Hindawi Publishing Corporation
Abstract and Applied Analysis

Volume 2014, Article ID 897280, 10 pages
http://dx.doi.org/10.1155/2014/897280

Research Article

Exponential Stability Analysis for Genetic Regulatory Networks
with Both Time-Varying and Continuous Distributed Delays

Lizi Yin"? and Yungang Liu'

!'School of Control Science and Engineering, Shandong University, Jinan 250061, China
2 School of Mathematical Sciences, University of Jinan, Jinan 250022, China

Correspondence should be addressed to Yungang Liu; lygfr@sdu.edu.cn

Received 23 December 2013; Revised 8 March 2014; Accepted 9 March 2014; Published 6 May 2014

Academic Editor: Sanyi Tang

Copyright © 2014 L. Yin and Y. Liu. 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.

The global exponential stability is investigated for genetic regulatory networks with time-varying delays and continuous distributed
delays. By choosing an appropriate Lyapunov-Krasovskii functional, new conditions of delay-dependent stability are obtained in
the form of linear matrix inequality (LMI). The lower bound of derivatives of time-varying delay is first taken into account in genetic
networks stability analysis, and the main results with less conservatism are established by interactive convex combination method
to estimate the upper bound of derivative function of the Lyapunov-Krasovskii functional. In addition, two numerical examples
are provided to illustrate the effectiveness of the theoretical results.

1. Introduction

From the late 20th century to the early 2lIst century, more
than a decade’s time, life science, especially molecular biology
science, had great surprising changes. The research of genetic
regulatory networks has become an important area in the
molecular biology science and received great attention. There
are plenty of results [1, 2]. Genetic regulatory networks
can be seen as biochemically dynamical systems, and it
is natural to simulate them by using dynamical system
model. There are a variety of models that have been pro-
posed but mainly are the Boolean network model (discrete
model) [3-6] and the differential equation model (continuous
model) [7, 8]. In the Boolean models, each gene’s activity
is expressed with ON or OFF and each genes state is
described by the Boolean function of other related genes’
states. In differential equation model, the variables delin-
eate the concentrations of gene products, such as mRNAs
and proteins, which are continuous values. According to
a large number of biological experiments, we know that
gene expression is usually continuously variable, so it is

more reasonable to describe genetic regulation networks with
differential equation model than with the Boolean network
model.

Gene expression is a complex process regulation by the
stimulation and inhibition of protein including transcription,
translation, and posttranslation processes, and a large num-
ber of reactions and reacting species participate in this pro-
cess. There are fast reaction and slow reaction in real genetic
regulatory systems. The fast reaction includes dimerization,
binding reaction, and phosphorylation, and the slow reaction
contains transcription, translation, and translocation or the
finite switching speed of amplifiers. Due to the slow reaction,
time delays exist in genetic regulatory networks. In [9], there
is a biochemistry experiment on mice which has proved
that there exists a time lag of about 15 min in the peaks
between the mRNA molecules and the proteins of the gene
Hesl.

The emergence of the time delays will influence the
genetic regulatory networks’ dynamic behaviors, which cause
the researchers’ interest. The stability is one of the very
important dynamic characteristics. Hence, it is necessary
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to consider the stability of genetic regulatory networks
with time delay; see [10-16]. In [11], random time delays
are taken into account, and some stability criteria for the
uncertain delayed genetic networks with SUM regulatory
logic where each transcription factor acts additively to
regulate a gene were obtained; asymptotical stability cri-
teria were proposed for genetic regulatory networks with
interval time-varying delays and nonlinear disturbance in
(12]. In [14], authors gave some stochastic asymptotic
stability sufficient conditions for the uncertain stochas-
tic genetic regulatory networks with both mixed time-
varying delays by constructing the Lyapunov functional
and employing stochastic analysis methods. In [15, 16], the
authors studied genetic regulatory networks with constant
delay.

