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Abstract

We have analyzed the stability of interactional genetic regulatory networks with
reaction-diffusion terms under Dirichlet boundary conditions in this article.
Corresponding to interaction between unstable genetic regulatory networks and
stable genetic regulatory networks, the model is given, and a stability criterion is
proposed through construction of appropriate Lyapunov-Krasovskii functions and
linear matrix inequalities (LMI). By means of a numerical simulation, we have proved
the effectiveness and correctness of the theorem, and we analyzed the factors that
influence the stability for interactional genetic regulatory networks.

Keywords: interactional genetic regulatory networks; Dirichlet boundary;
reaction-diffusion; linear matrix inequalities

1 Introduction
Since 2002, the Alon research group has proposed the network module [1-3], network
modules with several nodes become a hot research topic. Modeling and dynamic analy-
sis of these genetic regulatory networks (GRNSs), which are considered as important sub-
module of complex biology network, because a GRN can clarify the mechanism of biologi-
cal network. At present, the models of genetic regulatory network include directed graphs
[4—6], the Boolean model [7-11], the Bayesian model [12-16] and the differential equa-
tions model [17-27]. In these models, the differential equations model has obvious ad-
vantages, for example, the differential equations model is more accurate than the Boolean
model in describing GRNs, and it has less computational complexity than the Bayesian
model. The differential equations model is an open model, because a great deal about dy-
namic systems can be directly applied to this model, which has attracted a large number
of other field experts to join the relevant research, and reaped rich fruits. A real biological
network contains tens of thousands of nodes, while the simulations of these studies are
based on a few nodes as the research object, the theoretical basis of its simplification is
that the number of molecules involved in the chemical reaction is usually very low at a
given moment.

Although there are many outstanding achievements in the study of differential equations
as a model of the GRN, there are still some problems that needed further research.
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On the one hand, the spatial diffusion phenomenon exists widely in the fields of physics,
chemistry, biology, and so on, but most of the current studies on GRNs in terms of the
spatial homogeneity of concentrations are for cell components. This proposition can lead
to missing a lot of space information, but there are only five articles [19, 20, 23, 26, 27]
about the study of GRNs with reaction-diffusion terms, and the five articles have only
discussed the influence of reaction-diffusion terms on the time-delay conservatism,but
they did not explore the essence of reaction-diffusion terms.

On the other hand, corresponding to the different biological signals, the change of the
expression of a protein will affect the expression of gene, which makes the network achieve
stability ultimately. Lest life activity is only the result of a local GRN, it also has extensive
connections with the surrounding GRN, and the dynamical properties of these GRNs also
directly affect the survival of the living body. For example, a virus cannot survive indepen-
dently, and its replication and transmission must be completed by the synthesis system,
the replication system and the protein transport system of the host cell. A large number
of studies showed that, after the host is infected by the virus, when the virus is active,
enzymes and mRNA concentrations for viral replication will be unstable; when the virus
is repressed or dormant, the virus replication related enzymes and mRNA concentrations
will tend to stability [28—31]. In recent years, it was found that there is a wide and complex
relation between the virus and the host at the molecular level based on the proteins atlas
of interaction between viral and host [32-35].

In this article we have proposed a model of interactional genetic regulatory networks
(GRNSs), and we analyzed the stability of interactional GRNSs, the theoretical support for
the above method is given from the aspect of dynamics. By numerical simulation, three

significant conclusions are obtained.

2 Problem formulation
Two different nonlinear delayed GRNSs are described by equations (1) and (2), respectively:

% = —ayuy(t) + 27:1 wyfi(vij(t — o (1)), 1)
% = —cvi(t) + byt - t(1), i=1,2,...,m,
duzp(t) _ n ’

& - _aZpMZp(t) + Zq=1 wpng(VZq(t - o' (1)), )
dvoy(t ,

Vﬁ‘;( ) _ —CopVop(t) + bopuiny(t —T'(8)), p=1,2,...,1,

where GRN (1) is stable, and GRN (2) is unstable, uy;(£), vi;(£) € R™ and uy,(£), vop(t) € R™
are the concentrations of mRNA and protein of the ith and the pth nodes at the time ¢
respectively; the parameters a,; and a,, are the degradation rates of the mRNA, ¢;; and
¢y are the degradation rates of the protein, by; and b, are the translation rate; f;(x) and
g»(y) are the Hill form regulatory functions, which represent the feedback regulation of

the protein on the transcription, their forms are described by equation (3)

