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Abstract: This study aims to propose and analyze a mathematical model of the competitive
interaction of the pathogen-immune system. Some effects of the existence of natural delays and the
addition of therapeutic proteins are considered in the model. A delay arises from the indirect response
of the host body when a pathogen invades. The other comes from the maturation of immune cells to
produce immune memory cells since the immune system and antigenic substances rcsponsu: for
provoking the production of immune memory cells. Analytical investigations suggest several
sufficient conditions for the existence of a positive steady-state solution. There is a criti@ pair of
delays at which oscillatory behavior appears around the positive steady-state solution. Numerical
simulations were carried out to describe the results of the analysis and show that the proposed model
can describe the speed of pathogen eradication due to the addition of therapeutic proteins as
antigenic substances.
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1. Introduction

The immune system is a complex system consisting of many interrelated processes that form a
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coordinating system that aims to protect the integrity and identity of the host. This system has a role
in preventing the invasion aftharmful substances such as pathogens in the environment that can self-
destruct [1.2]. The major role of the immune system is to effectively protect the host against
pathogens by identifying and destroying pathogen-infected cells. Identification and destruction
processes of pathogens involve two stages. namely innate immunity and adaptive immunity which
influence each other because the innate immune resyggnse plays an important role in infection control
during periods of delayed activation of the adaptive immune response. In addition, cells of the innate
immune system initiate and determine the subsequent direction of the adaptive immune response and
participate in the elimination of pathogens that are targets of the adaptive immune response | 1,3].

All cells in the immune system are produced and reproduced in the bone marrow as immature
cells, The immature cells are then educated to become mature cells of the immune system which can
be categorized as lymphocytes, neutrophils, and macrophages [4]. T cells are a subset of
lymphocytes which are the main cellular component of the adaptive immune response because they
can directly attack infected cells. T cells consist of three types of cells namely eytotoxic, helper, and
regulatory that react strongly to foreign antigens to be effective for immunity. As part of the immune
system, T cells focus on identifying certain foreign particles and circulating them until they
encounter specific antigens [3]. Since T cells are self-tolerant, thcymvc the ability to recognize
harmful antigens and self-produced antigens by identifying molecules on the cell surface. In addition
to T cells, lymphocytes also have a subset called B cells, specialized cells with the main function of
producing antibodies, i.e. the main proteins that are produced when cells of the immune system react
with foreign protein antigens. B cells also mature in memory cells so that the system can respond
quickly when a similar attack is encountered. Together with proteins. cells collaborate to recognize
and react to foreign substances in providing defense against invading pathogens. Therefore the
immune system becomes a wonderful collaboration between cells and proteins which also results in a
very complex system with inherent nonlinear properties [2 4]. The development of science and
technology, especially in recombinant technology, has made great progress in the development of
proteins such as laboratory-engineered therapeutic proteins which showed highly effective in
replacing abnormal or deficient proteins in the host's body as well as increasing the body's supply of
beneficial proteins to help reduce the effects of disease or chemotherapy [5-9].

Over the past decade, theoretical studies have been continuously developed to capture and
understand the complex multiscale dynamics of the immune system and its immunogenicity that may not
be captured directly in experiments. Eftimie et al. in [10] presented a study review regarding the
development of mathematical model wols as a theoretical approach in studying immunology systems
qualitatively and quantitatively. Moreover, some mathematical approaches were also developed and
analyzed to study the complexities of the immune system involving many interacting processes [11-17].
Some of them are focused on the innate immunity stage and some on the adaptive immune stage or
both which include humoral aspects such as antibodies, cell-mediated aspects, and immunity effects
and their responses to some deadly diseases such as tumors and other infectious diseases [ 11-15.17].
Some researchers are also concerned to study and observe the effgets of delays occurring in the
immune system [18-29]. Mathematical models were developed as a series ofggtructured population
models to describe interactions between infectious agents and immune cells witfga series of delay
differential equations. However, for simplicity, some asggmptions and limitations about the nature of
various processes were made such as regarding the time delay between pathogen injection and
immune activation. For example, Fenton et al. [18] considered a structured population model
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showing the presence of specific immune cells that were not directly activated and reached their
"zlximal efficacy. Gradual enhancement of immune efficacy was considered to be a major aspect in
changing the interaction dynamics of the pathogen immune system and the ability of the immune
response to eliminate pathogens [18]. However, the distributed immune system model (immune
pathway) produces a structured population model chain with high-dimensional variables that are not
easy to analyze analytically. In this paper. we intend to extend the study of Fenton et al. by proposing
another approach and developing a mathematical model which considers the distributed immune
system (the immune pathway) as a lumped process. This extension considers only major parts of the
immune pathway called primary and specific immune cells, and replaces long distributed responses
with specific natural delays i.¢. a delay between early pathogen infection and immune response. and
a delay of immune cell maturation. Other delay is also considered from the first invasion of
pathogens until the initial formation of memory cells. We consider a competitive interaction between
the pathogen and the host immune system under thgginfluence of adding therapeutic proteins to
trigger the immune system. The model is generated as a system of five nonlinear delay differential
equations involving three discrete delays.gWe believe that the proposed model will complement the
results of the previous theoretical studies on the complex dynamics of the immune response system
with inherent nonlinear nature.