Motivated by the above discussions, we analyze the
exponential stability of genetic regulatory networks with
time-varying delays and continuous distributed delays. It is
worth mentioning that the asymptotical stability of genetic
regulatory networks is studied in most literature; see [17, 18].
But the exponential stability of our research is of better sta-
bility than asymptotical stability. Literature [11] discusses the
exponential stability of genetic regulatory networks with ran-
dom time delays, which are essentially constant delays. Our
paper considers the system with interval time-varying delays
and continuous distributed delays, which is more reasonable
than literature [11]. Literature [19] studies robust exponential
stability for stochastic genetic regulatory networks with time-
varying delays, whose derivatives” upper bound is less than
1. In our models, the derivatives’ upper bound of inter-
val time-varying delays has no limit of less than 1. And
we study the lower bound of derivatives of time-varying
delay to systems stability effect for the first time. In the
theorem for evidence, convex combination and interactive
convex combination method were adopted, which have less
conservatism.

This paper is organized as follows. In Section 2, model
description and some assumptions are given. In Section 3,
several sufficient results are obtained to check the exponential
stability for genetic regulatory networks with time-varying
delays and continuous distributed delays. Some numerical
examples are given to demonstrate the effectiveness of our
analysis in Section 4. Finally, conclusions are drawn in
Section 5.

Notations. Throughout this paper, R, R”, and R™"" denote,
respectively, the set of all real numbers, real n-dimensional
space, and real n x m-dimensional space. Z, denote the set
of all positive integers. || - | denote the Euclidean norms
in R". I and 0 denote, respectively, the identity matrix and
the zero matrix with appropriate dimension. For a vector or
matrix A, AT denotes its transpose. For a square matrix A,
Amax(A) and A i (A) denote the maximum eigenvalue and
minimum eigenvalue of matrix A, respectively, and sym(A) is
used to represent A + A”. For simplicity, in symmetric block
matrices, we often use * to represent the term that is induced
by symmetry.
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2. Problem Formulation
and Some Preliminaries

In this paper, we are devoted to studying the stability to an
autoregulatory genetic network with time delays described by
the following delay differential equations:

1 (t) = —am; () + w; (p, (t = 0 (£)) p, (t = 0 (),
i=1,...,n, (1)

i=1,...,n,

pi () = —cp; (t) +d;m; (t — 7 (1)),

where my;(t)’s and p;(t)’s are the concentrations of mRNAs and
proteins, respectively; g;’s and ¢s are the degradation rates
of mRNAs and proteins, respectively; d;’s are the translation
rates of proteins; w;(:)’s are the regulatory functions of
mRNAs, being generally monotonic to each argument; and
o(t) and 7(t) are time-varying delays.

Assumption 1. o(t) and 7(t) are the time-varying delay satis-
tying

0<o,<0(t) <0, 03 <0 (t) <04 <00,

2)

O<t <7(t) <15, T3 < T(t) <14 < 00,

where 0, 05, 03,04, T}, T,, T3, T, are some constants.

Remark 2. In this paper, the lower bound of derivatives of
time-varying delay is considered for the first time in the
research of genetic regulatory networks. When information
on lower bound of time-varying delay’s derivatives can be
measured, our results are better than the previous works.

In genetic regulatory networks, some genes can be
activated by one of a few different transcription factors
(“OR” logic), and others can be activated by two or more
transcription factors which must be bounded at the same
time ("AND” logic). In this paper, we take a model of genetic
regulatory networks where each transcription factor acts
additively to regulate the ith gene (“SUM” logic) [20]. The
regulatory function takes the. form w;(p, (.t),..., p.”(t)) =
Zj:I wij(pj(t)), and wij(pj(t)) is a monotonic function with
the following Hill form [21]:

o (i 018)"
g NH;
1+ (p; ) /B;)

if transcription factor j isan

activator of gene i, (3)
1

N
"1+ (p;0)/8;)"

if transcription factor j is a

@y (p; () = 1

repressor of gene i,
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where Hj is the Hill coefficient, f; is a positive constant, and
a;; is the constant transcriptionalj rate of jth transcriptional
factor to ith gene.