Z)Hq (3)
q
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where Hj and H, are the Hill coefficients, m; and n, are positive constants, T (£), T'(¢), o' (¢)

and o'(¢) are time-varying delays satisfying

0<n=<tlt)<tm, 0=<o0 =<0(t)<oy

A <T <Ay, A3 <0 < Ag, @)
0<7<t()<1y, 0 <o) <0'(t) <oy,
m<t <mn, N3 <6’ <na,

where W) = (w;) € R and W, = (w),) € R™*"2 are described as equations (5) and (6),
a;; and B, are the dimensionless transcriptional rates of transcriptional factor j to gene i

and transcriptional factor g to gene p respectively.

a;  if transcription factor j is an activator of gene i,
w;j=10 if there is no link from node j to i, (5)

—a;  if transcription factor j is a repressor of gene i,

Bpq  if transcription factor ¢q is an activator of gene p,
Wpq =10 if there is no link from node ¢ to p, (6)

—Bpq if transcription factor g is a repressor of gene p.

Considering the diffusion term, equations (1) and (2) can be rewrite as

duu (1) Zk . % " dué,l(t l)) aliuli(tr l) + Z;il a)aﬁ(vlj(t - U(t),l)), (7)
dvl’ tl Zk 1 ai (Djj, "”;,3['”) —cupi(t) + byuy(t —t(t)), i=12,....,m
9 9
DD Yy ik ")~y (8,1) + Y, gy (vig(t — 0 (), ),
9 1 w vap(td)
D S A D) oy (8, 1) + boyptiny (£~ T(8), 1), 8)
p= 1, 2, R 75
where [ = (I, l,...,1;))T € © C RS, T = {l||lk] < Li}, Ly is constant, k = 1,2,...L, Dy =

Dy (t,1) > 0, D}, = D}i(¢,1) > 0, denote the transmission diffusion operator along the ith
gene of mRNA and protein, respectively, dyx = dyi(t,1) >0, d pk = d*k(t, ) > 0, denote the
transmission diffusion operator along the pth gene of mRNA and protein, respectively.

The initial conditions are given by

uli(sﬂ l) = wli(sr l)’ RIS (—OO, 0];i: 1; 2,...,}’11
vii(s, ) = ¥ii(s, D), se(-00,0],i=1,2,...,m

)

1/!21,(5, l) = pr(S: l), s€ (_OO; 0],p =1,2,...,ny
Vop(s,0) =¥3,(s,0), s€(-00,0],p=12,...,m

(10)

Here vr1,(s, ), ¥35(s, 1), Y2, (s, [) and w;‘p(s, [) are bounded and continuous on (-00,0] x .
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Dirichlet boundary condition is considered:

w;(t,0)=0, l€dX,te€[—k,+00), )
ni(t,1)=0, [€dX,te[—k,+00),

u(t,0) =0, ledX,te[—k,+00), 12)
Vop(t,0) =0, [€dX,te[—k,+00).

The system (7) and system (8) can be rewritten in vector-matrix form:

DD = 3 s 7 Dk D) — Ay (8,1) + WAF (1 (£ - 0 (2),1), )
Med _ 5 - (D} "’”;,k” )= Covi(t, D) + Bum (e —T(),0), i=1,2,...,m
%@:Zhﬁumﬁﬂ Asttn(t, 1) + WaGv(t - o' (8), ), w
Qo) = 3 s (2D — Cova(0) + Boun (6 = T'(0), 1), p=1,2,...0m

= diag(au, @12, ..., a1 )
By = diag(bn, by, ..., biny),
G = diag(cip, €12, -+ C1ny)s
Ay = diag(an, az, ..., dm,),
B, =diag(ba, bazs ..., bany)
C, = diag(ca1,¢22,- -5 Cony)»
Dy = diag(D1x, Dags -+ - s D)
Dy = diag(DTk»Dik’ quk)
dy = diag(dx, doks . .., dnyk)s
4 = diag(d oy,
wi(t,0) = (un(6,0), w26, 0) .., i (8,1))
w6 D) = (valt, D, via (8, D)., vin (1)
U (t,1) = (11 (8,0), tian (8,1) ..., thny (8,0)
vt 1) = (vr (60, oo (1), Vo (1)
Fnj(t -0 (0),0) = (ilvu (¢ = o (@), 1), o(via(t = (0, 0),- ..o fu(vim (£ — o (2), l))T,
Gvag(t -0 (0),1) = (@ (v (£ — 0/ (8),1), @2 (vas (£ = " (£), 1) .., (Vo (£ — 07 (8), 1)) .

fi(+) and g,(-) satisfy inequality (15) and inequality (16), respectively, because f;(-) and
g»(+) are monotonically increase functions with saturation

Jilx:)
Xi

_ %)

Jp

<¢, Vx;#0,i=12,...,m (15)

<Xp V9, 70,p=12,...m (16)
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ie.

