - 702@ (),

- (71)
Hyy () ==f119(s) = f1,9(s).
From the definition of A and (69) and (71), we obtain
W20 (8) = 2iwyT W (8) + [0 (s) + 702q (s). (72)
For q(s) = (1, p, 0)Te ™ hence
i Wy Ty S
W (s) = fao q(0) ™
Wy Tx
_ (73)
lf —iWy T S—= 1wy Ty.S
+ —3w0°12_kq(0)e oG (s) + E1e2 k2

where E; = (E?), Eﬁz), E§3)) is a constant vector. Similarly, we
know that

i W TS 1,? —iwy TS —
Wi, (s) = —ﬁq(O)e k4 K_ll_;q(O)e g (s) + E,,
(74)

where E, = (E(l), Egz), Ef)) is a constant vector.
In what follows, we will calculate E, and E,. From the
definition of A and (69), we have

0
J_1 dn" (s) Wy (s) = 2iw, 1 Wy (0) — Hyg (0), (75)

0
|| @ W =-m, 0, 76
where #(s) = #(s,0). When s = 0, we obtain that
H (v,3,0) = -2Re{g" (0) foq (0)} + fo

_ (77)
= -4 (0) £,9(0) —q" (0) £,g(0) + f,

that is,

2 —2
v _ v
HZO(S)? +H, (s)vv+H02(s)?+~--

2 -2 2—
=—-q (0) (fz()v? + fll (S) V0 + fOZ (S) U? + f21¥ .. )

2

— — _ -2 2—
-q(0) (fzo% +f () vv+ fi, (s) % +f21% )

+ for
(78)
with
_ Bk[ (0) + (A/d)] $5 (0)
w [y (0) + (A/d) + 5 (0)]
_ Bk [¢, (0)+(A/d)] $5(0)  Phe™™™ [¢y 1) +(A/d)] b5 1)
Jo=1 -

ulo (0+V/d)+¢5(0)]  pldy C+(A/d)+¢5E1)]

Bke™¥ [¢, (=1) + (A/d)] ¢, (1)
Wlgs (D) + (A/d) + ¢ (-D)]

(79)
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From (50), we have

1 1
v? v
2 _
fo=| fa |V+| f& o+, (80)
3 3
v? vo

where

_ Pk

|50 0+ 4:0)5: 0+ 50,04, 0)

+l(&>2
2\d

( f20 =204 (0) e"‘-’oTkS f02 q (0) e—zwg‘rks— (S)

Wy Ty Wy T,

+ Eleziwg‘rks)] ,
2= PR o 0) 445 0) g5 0+ 2, (045 (0)
fuz—M— 7@ (0)+45(0)) g5 (0) + =4, (0) g5
S(5)
"2\a
(fzo
Wy Ty

1
fvz =

(81)

elworks f02 —2 4 (0) e—zwg‘rks— (S)

3w, Tk
+ E1e2iw01k5>]
A
v (1 (0) + g5 (0)) g5 (0)
A A\
+2Re {qu 0) g; (0)} + (E) w (-1)

2iwy Ty + (d + A) 0
A(e e — 1) 2iwyT +d

_Ae—d‘rke—Zin‘rk 0

2iw, T, +a + Be

1

+ % (91 (0) + g5 (0)) g5 (0)

A A\’
+2Re{3q1 (0) g <0)} +(3) Wy (-1),
(82)
k —d‘rk
ffz = _iz— [g (91 (0) + g5 (0)) g5 (0) + 3‘11 (0) g5 (0)
-1

+1<A>2
2\d
< f20 q(O) leTkS

foz
3

+ Elemworks)] .