Therefore, (1) can be rewritten as

i (8) = —am; () + Y by f; (p; (¢ = 0 (1)) + e
j:l

i=1,...,n,

i=1,...,n,

D (1) = —¢ip; () +dim; (t — T (t)),

where fj(x) = (x/[)’j)Hf/(l + (x/,Bj))HJ' is monotonically
increasing function; e;’s are basal rate defined by e; = ¥ iy o
with Uy = {j | the jth transcription factor being a repressor
of the kth gene, j = 1,...,n}; and matrix B = (b;) € R"" is
defined as
(Xij,

if transcription factor j is an activator

of gene i,
0)
Y if there is no link from node j to node i,
o,

if transcription factor j is a repressor

of gene i.
(5)
In the compact matrix form, (4) can be rewritten as
m(t)=-Am(t)+Bf (p(t -0 (1)) +E,
6
p)=—-CP(t)+ Dm(t —7(t)), ©
where
m(t) = [m, @®),....m, )]
p®=[p®...p 0],
Fo®) =A@ )], @
T
e, s

D = diag(d,,...,d,).

A = diag(a,,...,a,), I=e,...

C = diag(cy,...,c,),
In order to get the stability results, the following assump-
tion is necessarily imposed on (6).

Assumption 3. f; : R — R,i = 1,...,n, are monotonically
increasing functions with saturation and moreover satisfy

@ fi®)

i a-b = o

where m; and m; are constants.

Va,beR, i=1,...,n, (8)

Remark 4. In the most existing literature, (8) was strength-
ened to 0 < ((f;(a) — fi(b))/(a-b)) < I, for all a,b € R,
where [’s are positive constant. Therefore, Assumption 1 is
somewhat general and, in fact, similar to that of [12]; see the
discussion below.

The vectors m*, p* are said to be an equilibrium point of
system (6), if they satisfy

0=-Am" +Bf (p" (t—0 (1)) +E,

i . 9)
0=-CP" +Dm” (t —71(t)).
Let x(t) = m(t) — m” and let y(t) = p(t) — p*; we get
x(t) = -Ax(t) + Bg (y (t - (1)),
(10)

y(t)=-Cy(t) + Dx(t -7 (1),

where x(t) = [x,(t),...,x,()]", y(t) = [y, ()..., v,
9y®) = [g®),..., gy, ), and g;(y;,(1) = fi(y;(8) +
P = 1)),

By the definition of g;(:), it satisfies sector condition:
mi_ggi(a)gm;r, i=1,...,n, (11

a

which implies that

gi(a)—m;a S0, m!a - g;(a) §
a a

0. (12)

Let M, = diag(m,,...,m,), M; = diag(mj,...
m = max{|m|,...,|m,|,Im{|,...,|m|}.
The initial condition of system (10) is assumed to be

,m,), and

x()=¢, (), y@®) =y, (), -p<t<O,

(13)
p = max {0,,7,} .

Based on system (10), we also consider the genetic
regulatory networks with continuous distributed delays:

% () = —Ax (£) + Bg (y (t 0 (1)) + W j g (y(s))ds.
t—9(t)
5(6) = ~Cy (t) + Dx (t — 7 (1),
(14)

where 0 < 9(t) < 9.
For completeness, we recall the following definition and
lemmas.

Definition 5. System (10) or (14) is said to be globally
exponentially stable, if there exist constants A > 0 and M > 1,
such that, for any initial value z, ,

“A(t—to)

Iz O < M|z, || e (15)

hold, for all t > 0, where z(t) = [x(t),y(t)]T and ||lz(t)|lo =
sup_,<g<ofllz(t + O, 12(z + O)}.

Lemma 6 (see [22]). For any positive definite matrix M €
R™", there exists a scalar q > 0 and a vector-valued function
w: [0,q] — R"such that

q T q 1 .
<J w(s)ds) M<J- w(s)ds> SqJ- w (s)Mw (s)ds.
0 0 0 16



Lemma 7 (see [23]). Let hy,...,hy : R” — R take
positive values in an open subset D of R™. Then, the reciprocally
convex combination of h; over D satisfies

min 3 )

{ailtxi>0,zi oc,:l} T &

=Dk () + maxy ki () (17)
i Sl
subject to

{ki,ijm — R, kj,i (’7) = ki,j (’7)’

[ S = o}

(18)

3. Main Results

In this section, several theorems are presented of genetic
regulatory networks with both time-varying delays and
continuous distributed delays. Firstly, a globally exponential
stability result is developed for the genetic regulatory network
with time-varying delays.