2. Mathematical model formulation

A mathematical model of the immune system is formulated to study the interactions between

pathogens and immune cells with the addition of antigens contained in a therapeutic protein that

triggers antibody production. Our model follows the line of Fenton et al. [18] with some extensions

in their model. As we have stated before that the distributed immune system model in Fenton et al. is

considered as a lumped pathway such that we consider only the main part of (g immune system.

Here, we focus on the fiyggcompartments namely P which states as the number of pathogens in the

host body, 7, which states the number of specific immune cells, /, which states the number of primary

immune cells, M which determines the number of memory cells, and D which states as the number of

therapeutic proteins injected into the host body to enhance the production of primary cells (see Figure 1

for illustration of the interaction between compartment). Moreover, our mathematical model was

formulated based on the following general assumptions:

1. Pathogens have the ability to reproduce themselves in the cell's body by using facilities and
nutrients from the host body.

2. Host body is unable to respond directly to the pathogen injection such that a delay occurs on the
first injection until the primary immune cells are activated.

3. On the other hand, the primary immune cells cannot directly act to attack the pathogens. It
requires a certain time for maturation and growth to become specific immune cells that are ready
1o operate the immunity function. On the other hand, the specific immune cells are produced after
pathogens have passed through a non-specific immune system.

4. Pathogens can quickly evolve after an interaction with the immune cells so that they can pass
through immune cells. This is a part of pathogen self-defense through producing low protein so
that it can not be detected by the immune cells.
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S. Therapeutic proteins are not produced by the host body. It is injected into the body as antigens
which are needed by the body and stimulate the production of primary immune cells. Doses of
therapeutic proteins are assumed constant over the period of taking.

6. Immune cells have the ability to remember antigens entered the body by producing memory cells
such that when siggjlar antigens reenter the body, the primary immune response will be faster.
Therefore, there is a lag by the inclusion of an explicit delay term before initiation of the immune
memory.

7. Interaction between pathogens and cells is a competitive interaction where the pathogens are
stronger than the immune cells. The number of immune cells will be reduced but the brain will
instruct the body to produce more optimal immune cells to destroy the pathogens.

Regenerated immune
Cells (1)

Figure 1. Compartment diagram of pathogen responses to the therapeutic protein
addition to the host immune system.

More specifically, assumptions for deriving the mathematical model are explained as follows:

1. Pathogens can replicate to multiply by using the facilities needed by the host such as nutrition so
that the pathogen will grow exponentially with the replication rate a. Pathogen cells will die due
to age or other factors with natural death rate w. Because pathogens need nutrition in their
development there will be competition between fellow pathogens so that there is a logistical
growth model by including environmental carrying capacity as b. The existence of immune cells
will cause a number of pathogens because the immune cells will destroy objects that are
considered foreign to the body with o state the reduction rate of pathogens. The pathogen
evolution process causes pathogens to avoid detection of immune cells so the number of
pathogens will increase at the rate p.

The presence of pathogens in the body will stimulate the production of primary immune cells.
However, there is a delay between the injection of pathogens and the initiation of primary
immune cell production symbolized by 7, . where ¢ is the rate of cellular and biochemical
reactions in the body and A, is the level of immunity depending on the infection. The addition of
therapeutic protein drugs will stimulate the formation of primary immune cells because they are
considered as antigens by the body, so the number of primary immune cells produced will

(8]
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increase by k which states the binding rate of therapeutic protein drugs by immune cells. When
the same pathogen injection occurs in the future, the components of memory cells will be
activated to stimulate the formation of immune cells again at the rate of Ayand will destroy
pathogens as before.