ST@(f ) - Kix) <0, (17)
2" 0)(g) - Kzy) <0, (18)

where Ki = diag(61, 62, .-+, Gn) > 0, Ko = diag(x1, X2, -+ -»» Xny) ™ > 0, % = [x1,%,...,%,,]T and
y: Uly}’2,~~;yn2]T~

Lemma 1 Let f(v) be a real-valued function defined on [a, b] C R, with f(a) = f(b) = 0. If
f() e Clla,b), then

ff(v)d Lo f[f()] (19)

Lemma 2 If Y is a bounded C' open set in R" and n, ¢ € C*(X), then

o 9
/nAwdx:/nAgodx+/ (n—f—w ﬁ)ds, (20)
b3y b P> on on

where ‘;E and : 0<0 are the directional derivatives of 1 and ¢ in the direction of the outward
pointing normal 71 to the surface element dS, respectively. Zk ) axk (D ai ) can be regarded
as a Laplacian operator which is formally self-adjoint and a differential; in Lemma 2 we

have an inner product for a function with Dirichlet boundary.

Lemma 3 ([20]) From the Green formula, under Dirichlet boundary conditions, and by

using Lemma 1 and Lemma 2, we can obtain

l

d [ou w2
2 T Zdx<-— T dw. 21
fort S (o= 5 [ 2

Lemma 4 Let M > 0 € R"™", a positive scalar ¥ > 0, vector function x : [0,9] — R" such

that the integrations concerned are well defined, and they exist:

K T 5 0
(/ x(s) ds) M(/ x(s) ds) < l?(/ x(s)Mx(s) ds). (22)
0 0 0

Lemma 5 For vectors X,Y € R" are any positive definite matrix, and any scalar ¢, there

exists the following inequality:
2XTYy <exTXx +etyTy. (23)

Lemma 6 For any vectors X,Y € R", and any scalar ¢ > 0 are positive, there exists the

following inequality:

2XTHY <eXTHX + e 'YTHY. (24)
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3 Model of interactional GRNs

According to GRN (13) and (14), W1 or W, express the interaction of genes in single GRN,
we assumed that interaction of the different GRNSs is like a single GRN. We have con-
structed a bidirectional coupling model for the type of interactional GRNs as equations
(25) and (26), and we investigate a stability criterion under Dirichlet boundary condi-

tion.

LD = S oy (DR — Ay (2, 1) + WiE(n (8 — 0 (2),1)
+ Wy Gva(t - G/(t) D), (25)
D = 3 A (D) — v (60) + Bun (t - T(0), ), i=1,2,...,m

QoD = Y (2D — A (2, 1)

+ WQG(vz(t ~o'(), 1) + WiF(vi(t - o (2), 1)), (26)
Dol = 3 - (dr ) — Cova(t, 1) + byiin (= T (1), ), p=1,2,..0,m

where W} = (w,) € R"*™2, W5 = (w;j) € R"™*™M are described by equations (27) and (28),
o, and B, are the dimensionless transcriptional rates of transcriptional factor g of GRN
(26) to gene i of GRN (25) and transcriptional factor j of GRN (25) to gene p of GRN (26),

respectively.
oy, if transcription factor ¢ is an activator of gene i,
wig =10 if there is no link from node g to i, (27)
—oc;‘;z if transcription factor ¢ is a repressor of gene i,
,;  if transcription factor j is an activator of gene p,
@, =10 if there is no link from node ¢ to p, (28)

—p,; if transcription factor j is a repressor of gene p.