By (70) and (71), we have

Hyo (s) = = f509 (s) — 70221 () + fu>

Hyy () = —f119(s) _THZI(S) + fupr

For iw,t; is the eigenvalue of A(0) and g(0) is the
corresponding eigenvector, we obtain

20 g
(83)

(84)

0 .
[iworkl - .[—1 e dy (s)] q(0) =

. (85)
[—iworkl - I e gy (s)] 7O =0
-1
So substituting (66) and (73) into (68), we obtain
fo
0 ’
[Ziworkl - J P dy (s)] E,=| fi | (86)
-1
fo
that is,
B fi
B ( 4Tk 21007 _ 1) E, = fv22 . (87)

—dry, e—Ziwork 3

It follows that
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fo 0 B
1 .
Egl) = MI det f32 2iwy Ty +d B (efdrke—ZszTk B 1) ’
f32 0 ZinTk +a+ Be_di e_Zionk
2iwy Ty + (d + A) fvlZ B

1 . ,
Egz) =L det| A (eidiefz’“"’T" - 1) ffz B (eidiefz’“"’T" - 1) , (88)

—Ae™ kg 20T sz 2iw,T;, + a + Be ke M

2iwy Ty + (d + A) 0 fo:

@ _ 1 —dr, -2 . 2
E; —Edet A(e ke ’“’“T"—l) 2iwgT +d f |,

_Ae—d‘rke—Zin‘rk 0 f32
where
2iwy Ty + (d + A) 0 B
M, =det| A (e_drke_Zi“’UTk - 1) iyt +d B (e_drke_Zi“’OTk - 1) . (89)

—Ae ¥k g0k 0 2iw, Ty +a + Be g2

Similarly, substituting (67) and (74) into (69), we get

Lo B

(1) 1 2 —d1, _—iw,T,
E;7 = — det d B(e ke — 1 ,
M ( )

3 —dt ~i
5 0 a+Be “Tke 0
(d+A) fis B
1 i i
Egz) - det! a (e—drke—zwork _ 1) 55 B (e’dfke’“%fk _ 1) , (90)

A AT iy Ty 3 —dTty, —iwy Ty
Ae ke fiz a+Be e

d+A) 0 fi

¢ _ 1 —~dr i 2
B = - - det Ale e —1) d fz |,

2
3

v

_Ae—d‘rke—zwork 0

where
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(d+ A)

M, = det

_Ae—drke—iwork

Thus, we can determine W, (s) and Wy, (s) from (66) and
(67). Furthermore, we can compute f,; by (55). Thus, we can
compute the following values:

) 2
cu (0) = Zwlofk (fmfu ~2ful’ - @) ' %
Im {51 (0)}
=
Re {A (70)} ©2)

g, =2Re {c(l) 0},

_ Im {c (0)} + 9, Re {)\' (Tk)}
2 Wy T, '

Then from [8], we can give the properties of bifurcating
periodic solution in the center manifold at the critical values
7. More specifically, we have the following theorem.

Theorem 10. The properties of the Hopf bifurcation are deter-
mined by the values in (75).

(1) 9, determines the directions of the Hopf bifurcation:
if 9, > 0@, < 0), then the Hopf bifurcation is
supercritical (subcritical), and the bifurcating periodic
solutions exist for T > 1, (T < T3.).

(2) 9, determines the stability of the bifurcating periodic
solutions: the bifurcating periodic solutions are stable
(unstable) if 9, > 0 (9, < 0).

(3) T, determines the period of the bifurcating periodic
solutions: the period increases (decreases) if T, >
0 (T, <0).

4. Numerical Simulations

As an example, we consider the system given in [1] with A =
15x10° d = 0011, 8 = 9.8 x 1077, k = 150, a = 0.1,
and u = 0.67, then, there is a chronic infected equilibrium E*
which satisfies the conditions indicated in Theorem 9. When
T = 0, the chronic infected equilibrium E* = (-1.3515 x
107,-1.0120 x 10°,1.2090 x 10°) is asymptotically stable
(see Figure 1(a) which is the amplified part of Figure 1(b)
during time interval [0, 30]). It follows from the discussion in
Section 2 that w, = 0.6029, 7, = 8.1786 and A(7,) = 0.2103 —
0.3942i. From the formulae (92) in Section 3, it follows that
¢,(0) = -0.1052-0.30614, 9, = 8.2963 > 0, 0, = —0.2103 < 0,
and T, = 1.6737 > 0. Thus, the chronic infected equilibrium
E* is asymptotically stable when 0 < 7 < 7 as illustrated by
the computer simulations (see Figures 2 and 3).