Specific immune cells need time to mature their cells so that their functions become more
effective in destroying pathogens and symbolized as 1. The body produces specific immune
cells to fight pathogens and will be reduced by competition but the brain will send s'Bnul.s s0 that
regeneration will occur and new stronger immune cells will be produced where a is the rate of
regeneration of imnggne cells and B is the rate of reduction of immune cells because it loses
against pathogens. The number of immune cells will increase if a>f . namely the rate of
regeneration is greater than the rate of competition with pathogens and will decrease if f>a.

4. The production of memory cells usually takes place 14 days after the first pathogen invasion,

led

therefore a delay of T4 occurs. Memory cells will be produced together with primary immune
production at the rate of y and decay at the rate of §. The doses of therapeutic protein drugs in
the body depend on two things, increasing because the rate of input of therapeutic protein drug
doses which are symbolized as A, and decreasing because it is bound and fused with primary
immune cells which is symbolized as k.
Based on these general and specific assumptions. we formulate a nonlinear delay differential
system as follows:

Pty
dt

= P(t)[a — bP(t)] — wP(t) — (o — p)P(t)1(t),

L8 o [A6P(E — 1,) + AWM(DP(E) = 1, + kD(2)1, (1)),

dt
dig(t)
== =t —1) - (B — a)P(t)I (1), )
WO = yly(t - 1) = SM(D),
dt) _ _
== == kD@,

with initial conditions M(0) = My, > 0,D(0) = Dy > 0, and the historical functions: P(t) =
B VtE 1“71-{]'- Is(t) =p, VtE ]—T;.UL ’p(r) =p;.VtLE [=75.0].for B,.B,.B; € R”,

3. Steady state solution and asymptotic stability analysis

Now. let us turn our consideration to the existence of steady states for the system (1). We admit
steady state solutions defined in the restriction region, R} = {(P, 1,1, M,D) € R* |P 2 0,1, =
0/,=z0M=20D2 0}. Since the vector field does not point to the exterior of R? then Eq (1) is
defined in the region R3. Steady state of (1) is the stationary solution £ = (P, 1,", 1", M*,D*) that
fulfills.

AIMS Mathematicy
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c|AgP + AuMP — I, + kD1,] = 0. 3)
cly= (B - a)Pl; =0, (4)
yl, - M =0,
Ap — kDI, = 0. (5)

With several magggmatical processes we have the following results.

Proposition 1. System (1) has a nontrivial positive steady state solution E* = (P Y J’,,', 1. M*, D‘)
. " 5 “ S(cdp+Ap(f~a)) . (a=wlf-al-be - yicdo +Ap(B-a)) 4

w = — = —0 = —— M'=—2"22 " and D' =

vith | B-a fi‘" S{f=w)=Apmey I" (B—a)o=-pn) S —a)=Apmcy and

Ap(S(B—a)=AMCY) op o o gpn s

M if it fulfills conditions § > a, 8(f — a) > Aycy. (a— w)(f —a) >bcand o >y,

k8(cAg+Apl i) ' '

or(a— w)(f—a)<bcand o < p.
Next, we focus on the analysis of the asymptotic stability of E*. To this aim, we lincarize (1)
about £ and determine the associated characteristic equation. System (1) can be written as.

ap

L= i (Pl M.D, P, 1y )

312 ]'Jl.:j !

dt " Prg /7

dlg

G = fi (Pl MD Py ). =
daM ] ']

= h (Pl mD P, ).

dp

w= (Pl LMD, 1, )

By linearizing system (6) near the equilibrium point E*, we get a linear form of (6) as follow:

P(t) P(t) P(t-1,) P(t -1;) P(t - 13)
!p(t) Ip(t) Ip(t -T4) frr([ —-Ty) Ip(t - T3}
f.x(f'] = fo | LO |+t =T ) |+ JV (E — 1) | + s | 1 (t — 14) | (7)
M(t) M(t) M(t—1,) M(t—r1,) M(t —14)
where
A, 0 4, O 0 0O 0 0 0 0 0 0 0 0 0
A, A 0 Ay Ay cdy 0 0 0 O 0 0 0 0 O
Jo=184 0 4 0 0Lhi=l0 0 0 0 0);=|0 0 ¢c 0 0
0 0 0 =6 0 0O 0 0 0 0 0 0 0 0 0
0 4, 0 0 Ay 0O 0 0 0 0 00 0 0 0
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0 0 0 0 0
00 0 0 0
and/;, =10 0 0 0 O}
0Oy 0 0 0
00 0 0 0
with
A= a—2bP' —w— (o —p)l",
ﬁ-‘!= CAMM'.

