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QUALITATIVE ANALYSIS OF EQUATIONS OF THE REGULATORY OF LIVER
CELLS IN HEPATITIS B

M. SAIDALIEVA, M. B. HIDIROVA, AND A. M. TURGUNOV!

ABSTRACT. The purpose of this article is to present a system of functional differ-
ential equations with a delay argument for understanding the general patterns
of the formation of infectious viral hepatitis B based on the interrelated activity
of liver cells (LC) and hepatitis B viruses (HBV) at the molecular genetic level.
The results of the qualitative analysis show that it is possible to analyze impor-
tant features of the model without reaching explicit solutions to this differential
equation.

1. INTRODUCTION

The processes inside a living system are often non-linear. The mathematical
models that represent their activities include non-linear expressions. For this
reason, there are mathematical difficulties in solving. This applies to the the-
ory of differential equations. The methods of qualitative analysis of the theory
of differential equations make it possible to analyze important features of the
model without reaching explicit solutions to this differential equation [1, 2].

We use a system of functional differential equations with a delay argument
to analyze the regulatorika of liver cells in hepatitis B based on a mathematical
model. The mathematical model of the regulatory of liver cells in hepatitis B is
presented as follows [3, 4]:

Lcorresponding author

2010 Mathematics Subject Classification. 97M60, 34C60.
Key words and phrases. functional differential equations with a delay argument, mathematical

modeling, existence, continuity, non-negativity, uniqueness and boundness.
4937



4938 M. SAIDALIEVA, M. B. HIDIROVA, AND A. M. TURGUNOV

dx(t) aX2(t—1) )
S17a T IFXZ-Drevi(-1) X(t)a
Ay () _  bX(t—1)Y(t—1) _ )
(1.1) &2 = wae ey — Y (0 1>

X(t) = Qpl(t)> Y(ﬂ = 902(t)’ te [Ov 1]'

where X (), Y(t) - the values defining the activity of the molecular genetic sys-
tems of the LC and HBV; «, b - constant product formation rates of molecular ge-
netic systems of LC and HBV; ¢, d - parameters of the degree of inter-repression
of molecular genetic systems of hepatocytes and hepatitis B viruses; - param-
eters of the regulatory of LC and HBV; ¢ (t), ¢2(t) - continuous functions on
[0, 1]. All parameters are positive.

Analysis of the mathematical model of the regulatory of liver cells in hepatitis
B allows us to understand the general patterns of the formation of infectious vi-
ral hepatitis B based on the interrelated activity of LC and HBV at the molecular
genetic level and to identify the dynamic types of their behavior.

2. QUALITATIVE ANALYSIS

The analytical solutions of (1.1) are difficult to find. Therefore, a qualitative
analysis of this system is required. We find solutions of (1.1) in the interval (1, 2]
for ¢t > 1, satisfying the initial conditions ¢, (), y2(t), specified in the interval
[0, 1], using the method of successive integration [5, 6]. X (¢) and Y (¢) are equal
to continuous functions ¢ (t) and ¢»(t) in the interval [0, 1], respectively. This
implies X (t—1) = p1(t—1), Y(t—1) = ¢ (t —1). We put these conditions
into (1.1) and obtain the following equations:

ax(t) ap12(t—1) .
51 dt - 1+go12(t<i11)+c<p22(t71) - X (t) 5
(2.1)
ay(t) _ b1 (t—1)pa(t—1)
f27@ = 1+d5112(t—1)ipj¢22(t71) B Y<t)-

Let the solution we are looking for be as follows:

(2.2) X{t)=gt)e =1, Y(@t)=q(t)e =.
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From here we get these expressions

X)) _ dg(t) - 1 -=.
= WO~ Lg(t)e

dt dt
dy(t) _ dg(t) —+ 1 s
a — at ¢ 7 EQQ(t)e 2.

Substitute in equation (2.1) and we can write be as follows:

t t

dg(t) ——+ %y apr?(t—1
61%6 —gt)e o = 1+g012(till)(+w22(t*1) —g)e

(2.3)

do(t) ——t —t by (t—1 t—1 Y
52%6 2 —q (t) e 2 = 1+d5112((t,1);p+2;22(t)71) —q (t) e 2.

After simplifying the obtained equations (2.3)

dg(t) _ a = e12(t-1) .
dt — e1 1+p12(t—1)+cpa2(t—1)°
(2.4)
d9t) _ b ey e1(t=Dea(t=1)

at ez T+dp12(t—1)+p22(t—1)°

we obtain (2.4). We find ¢(¢) and ¢(¢) and replace them with the sought X ()
and Y (t), i.e., based on (2.2), we have the following solution:

T—t

=t pr12(r—1)
Xt)=X1)e= + ?1{ o2 (r—T)5eps? (=1 € " dr;

(2.5)

1 T—

—t t t
Y () =Y (e = + L[ paisiiioage »dr
1

o2 (T D+ea?(r—1)

The found (2.5) are the solution of (1.1) in the interval (1, 2] and the initial
function for the interval (2, 3]. If we continue the process of successive integra-
tion for ¢t > 1, then we can verify the existence, continuity, non-negativeness of
the solution of (1.1).