Theorem 8. For system (10) with Assumptions 1 and 3, the
equilibrium point is globally exponentially stable (that is,
there are two positive constants o« and A such that |z(t)| <
ocef’\tllz(to)llcl, for allt > t,) if there exist positive definite
matrices H,, H,, P, P,,Q;,i = 1,...,7, W, i = 1,...,4, I} =
diag(yi1>---» Y1n)> and I, = diag(yy;, Y225 > Yon)» Stich that,
for any appropriate dimensions constant matrices H,, H;, X, Y,
the following LMIs hold:

w, X w, Y
(X (i)

Q)+, +0; [e7"Q, +e7"Q,] 05
(20)
+0; [e7Qs +e7Qq] 05 < 0,

where Q, = diag(AP, + Q, — ¢"W, — H'A — ATH,,
eMM(Q,-Q,)—e MW, —e MW, e M (1-1,)Qs —e M [(1-
7,)Q, +2W,— X" = X], - VW, W, +(1,-1,)°W,~H. —H,,
AP, +Qu—e "W, —2MTT, My~ HI C~C" ' Hy, —e 71 (Q,~Qs +
W,)—e W, e (1-0,)Qs —e 2 [(1-03)Qs +2W, - YT -
Y] - MIT,My, —™2(Q, + W,), 0?W; + (0, — 0,)*W, - H! —
H,, Q,-2T, e *2Q,(1-0,)—-2T}), Q, = sym(OL e *"W,0,
+ OT'[P, - H' - H'A)O; + OTHIBO,, + O™ (W, -
X)0, + Ofe™*2 X0, + Of'e™*2 (W, - X)O, + OTHI DO +
OTH!'DO,, + OIH! BO,, + Ofe ™ W,0, + OL[P, - HI -
H!ClO,, + OLI\M, + MIT,]0,, + OXe™2(W, — Y)Oq4 +
OFe™%Y0, + OLe ™ (W, - Y)O, + O [[,M, + M1 T,]0,,),

and Oi = [Onx(i—l)n’ Inxn’ 0n><(13—i)n]’i =1...,12
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Proof. Based on system (10), we construct the following
Lyapunov-Krasovskii functional:

V(x@®),y®) =V (x@®),y®)+Vy(x(),y@))
+V5(x(@®),y (),

where

Vi(x @),y ) =x" (t) Pix(t) + y" () Py (8),

Vy (x (1), y (1) = f % (5) Qux (s) ds

t—1;
+ j X (5)Q,x (s) ds
t_

+

T(t)
t—7(t) M t) T
J . (s) Qsx (s)ds

t-7,

t
+ J e’\(s_t)yT () Quy (s)ds
t—o;
M0 )T (5) Qs (s) ds
YT () Quy (s)ds

o MDgT (y(9) Qg (v (s)) ds,

Vs (x (1), y (1))

0 t
A(
| ] me
-1, Jt+0

-1, [t
+ J J (,-1) 05T () W,x (s)ds do
t+6

-1,

O (5) Wy (s) ds dO

0t
+ J j 0, 5T ()W, 9 (s) ds db
t

-0, Jt+0

-0, (t
+ J J (0,-0y)e As= t) O) W,y (s) dsde.
-0, Jt+6
(22)

Taking the derivatives of V;, i = 1,2, 3, we have

Vi (x (1), y (1) = 2x" (£) P () + 2" (£) P,y (1),
V, (x (1), y (1)

t
=-A j X (5)Qx (s) ds
t-1,
t—1,
Y J AT () Qux (s) ds
t—1(t)

t—1(t)
-2 J 5T (5) Q;x (s)ds
t

-1,
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t
ATy ds
t-0,

Dy (5) Qs (s)ds

- Jt oft)

ATy G o ds

A (@) (@)

+x () Qx(t) —e X" (t-1)Qux (t - 1))

v T (- 1) Qux (t—1y)

—e T (- T (1)) Qux (- T () (1 -7 (1)
e X" (t-1,)Qux (t - 1,)