Theorem For given scalars 1y, 03, Ty, 04, M, Ay, M1 and 1y satisfying equation (4),
GRN (25) and GRN (26) under a Dirichlet boundary condition are robust stable if there
exist matrices Pl-T =P; >0 and AiT =A;>0(@(=1,...,4); RiT =R >0 (i=1,..12);
Qf =Q; >0 (i =1,...,6), such that the following linear matrices inequalities (LMIs)
hold:

2
4
Hl = —P1A1 — EPIDL + Rl + 022Q1,

H2 = —Rl + Rz,
M3 = (A2 — )Ry + (1 — A1)R; + B{ P, By,
H4 = —2A2 + 1<A21< + ()\4 — 1)Q3,
7'[2
[s = —2P; A, — 7PgalL +&P3 Wy + Ry +05°Qu,

H6 = —R7 + Rg,

I; = (72 = 1)Rg + (L — n1)Ry + B P4By,
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PsW,
ng = (7]4 — 1)Q6 - 2A4 + 1(1\4[( + ,
&

2
b4
Ql = —P2C1 - TPZDE + P2 + R4, + T22Q2,

Qz = —R4 + R5,

Q3= (ha —=DRs + (1 = A3)Rs + K1 A2Ky, Q4= Q3 -2A,
7.[2

95 = —2P4C2 - 7P4dz + P4 + Rl() + T2/2Q5,

Q¢ = —Ryp + Ry,

Q7 =(na — 1Ry + (1 — n3)Riz + Ky AuKy,

Qg = Q6 —2A3,
m, o o o o0 P”AW, 0O O 0 0 0 PWwr]
* Il O 0 0 0 0 0 0 0 0 0
* % —=R3 O 0 0 0 0 0 0 0 0
* * * I3 0 0 0 0 0 0 0 0
* * * *  —Q 0 0 0 0 0 0 0
- * * * * * Iy wyP; 0 0 0 0 0
== * * * * * * I15 0 0 0 0 0
* * * * * * * I1e 0 0 0 0
* * * * * * * ¥ =Ry O 0 0
* * * * * * * * * I1; 0 0
* * * * * * * * * ¥ —Qq 0
* * * * * * * * * * * ITg i
<0, (29)
(@2, o0 0o 0o o KA, O O O O O O |
* Q5 0 0 0 0 0o o 0 0 0 0
* % =Rg O 0 0 0O o0 0 0 0 0
* ok * Q3 0 0 0O o 0 0 0 0
* * * *  —Qy 0 0 0 0 0 0 0
~ * % * * * Q4 0 O 0 0 0 0
T e s % k% % Q5 0 0 0 0 KAs
* * * * * * ¥ Qg 0 0 0 0
* * * * * * * ¥ —Rp 0 0 0
* * * * * * * * * Q7 0 0
* * * * * * * * * *  —Qs 0
* * * * * * * * * * * Qg ]
<0. (30)
Proof Define a Lyapunov-Krasovskii functional candidate for GRN (13) as
8
V(1) = Vi(t, 1) (31)
i=1
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where

Vl(t, l) = / ulT(t, l)Pllll(t, l) d/ +/ VlT(t, l)Ple(t, l) dl,
z z

t t-11
Vo(t, 1) = // ulT(s,l)Rlul(s,l)dsdl+f/ ulT(s,l)Rzul(s,l)dsdl
t-11 T Jt-t(2)

t-1(t)
/ / T'(s, )Ryu; (s, 1) ds dl
t:

/ / v1 8, D)R4v1 (s, l)dsdl+/ / (s DRsv1(s,1)dsdl
t—o1 t—o(

+// VIT(S,Z)RG‘/l(S,l)del;
X Jt-og
0 ¢
Vst ) =1 / / / ul (s,1)Qiu (s, 1) A0 ds dl
T J-1(t) Jt+s
0 ¢
+0// /vlT(s,l)szl(s,l)desdl,
—o( t+s

+(t, m, p) —/ / vl(s, l) Q3F(v1(s, )) dsdl,

Vs(t, 1) = / T DPsuy (¢, ) dl + /E v (£, D)Pyva (8, 1) dl,

Vel(t, 1) = // (s,l)R7u2 s,l)dsdl+/f S,l)RgMz(S l)dsdl
-1 t T/(t)

/ f I(s,)Rous (s, 1) dsdl
L ‘[2

// s,l)Rlovz(s, dsdl+// s,l)Ruvz(s, Ndsdi
t (rl t-o’

+// VZT(s,l)Rlzvz(s,l)dsdl
% Ji-oy

0 t
Valt,l) = 7' / / / ul (s, ) Qauiz(s, 1) 6 ds di
»J-t/(t) Jt+s

0 t
+o’// / vI(s,0)Qsva(s, 1) d6 dsd,
X J-o'(t) Jt+s

VS(t’l):/;,/ /()GT(VQ(S,I))Q6G(V2(S,Z))del,

then, computing the derivatives of V;(¢,m, p) (i = 1,2, 3), we can get

ovi(t, ! d (¢, 1
i ):2/u1T(t,l)P1 b )dl+2/ 1, 1, G g
ot . ot ot

: )
= 2/); ulT(t, Z)Pl |:k21: ailk <Dk augz )) —Alul(t, I)WlF(Vl (t - G(t),l))