We check the uniqueness of solutions to (1.1) in the interval (1,2]. Suppose
that (1.1) satisfies solutions X;(¢) and X»(¢) for X (¢), and Y;(¢) and Y5(¢) for
Y (t) in the interval (1,2] and conditions X (t) = ¢1(¢t) and Y () = ¢»(¢) in the
interval [0, 1]. In this case, we have (2.6) for X (¢)
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dXi(t) aX?(t—1)

SIT@ T X)) X (t);
(2.6)
dXa(t) aX2(t—1)
S g = 1+X22(t—§)+cY22(t—1) - Xa (1),

and for Y (¢) to the following (2.7)

Avi(t) _  bXa(t—D)Yi(t—1) ‘
©2 G = )2 (t);

2.7)
AYa(t) _ _ bXo(t—1)Ya(t—1)
&2 g = maaeyoze — 2 (1)

We separate equations (2.6) and (2.7) from each other, respectively, and ob-
tain the following equality in the interval (1, 2]

d(X1(t) — X (1))

€1 o =Xy (t) — X3 (t);
MO 1)y, ) v,

Since the first additions, the right-hand sides of (2.6) and (2.7) are equal

ap(t—1) '
L+ @12(t—1)4+cpa2(t —1)

b1 (t —1) o (t—1)
14+de2(t—1)+ 2 (t—1)’
their difference is 0. Since the initial condition for (2.6) and (2.7) has the form
(2.5), we obtain the following equality

0(X, (1) = X (£)) = —dt (X5 (1) — X, (1))

€1

4(Y: () — Ya (1)) = 8—12dt (Ya (1) — Vi (1)

From that we move on to equations in which the variables are separated:
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We integrate the left and right sides at the appropriate intervals:

I (X3 (1) — X (£)) — In (31 (1) — X5 (1)) = (¢ — 1);

€1

1mm@—n@»4mnuwwwm=—i@—m

and calculate the values for the new time:

X (1) = Xo () = (X1 (1) = X, (1)) € 7

1-t

Yi(t) =Yz (t) = (Vi (1) =Yz (1)) e =15
te(1,2].

Continuous solutions X; (¢) and X, (¢), and Y;(¢) and Y5(¢) are equal to each
other in the interval [0, 1], that is, X;(1) = X5(1) = ¢1(1) and Y;(1) = Y5(1) =
©o(1). This results in X; () = X5 (¢) and Y;(t) = Y2(¢) in the interval (1, 2].

Consequently, our assumption turned out to be incorrect. This implies that
the solution to the equation (1.1) in the interval (1, 2] is unique.

The limited resources of the studied object from a biological point of view and

the passage of processes in a limited period of time implies the limitation of the
solution of equations.

If conditions 0 < ¢, (t) < co and 0 < p,(t) < oo are satisfied on interval [0, 1],
we check that the solution to equation (1.1) is bounded. For very large values
X (t) and Y (¢), equation (1.1) can be written as follows:

B0 —p X (t);

dt

(2.8)

W —m v (1),

Where

. aX?(t—1)

n = lim :
X(0)Y(t)soo 1 + X2(t—1)+cY2(t—1)
I bX(t—-1)Y (t—1)

11m .
X(0),Y(H)=oo L +dX2(t—1)+Y2(t—1)
From these equations we obtain

. a
n = lim

1 YQ;
XYooz tltexs
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b

lim

1 X | V-
XV oo L X, Y
Yoo o5 +dg + 5

m =

Here -; = 0; +% =0, and using 3+ = 1 taking into account the equal velocity

levels X and Y, and on X (t) — oo and Y (¢) — oo we have

a

n = ;
1+c¢
b

m=——.
1+d

Consequently, if conditions 0 < ¢, (t) < oo and 0 < 9 (t) < oo are satisfied
on interval [0, 1], then the solution to equation (2.8) is as follows

1-t

X({t)=1+twi (e,

(2.9)

Y () = 12 + 2 (1) e
and the obtained solution (2.9) means that the solution of the system of equa-
tions (1.1) is bounded for very large values of the variables.

Thus, the results of the qualitative analysis showed that the solutions of the
system of functional differential equations with a delay argument, describing
the functioning of LC and HBV, have the characteristics of existence, continuity,
non-negativity, uniqueness and boundedness.
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