Fe M (T () Qux (- T (1) (1 - (1)

+y" (OQuy 1) — ey (t-0,) Quy (t—ay)
_Ml}’ (t_al)QsJ’(t_Ul)
ey (t -0 (1) Qsy (t—0 (1) (1 -6 (1))

e—/\c/z

+e

yT (t — 02) st (t - 02)
+ eiAalyT (t-o(t) Qéy (t-o(®)(1-¢ (t))

+g (Y1) Qg(y®) -eg"
x(yt-0()Qg(yt-o®))(1-0d(),
Vi (x (1), y (1))

0 t
:—AJ I 7,05 (5 W% (s) ds d6
-1, Jt+0
-1, t
-2 I J (,-1) DT () W,x (s) ds d6
-1, Jt+0
0t
.y J J 0,57 ()W, 9 (s) dsd6
-0, Jt+0

-0, t
“2 J J (o, -
-0, Jt+0

t
+112xT(t)W15c(t)—J 7, 05T (0) W, % (6) d6
t—1;

0,) e () W,y (s) ds do

+ (1, - 1)’ () Wy (1)

t—1,
[ @) @ Wi 0)do
t

-1,

+0fy'T(t)W3y‘(t)—jt 0,57 @)W,y (0) dO

t-o,

+ (0, - Ul)z)}T (O Wy ()
_ rq (0, - 0,) 5T @)W,y (6) db.

(23)

From Lemma 6, we have

t
—J 7,057 (@) W, x (6) dO
t—1,

<—e M [x(t) - x(t—1)]" W, [x (@) -

x(t-1)],

t
IR AONSTIOR

<My -y(t-o)' W [y®) - y(t-0)].
(24)

Meanwhile,

t-1,
—j (1, - 7,) T () W, (6) dO
t

-1,

t—1(t)
<-e'n J (1,
-1,

. JHI (1, = 7,) &7 () Wy (6) d6
t

—7(t)

t—1(t)
= e “ (t,— (1) 5"
-1,

t—1
+ J (t(t) —1) X" (0) W,% (6) dO
t—7(t)

—1,) %" (6) W% (6) dO
) W, % (6) d6

t—1(t)
N J (r(t) = 7,) %7 (0) W, (6) d6
t

-7,

" r (r, - 7(1)) ¥ (6) W, (8) d6
)

" rrl (r(t) = 7,) £¥ (6) W, (6) d6
t

—7(t)
N T(t) -1
—-1(t)

t—1(t)
x j (1, -
t—1,
T, —T(f
,2T®
() -1

(1)) %" (8) Wy (0) d6

X Jt (r(t) - 7,) &7 (@) W, (0)d0 | .
t—1(t)
(25)



By Lemma 6, we obtain that

t-1,
[ )0 @i 6)do
t

<o {%[x (t—7(®)~x(t-5)]"

X W, [x(t -7 (1) - x(t - 7,)]

Lh—T

T
T(t) -1 ]

[x(t—7) - x(t-7()

W, [x(t—‘rl)—x(t—‘r(t))]]».

(26)
And by Lemma 7, we get that
- j:__ (z, = 7,) 04T () W, % (6) dO
<" {x(t-1)-x@-t@)]"
xW, [x(t—1)—x(t-1()]
fxt-r@)-x(t-r)" @
xWy[x@t-1@#)-x(t-1,)]
+2x(t-1)-x(t-1@®)]
xX[x(t-t®)-x(t-1,)] }.
Similar to (27),
PO ATOL
<" {y(t-0) - yt-o@)]"
xWyly(t-0) =yt -o )]
(28)

tyt-o@)-y(t-0,)]"
xWy[yt-o@)-y(t-0,)]
+2[y(t-o0y) —y(t—a(t))]T

xY[y(t-o®)-y(t-0,)}.