Page 8 of 20

(32)

(33)

(34)

(35)

(36)

(37)

(38)

(39)
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+ WI*G(Vz(l' -o'(t), l)):|

l

9 (. dm(t])
/Evl(tl)Pz[Za—lk<Dk oL >

k=1
1
sza(tt ):/ZulT(L‘,l)le(t,l)dl—L(ulT(t—rl,l)Rlul(t_fl’l)dl)

+ /; ulT(t— 71, DRy (t — 11, 1) dl
(1) / W (£ = 7(0), ) Rotes (¢ - 7(0), 1) di
>
+(1-7(¢ ul (t—1(8), )Ry (¢ — T (2),0) dl
(- #0) [ w6 @, DRan(e - (0))
—/);M;r(t—fz, Z)Rgul(t— 7,'2,l) di
+/ vlT(t,l)R4v1(t,l)dl—/ vi(t — oy, )Ravi(t — o1, ) dl
b >
+/;vlT(t—ol,l)Rsvl(t—ol,l)dl
_(1-6() f Vit =0 (0, )Rs(t = o (8),1) i
by
+(1-6(t vi(t—o(t),)Revi(t - o (t),1)dl
(1-6(0) [ o e= a0 DRan (- (0,
—f V;r(t—az,l)R6V1(t—02,l)dl
>
S'/XVDM;r(t,l)Rlul(t,l)dl—/;M;r(t—fl,l)Rlul(t—Tl,l)dl
+ /z ulT(t— 71, DRy (t — 11, 1) dl
—(1—)\.2)/ ulT(t—r(t),l)Rzul(t—r(t),l) d/
>
+(1—)»1)/. ulT(t—t(t),l)Rgul(t—T(t),l) d/
>
—/ ul (t — o, DR3us (t — 72, 0) dl
>
+/ vlT(t,l)R4v1(t,l)dl—/ Vit — o1, )Ry (t — oy, 1) dl
by )
+/EV;r(lf—O'l,l)R5V1(lf—O'1,l)dl
—(1—A4)/ vi (=0 (), ))Rswi(t - o (2),[)dl
by

+(1- )\3)/2 vlT(t —o(t), Z)R6v1 (t —o(t), l) d/
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- [ - onRan(e -l (41)
x

aVs(t, )
ot

2(¢ t,l t,0)dl - [ Ndsdl
r(>fu1< )Qun(t, 1) di - < (¢ ff( (s, ) Quus(s, ) ds

+02(t)/ v; (6 DQani (8, 1) dl - o(t)/ / (s,l)szl(s,l)dsdl

T t
< tf/;ulT(t,l)Qlul(t,l) dl_/z[/t_ o ui(s, 1) ds] Ql[/t— “ uy(s, 1) ds} d/

+ﬁ/}ﬂmmwﬁww
P

t T ;
_ fz [ /t e va(s, 1) ds] Q [ /t e vi(s, 1) ds] di, (42)

2D - [P0 n)al

at

_(1-6() fz F¥(n(t - 00 1) QsF (v (t = o (1), 1)) di

< / F¥ (n(t, ) QsE (v (5, )
X

(=) /E F™ (ny(t = 2(0),1)) QsF (v (¢ - (), 1)) i, (43)
dVs(t, ) duy(t,1) Ayt 1)
Py :2/uuam§ Py dl + 2/ T (t, )Py Y dl
L dus (2, 1)
_ T . ’ _
= 2/2 Uy (t, )P |:; ol (Dk ol ) Asuy(t, l)
+ WQG(VZ (t -o'(t), l)) + WZ*F(vl (t —o(2), l)):|
Lod dus(t, )
T * 4
+2 fz v; (¢, )Py [; a_lk (Dk . )
— C2V2(t, l) + Bzuz (l’ — l'/(t),l):|, (44)
8V t,l / ’
68(t ) =/;ug(t,l)Rmz(t,l)dl—Lu;r(t—rl,l)R7u2(t—rl,l) dl

+f uy (£ =1}, 1) Rsuz (t — 71, 1) dl

p))

_(1-1() / W (¢ = 70, ) Rotaa (it = 7'(0), 1) !
x

L (1-#() / W (¢ = 7/, 1) Rotta (= 7'(0), 1)
P

—/ uy (t =15, ))Rous (¢ - 75,1) dl

)