A (e—d‘rke—iwo‘rk _ 1) d B (e—d‘rke—iwo‘rk _ 1)

13

0 B
o1

0 a+ Be @k 0%

x100
12

10

-2

0 500 1000

()

1500 2000

x10°
12

10

0 5 10 15 20 25 30
(b)

FIGURE 1: The response of the initial data

(1.2¢7,1.8¢6, 6¢5)7, when T = 0.

system (5)

When 7 passes through the critical value 7, E* loses
its stability, and a Hopf bifurcation occurs, that is, a family
of periodic solutions bifurcate from E*. Since 9, and 0, =
-0.2103 < 0, the Hopf bifurcation is supercritical, and the
direction of the bifurcation is T > 7, and these bifurcating
periodic solutions from E” at 7,, are stable, which are depicted
in Figures 2 and 3.

In Figure 4, we try to reflect the changes of stability of
chronic infected equilibrium E* as 7 increases from 0 to 9. In
Figure 4, each vertical blue strip corresponds to component
of x(t), e(t), and y(t) at each 7, respectively. From Figure 3,
we see thatif T € (0, 8.1786 4293), approximately, the vertical
amplitudes of x(¢), e(t), and y(f) are as small as a point,
suggesting that E* is asymptotically stable; if T increases, the
vertical amplitudes of x(t), e(t), and y(¢) will become larger
and larger, showing that E* becomes more and more unstable.
In particular, if T = 8.1787, points are well distributed
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x10° (x(t), e(t), y(t)) phase space plot of system (5)

1.5

—

o
n

Solution y
)

=

~15 \ \ .
0 500 1000 1500 2000

Time t

— x(t)
— e(t)
— y®

FIGURE 2: The response of the system (5) initial data

(1.2¢7,1.8e6, 665)T, when 7 = 8.1786 < 1,.

x108
2

3-phase portrait of system (5)

10
5

2 -5 Time !
x10°

S
0/11 4 'o,, 0
»

FIGURE 3: 3-phase portrait of the system (5) initial data
(1.2¢7,1.8¢6,6¢5)", when 7 = 8.1786 < 7.

around the positive equilibrium, and their amplitudes are all
equivalent. This shows that periodic solution near positive
equilibrium may occur.

5. Conclusions

In this paper, a delay differential equation of hepatitis B
virus infection is formulated. We analyzed the stability of the
equilibria; a sufficient condition was given to guarantee the
global stability of the origin. Local stability of the chronic
infected equilibrium was considered. By choosing time delay
T as a bifurcated parameter, a sufficient condition has been
presented for checking the existence of the Hopf bifurcation.
The explicit formulae determining the direction, stability, and
other properties of bifurcating periodic solutions were given

Journal of Applied Mathematics

%108 (x(t), e(t), y(t)) phase space plot of system (5)
2.5 T T T T T

2 H

1.5 f

1

e
wn

Solution y
(==}

0 100 200 300 400 500 600 700

Time t

— x(t)
— e(t)
— y(®

FIGURE 4: The response of the system (5) initial data

(1.2¢7,1.8¢6,6¢5)", when 7 = 8.21 > 1,

%108 3-phase portrait of system (5)
4

2

Ky x10®
O/Q[Ibq -5

pyme b

FIGURE 5: 3-phase portrait of the system (5) initial data
(1.2e7,1.8¢6, 6eS)T, when 7 = 8.21 > 17,.

by using the normal form theory and the center manifold
theorem. Some numerical simulations were performed to
support the analytical results found. Although bifurcations
in a population dynamics with delay has been investigated
by many researchers. However, to the best of our knowledge,
there are few papers on the bifurcation of delay differential
equation of hepatitis B virus infection dynamics with delay.
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