By Assumption 3, for any I; = diag(y;,...,V;,) =0, i = 1,2,
the following inequality is true:

- 22%‘1 [9: (yi (©) = m]y; )] [g; (y; ) = m; y; (8)]

izl
- 22)’1’2 [g; (y; (€ =7 () = m] y; (¢ =7 (1))]
i=1

x[g; (vt =7 (@) —m; y; (t =7 (£)] 2 0.
(29)
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It can be rewritten as

~2[g(y () - My ®O]'T, [g(y () - Myy ()]
~2[g(yt-o@))-Myt-o®)] (30)

xI [g(y(t—-0(t))-Myy(t-o(t)]=0.

For any constant matrices of appropriate dimensions H;, i =
..., 4, and from (10), we can obtain that

0=2[x"(®H] +x" () H, |
x [-x(t) - Ax (t) + Bg (y (t - (1)))],
0=2[y" () H; +y" (t)H|
X [-y ()= Cy(t) + Dx (t -7 (1))].
Combining (21)-(31), we have
V(x(®),y®)+ AV (x(t),y (1))
<&m{a+ol e (1) -1,)Q
+e M (7, - () Q] O
+05 [ (6(1) - 03) Qs

+e 7 (0, — 6 (1)) Q| Os} E (1),
(32)

where
Ew=[x"0,x" (t-7),x" t-11),x" (t-1,),
W,y 0,y (t-0),y -0 1),

Y (t-0), 5 0.9 (y®),g" (yt-o@)].
(33)

From (19) and (20), we can see that
V(x®),y®)+AV (x(t),y () <0, (34)

for all nonzero &(¢). Integrating the above inequality (34)
from t, to t gives

V(x®),y®) <™V (x(t), (k). (5
From (21), we know that

V(x®),y®) 2V, (x(1),y ()

> min {/\min (Pl) > /\min (PZ)} "Z (t)”Z’



Abstract and Applied Analysis

V (x(to)» y (o))
< [ Amax (P1) + A (P2) + T Ay (Q))

+ (TZ - Tl) [Amax (QZ) + /Xmax (QS)]
01) [Amax (QS) + Arnax (QG)]
+ UIAmax (Q4) + GZmZAmax (Q7)

+(0y -

1 1 3
+ ETfAmax (Wl) + E(TZ - Tl) Amax (WZ)

1 1
+50f/\max (W) + 5(02 ~01)" A pnax (W4)] “z(to)llzcl'

(36)
Let
Ay = min {A, (P A (P}
/\2 = Amax (Pl) + /\max (PZ) + TIAmax (Ql)
+ (TZ - Tl) [Amax (Qz) + Amax (QS)]
+ (02 - 01) [Amax (QS) + /\max (Q6)]
(37)

+ ol/lmax (Q4) + 02m2/\max (Q7)

1 1
+ ETiAmax (Wl) + E(TZ - Tl)3Amax (WZ)
1 3 1 3
+ EolAmax (W3) + 5(02 - O‘1) /\max (W4) .
Then, by (35) and (36), we have
MlzOF <V (x®),y®) < be ™zt (38)

By (38), we get that

Ay -
lz 1 < 22w, (39)
1

Let « = (A,/A,)"% and, by Definition 5, the genetic
regulatory networks in (10) are exponentially stable.
The proof is completed. O

In the following, we consider the globally exponential
stability of the genetic regulatory networks with time-varying
delays and continuous distributed delays.

Theorem 9. For system (14) with Assumptions 1 and 3, the
equilibrium point is globally exponentially stable (that is, there
are two positive constants o and A such that ||z(t)] <
oce_’\tllz(tO)IICI, forallt > t,) if there exist positive definite
matrices H,, H,, P, P,,S,Q;i = 1,...,7,W,, i = 1,...,4,
I = diag(y;15- - > Y1n)> and I, = diag(y,;, ..., Vo), Such that,

for any appropriate dimensions constant matrices H,, H;, X, Y,
the following LMIs hold:

W, X W, Y
(e (B0

Q +0Q)+ L} [e_)‘TZQz + e_ths] L,
(41)
+ Ly [e77Qs + e Q] Lg < 0,

where ) = diag(AP, +Q, —e "W, ~H! A-ATH,, e "(Q, -
Q,) - et W, - e_ATZWZ, e (11— 7,)Q; — e M [(1- 7,)Q, +
2W, - X' = X1, —e™"W,, W, + (1, - 1,)°W, - HI - H,,
AP, +Q, —e W, —2M!T,M, - HIC - C"H;, - "1 (Q, -
Qs + Wy) — e "W, e 1(1 - 0,)Qq — e 2 [(1 - 0;)Qs5 +
2w, = YT Y] - MIT, My, —e7(Q, + W), 0*W; + (0, —
0,)*W, — HI — H,, Q, — 2T} + 928, —¢ *Q,(1 - g,) — 2T,
—e Mg, —e5), Q) = sym(LTe W, L, + LT[P, - HI -
HIAlLs + ITHIBL,, + LYe ™™ (W, - X)L, + LYe ™2 XL, +
Lie™? (W, - X)L, + L'HI DL, + L'HI DL, + I'HY BL, +
Lie™?W,L, + LE[P,~HI ~H! CIL o+ LE[T,My+ M T} 1L,
+ LY (W, = Y)Lg + LYe ™YLy + LEe (W, - V)L, +
fﬁ[rzl\l/g) +M{ 1L 1,), and Ly = [0, 1y L Onxa5-ns =

Proof. Based on system (14), we construct the following
Lyapunov-Krasovskii functional:

Vix@®),y®) =V (x@®),y®)+Vy(x(),y@))
+V5(x @),y @) +Vy(x @), y(1),

where V) (x(t), y(t)), Vo(x(t), y(¢)), and V;(x(t), y(t)) are
defined as in Theorem 8 and

V,(x (1), y (@)

0t Mooty T (43)
:Js L 6916 g (y(s)Sg (¥ (s))dsdo.
Taking the derivative of V,
(g Mo T
S—/\je Jt 9\916 g (y(s)Sg(y(s)dsde
9, Jer
(44)

+ 929" (y (1) Sg (y (1))

—e™ \ 9,9" ((0))Sg (y(0))do.



By Lemma 6, we get that

V,(x(),y@®)

0t
<-A J. J 9,6"g" (y(5))Sg (¥ (s)) ds db
-9, Jt+6

_ 9%
9,-9()

-9(t) T -9(t)
x ([ g(y(e»de) s(j gy (e))de)
t-9, =9,

e Y

9(t)

x < J:_%) g(y(@))d@)Ts (f_sm 9(y ) d6>

0 t
A [ 8 () g (v () dsao
-9, Jt+0

+979" (y ) Sg (y (1)) —

IN

- 9
+99" (y0)Sg(y(®) - (1 + %)

-9(t) T -9(t)
x (j g(y(e»de) s(j aly (0))d0)
t-9; =9,

et (1 9 —919(t))

s (f_sm 9y ©®) de) -

(45)

g (Lt_s(,) 9(}’(9))019>

Combining (23)-(31), (42), and (45), we get

V(x(6),y(®)) + AV (x(t), y (1))
<fo{a+Li[e™ (1) -1)Q
+e M (1, - 1(0) Qs Ly
+ Ly [e7 (6 () - 03) Qs

+¢7 (0, — 6 (1)) Qg | Lg} &, (1),
(46)

where

=[x« (t-1).x" t-1(),

X (t-1,),% 1),y ),y (t-0),

Y t-o®),y (t-0), 5" ), 9" (y (),
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T

. £-9(t)
g (J’(t—ﬂ(t)))(J 9(y(9))d0> ,
-9,

(f_%) g(y(ende)T] .

By (40) and (41), we get that V(x(t), y(£)+AV (x(t), y(t)) < 0.
Similar to the proof of Theorem 8 we have

(47)

A
= @ < T2t - (48)
1

where A}, = A, + (1/2)m*A .. (S) and A,, A, are defined

as Theorem 8. Let o' = (/\'2//\1)1/2, and, by Definition 5, the
genetic regulatory network (14) is exponentially stable.
The proof is completed. O

Remark 10. In the proof of Theorems 8 and 9, we use
convex combination and interactive convex combination
definition to estimate the upper bound of derivative function
of the Lyapunov-Krasovskii functional and obtain some new
conservative weaker sufficient conditions.