+ / va (t, DRyova(t, 1) dl
b
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_ /z W2 (t =<} ) Roua (t 7} 1) I

+/Evg(t,l)R10V2(t,l)dl

. /Z V(= ol ) Rigva(t - oy 1) dl + /E V(i = oty ) Ruva(t o} ) di

—(1—6/(15))/2vg(t—a/(t),l)Ruvz(t—a/(t),l) d

+ (1—&’(t))f2vg(t—a/(t),l)Rlzvz(t—a’(t),l) dl

_ /E VIt = o )Ry (£ — o 1) di

5/2ug(t,l)RmQ(t,l)dl—/Eug(t—r{,l)Rmz(t—r{,l)dl

. /E W2 (¢ = o}, ) Routy (£ = 2}, 1)

—-m) /E W (t = 70 ) Retua (£ 7/, 1)

fd-m) /E W (¢ = 70, ) Rotua (£ = 7'(0), 1)

- /Z ul (£ - o}, D) Rous (£ — 7, 0) dl + /Z VI (8, DRovs (2, 1) di
/ VIt = o, ) Riova(t o, 1) di + /E VI (t = o, D) Ruvs (£ - o), 1) dl
-(1- 774)/ vy (=o' (), ))Ruva(t - o'(8),1) dl

+(1- 773)f2 vy (t=0'(®),))Riava(t — o' (£),0) dI

/ vy (t =04, ))Ripva(t — 04,1) dl, (45)

8V7(t l)

t)/ 5 (6, D)Quus(t, 1) dl—r/(t)/ / 5 (8,))Qqus(s, 1) dsdl

+o’2(t)f vg(t,l)Q5vz(t,l)dl—o’(t)// v, (5,))Qsva(s, 1) dsdl
) T Jt-o’
t

T t
< rz/z/xug(t,l)Q4uz(t,l) dl—/g[/;_ /I/lz(S, 0 ds] Qu [/t_ /uz(s, 0 ds] d/

+0,° / v; (£, D)Qsva(t, 1) dl
b

_ /E [ /t ;/ (s, ) ds]TQg [ ft ; ") ds} dl, (46)

Vst l) _ /E G™ (v2(t,)) QeF (va(t, ) i

at

_(1-¢) /E 6T (1t = 0, 1)) QG v (¢ = o 1))l
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< [ 6D QG ate D)
)
r -1 [ G ((t-0,0) QG- )l (7)
)

According to Lemma 3, we have

I

ouy(t, 1
2/ ulT(t,l)Plz Dy ui(t,1) dl<—— (t,l)P1DLu1(t,l)dl, (48)
) kel alk
!
)
22[ vlT(;:,Z)pzi Dzavl(t ) dl<——/ VIt )P,Divy(t, 1) dl, (49)
k=1 Y% 8lk 3[/(
!
2 [uleom Y o PRLACUA P f W1 (6, DPsdyans(t, ) (50)
z alk Blk
k=1
!
d BVZ(t)l) 7T2
T % T -
2;_/;1/2(1:’1)])48—[/((61]( e )dlf_7\/2\:V2(t,l)P4dLV2(t,l)dl, (51)
where
Ay ( ous (t,1 dul(s,l
(uf(t,l)Ple 1t ) ( L, PD, 1; ), L ul (t,)PD, elal(L )>,
=1 1
(vTenraoi ™) - (s0na0 ", i 0p; M),
k=1
ua (2,1 duy (t,1 dul(t,l
(e 0Pt )> (u 0P 20, ute s, M )>,
k=1 1 I
L
Vg(t,l)P;;dZ 3V2(t;l) T(t l)P4dk 8V2( l)’ (t Z)P4d*aV2(t l)
ol Jia oh al;

Considering inequalities (17) and (18), for diagonal matrices A; >0, Ay >0, A3z >0 and
A4 > 0, the following inequalities hold:

2FT (ni(t, 1)) A F (vi(8, 1)) — 2] (6, DKi A F (i (8, 1)) < O, (52)
2F (v (£~ o (t),1)) AoF (vi(t - o (), 1))

—2v] (-0 (8), ) K1 AsF (vi(t - o (2),1)) <0, (53)
2G" (v, 1)) AsG(va(t, ) — 2v; (£, DKr A3 G(v2(8,1)) <0, (54)

ZGT(V2 (t -d'(b), l))A4G(V2 (t -d'(b), l))
—2v, (t =o' (8), ) Ky AuG(v2 (£ - 0/ (2),1)) <O. (55)

According to Lemma 5, we have inequalities as follows:

2v1T (t —o(t), l)KlAzF(vl (t —o(t), l))
< V;r (t - O'(t), l)[<1A2[<1V1(t - O'(t), l)
+F (v (£ -0 (0),0)) AaF (vi(t - o (2),1)), (56)
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20, (t— o' (), ) Ko AuG (v (t - o' (2), 1))
<vy (t-0' (), ) Kz AuKova (t - 0/ (2),1)
+ G (v2(t - 0'(0),1)) AsG(v2 (£ - 0/ (0), 1)), (57)
201 (&, )P, By (t - (2), 1)
<vi (&, )Pyvi(t, 1) + u (t — T(2),])B{ PyBrus (£ - (2), 1), (58)
2v, (6, 0)PuBous (t - 7'(8), 1)

< VI (6, D)Pava(t, 1) + s (¢ — T/(£), 1) BI Py Byus (£ — 7'(2), ). (59)
According to Lemma 6, for a positive scalar ¢, there exist
2u5(t, )Ps Wa G (va (£ — o' (2),1))
< eul (t,)Ps Waus(t,1) + — GT (va(t =o' (2),0))Ps WarG (v (2 - o7 (8),1)). (60)

Taking equations (40)-(47) into consideration, derivatives of V(¢t,m,p) (i =1,2,3) can
be formed as follows:

8V(t H & av<z )
=)

(61)
i=1
Taking inequalities (48)-(60) into consideration, equation (61) is rewritten as
V(LD Vi)
at ; at
< [ [ ehaaen + 6D m6 D) d <o (62)
b

for ¢ (¢,x) # 0, where

t T
Sl = |:M1T(t’ l): ulT(t -1 l); ulT(t — T2, l): ulT(t -1, l): |:/ Ml(s, l) ds] )
t—1
FY(vi(t =0 (0,0)),uy &0, uy (¢t -/, 1), u] (t—73,0),u (£ -7',1),

t T T
|:/ Uy (s, 1) ds:| ,GT(Vz(t—O'/(t),l)):| ,
t-1/
t T
&= |:V1T(t, l),vlT(t — o1, l),vlT(t —09,1), vlT(t -a,l), |:/ vi(s, 1) ds:| JFT (vl(t, l)),
t—o
vy (6,0),v3 (t— 0], 0),v] (t = 03,0),v3 (t -0, 1),

¢ T T
[/ vz(s,l)ds:| ,GT(VQ(t,l))] . 0

4 Numerical simulation
Consider the reaction-diffusion-delayed GRN (25), (26) with the following parameters:

k=1, L =100, y=1, y' =03, Ky =K, =0.651,
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A; =diag(3,3,3,3,3), B; =diag(0.8,0.8,0.8,0.8,0.8),
C; = diag(2.5,2.5,2.5,2.5,2.5),

D, =diag(0.1,0.1,0.1,0.1,0.1), D =diag(0.2,0.2,0.2,0.2,0.2),

0 0 1 1 -1 y 0 0
-1 1 00 0 y 0 0

wi=l0o -1 0 1 0 ., wWr=|0 0 -y|,
0 -1 1 0 0 00 0
0 0 1 1 0 00 0

A, = diag(0.1,0.1,0.1), B, =diag(1.8,1.8,1.8),  C, = diag(2.3,2.3,2.3),
dy = diag(0.1,0.1,0.1),  d = diag(0.2,0.2,0.2),

24 -24 0 -y -y 0 0 0
Wr=124 -24 0 |, Wi=1 0 0o y y 0
24 0 -24 0 y 0 0 -y

T =15+ 0.5sin(z), o =2.2+0.8sin(t),

7’ =3.6 + 0.4sin(t), o’ =2.9 + 0.65in(t),

where

2 2

Silx) = 172 &) = T+y2

(i=1,2,...,n).

By using the Toolbox YALMIP in MATLAB to solve the LMI (29) and (30) we can ob-
tain feasible solutions, the processes of asymptotic stability of mRNA concentration and
protein concentration under Dirichlet boundary conditions are shown by Figures 1-8. It
is obvious that the proposed theory is feasible. The topological structure of interactional
GRNs is shown by Figure 9.