Remark 11. When the lower bound of derivatives
of time-varying delays is  immeasurable, let
t=1(t) y(s— t-0(t) y(s—

Li:z e t)xT(s)Q3x(s)ds = 0 and Lﬂjz M0 yT
(5)Qgy(s)ds = 0 in Theorem 8 (20) or Theorem 9 (41);

our results are true still.

4. Numerical Examples

In this section, two examples are given to illustrate the
effectiveness of our theoretical results.

Example 1. Consider a genetic regulatory network model
reported by Elowitz and Leiber [24], which studied the
dynamics of repressilator which is cyclic negative-feedback
loop comprising three repressor genes (lacl, tetR, and cl) and
their promoters (cl, lacl, and tetR):

%——x + —— +q
a7 L+ yt 0
(49)
d}’i_
E‘ﬁ(xi )’i)-

Taking time-varying delays into account and shifting the
equilibrium point to the origin, one gets the following model:

x(t)=-Ax({t)+Bg(y(t-0o(1)),
y(t)=-Cyt)+Dx(t-71(t)),

(50)

where A = diag(2,2,2), C = diag(3,3,3), D = diag(1, 1, 1),
and the coupling matrix

0 0 -1
B=15x(-1 0 0 ). (51)
0 -1 0
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FIGURE 1: (a) mRNA concentrations x(t). (b) Protein concentrations y(t).

The gene regulation function is taken as g(x) = X/ +
x%), M, = diag(0,0,0), and M, = diag(0.65,0.65,0.65). The
time delays o(t) and 7(t) are assumed to be

o (f) = 1+ 2sin’t, 7(t) = 1 + cos’t. (52)
We can get the parameters as follows:
o, =1, o, =3, 03 = -2, o, =2,
(53)
T, =1 T, =2, T3 = -1, T, =1,

and choose A = 0.5. In accordance with the condition in
Theorem 8, system (50) is exponentially stable. By using the
MATLAB LMI toolbox, we can get the feasible solutions. Due
to the space limitation, we only list matrices P, and P, here as
follows:

7.9997 17.1041 7.9997

17.1041 7.9997 7.9997
P = :
7.9997 7.9997 17.1041

(54)

0.5573 13.8943 0.5573

13.8943 0.5573  0.5573
P, = .
0.5573 0.5573 13.8943

The initial condition is x(0) = (0.3,0.5,0.4)" and y(0) =
(0.2,0.4,0.6)". The simulation results of the trajectories are
shown in Figure 1.

Example 2. In this example, we consider the genetic regula-
tory network (14) with time-varying delays and continuous
distributed delays, in which the parameters are listed as
follows:

A = diag(1,2,3),

0 08 0 (55)
D = diag(0.3,0.2,0.4), B=| 0 0 08],

08 0 0

C = diag(5,4,5),

and g(x) = /(0 + %), M, = diag(0,0,0), and M, =
diag(0.65, 0.65, 0.65). The time delays o(t), 7(¢), and 9(¢) are
assumed to be

o (t) = 0.5 + 0.3sin’t, 7(t) = 0.4 + 0.1cos’t,

(56)
9(t) = 2sin” ().
We can get the parameters as follows:
o, =0.5, 0, =0.3, o3 =-0.3, o, =03,
(57)
7, =04, 7, = 0.5, 73 = —0.1,
7, = 0.1, 9, =2 (58)

and choose A = 0.2. By using the MATLAB LMI toolbox, we
can get the feasible solutions. Due to the space limitation, we
only list matrices P, and P, here as follows:

7.1735 -0.4713 -0.2152
b =\ -04713 7.2143 -0.3071 |,
-0.2152 -0.3071 6.9607

79363 0 0
P, = 0 80199 0 .

(59)

0 0 7.9001

5. Concluding Remarks

This paper has investigated the exponential stability of
genetic regulatory networks with time-varying delays and
continuous distributed delays. By using the novel Lyapunov-
Krasovskii functions and employing the Jensen inequality
and the interactive convex combination method, some suffi-
cient criteria are given to ensure the exponential stability with
less conservative. All the obtained conditions are dependent
on the delays and on linear matrix inequalities. Two examples
are provided to illustrate the effectiveness of our results.
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