We set up the rules to measure the stabilizing time of interactional GRNs as follows:

y(t) = /E (wi|wai(t, ) = wri(E = 8,0)| + Wi vas(t, Dyvas(e = 8,1)] + wy |y (8, 1) — 14z (£ = 8, D)

+ w;, |vzp(t, ) —vy(t -3, l)|) d, (63)

0 o t

Figure 1 The trajectory of uq1(t, /) and vy (t, ).
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Figure 2 The trajectory of uq,(t, /) and vy (t, /).

Figure 3 The trajectory of uq3(t, /) and v3(t, /).

Figure 4 The trajectory of uq4(t,l) and vi4(t, /).

o) =1,  y@)>d, (64)
0@) =2,  y(®)=d,
where w; >0, w;>0 (i=1,...,m); w, >0, w;, >0 (p=1,...,ny) are weights of uy;, vy;, ugy
and vy, respectively, 8, is a positive small quantity, ©(t) is a quantity for stability identifica-
tion. When O(¢) = 2, it indicates interactional GRNs are stable; when O(¢) = 1, it indicates
interactional GRNs are unstable.
When y’ €{0.3,0.4,0.5,0.6,0.7,0.8,0.9,1.0}, y = 0.4, w; = w; = wj, =w,, = 1/16, §p = 0.1,
the evolutions of ©(t) with y’ are shown by Figure 10, it is found that the increase of
coupling strength y’ will lengthen the stabilizing time of interactional GRNs. Further-
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Vit

Figure 5 The trajectory of uqs(t, /) and v5(t, /).

)

Figure 6 The trajectory of uy1(t,/) and v (t, ).

V(tl)

Figure 7 The trajectory of u,,(t,l) and v (t, ).

more, we can find that the iterative number of solution of LMIs and the time of reaching
a steady state have the same change with different ' as shown in Figure 11, therefore we
utilize the iterative number to characterize the time of reaching steady state, because of
the independence of the initial condition and the step size for the iterative number. When
y €{0,0,2,0.4,0.6,0.8,1.0}, the performance of number of iterations with y’ and y is
shown in Figure 12, where the color represents the time of reaching a steady state.

5 Discussion
Further numerical simulations show that:

(I) Interactional GRNs without reaction-diffusion terms cannot reach a steady state,

because of the defection of information from reaction-diffusion terms. In other
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Figure 8 The trajectory of uy3(t,/) and va3(t, /).

4 T T T
_V'=0-3
35t —V'=0‘4 i
_Y.=0-5
'=0.6
3f v=08| |
—07
v=0.8
2.5 wnmm———0 g
/‘:\ LLLLLTT S Y'=1 .0
& 2f
15F _
1 _
05F .
0 . . . .
50 100 150 200 250 300

Figure 10 The evolution of O(t) with p’.

words, reaction-diffusion terms are important and indispensable for interactional
GRNE.

(II) y and y’ have an absolute effect on the time of reaching steady state as shown in
Figure 12, the increase of coupling strength y” and y will collectively lengthen the
stabilizing time of interactional GRNs.
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Iterative number 356 Required time for stable

26T T T T 1 2001
247 i i i 1 180¢
22 160

Z 207 ~ i i 1 = 1401
181 ~ - 1 1207
167 [ i i 1 100
145 ~ - 1 80t
12 * * * 60 * * *

0.2 04 0.6 0.8 1 0.2 04 06 0.8 1
Y
Figure 11 Iterative number and required time for stable with different y’ (y = 0.0.4).

.

Figure 12 Performance of number of iterations with y” and .

(III) The matrices W5 and W qualitatively affect the stability of the interactional
GRNE, in other words, the topological structure of the unstable GRNs and W7 are
very important for the stability of the interactional GRNs. The out-degree and
in-degree of stable GRNs as well as the coupling term of W}* can change at will, but
the out-degree and in-degree of unstable GRNs and the coupling term of W&

cannot change freely.
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6 Conclusion

In this paper, we have constructed a model for interactional GRNs with reaction-diffusion
terms under a Dirichlet boundary condition, and we analyzed the robust stability of in-
teractional GRNs. Through constructing appropriate Lyapunov-Krasovskii functions and
linear matrix inequalities (LMIs), we have given stability criteria corresponding to inter-
actional GRNs. By numerical simulations, we found three important conclusions: interac-
tional GRNs without reaction-diffusion terms cannot reach a steady state, because of the
defection of information from reaction-diffusion terms, in other words, reaction-diffusion
terms are important and indispensable for interactional GRNs; due to the smaller cou-
pling strength y’ (in a certain range) and y, interactional GRNs tend to become stable
more quickly; the topological structures of the unstable GRNs and coupling term of Wy
determine the stability of interactional GRNs.
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