A= —(o — )P,

&3;= -c+ CkD..
Ag= —kD".
Ay= (a = p)P".
Al!= CIIMP..
o= cki},

Ay =kl

The characteristic equation associated with (7) is given by

B4+t + 0 + A + A + (rsd* + 1‘643 + 1A% + g+ 1)e M2 4+ (1At + At +Fnpd 4
r',-_.;]e“""'-‘ + (f'].p'{z i l',,—,)l + l'u,)e"’”r-” 73) + ry; = 0, (8)

with

n=40—-4,—-4;—-4,,

ry=—8(A; + A5 + A7+ Ayg) + A (As + A7 + Byp) + As(A; + ) — D38, — Agdy + B7hyy,

ry = 6(A1As + 8,4, + A, 810 = B384 + Asd; + BsByg — BeBg + D780) — B1A5(87 + Dyp) +
Q?Am(-’ﬁs s &l) + Agdq(4, + 37) * &_-;.-‘."q(ﬁ,-, +4,y).

v o B (A Ay B8, Bl g ~ By Baly 8 Msin = Bydeds — Bababia + Belslis— Bphrlis)+
(A58 — 860g) (4,4, = B344).

r.=—c,

e = C(ﬂ| +ﬁf; + A]“ = 6]‘
1y = c0(A4+As + Ayp) = (A As + A Ao + BBy — Bghy),
rg = —cO(B, A5 + Ay Ay + Bsdyo — Agly) + c(BAgh — A,8:4y).

rg = ¢8(8,854, — B14440).

rp = —yly.

riy = (8,44 — 858 +8¢d ),

riz = V(88,85 — A, Ap8, + B38,A5 — B;84A4,),
rg = yBghig(8,4; — 834,).

na = cylg.
rs = —cydg(Qy + 84p).
Mg = CyA Ay,

iy = 68,8,(8ghy — Aghg) — 88;8,(8sA g — Bgds).

Equation (8) is a five-degree exponential polynomial in A. The local asymptotic stability
analysis of the steady stamﬂ" can be performed by identifying the sign of the real parts of the roots
of (8). The steady state E* is locally asymptotically stable if and only if all roots of (8) have negative
real parts, and its stability can only be lost if purely imaginary roots appear. Note that Eq (8) depends
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only on two discrete delays, i.e., 7, and r3 with free 7, meaning that stability of E* is only influenced
by 7, and 3. Nevertheless, it is not casy to perform the stability analysis directly via investigating
the coefficients of the polynomial (8) due to its implicit relation with A. Therefore, analysis of the
roots of Eq (8) will be presented in some cases as follow.

Case 1: 1 =13 = 0 witht, > 0

Assume that T, = 73 = 0 (there is no delays on the maturation of primary cells and activation of
memory cells or the delays can be ignored), then the characteristic Eq (8) can be written as a five-
degree polynomial equation,

A+ a At + A +asd’ + agd + a5 =0, (9)

with
/L =n + Ts,
Ay =Ty + T + No.

az =1y +1; + 1+,
a, =Ty +rg+r1y, +ns,
g =Ty + 1y + T+ 15

Proposition 2. Based on the Routh-Hurwiiz stability criteria, Eq (9) has roots with negative real part
if and only if it meets the following conditions (HI):
D'l = Ia1i > 0.

@ a3
D, = | 1 ﬂz‘ >0oraa; > dy,

a; Qaz as
a, ay :-Om'alaza-,—ka;a_r.>a;;7'+012‘14-
D ay az

&
i}

a a; ag; 0
|1 a; a O
D, = 0 a, a, as > 0or

0 1 a, a,

A1a5030, + 20,0405 + 305 > a2, + aytay + as® + ayaz%as,
a a3 as 0 0

1 a a, 0 0

Di=|0 a a3 ay 0[>0 or

0 1 a a, 0

0 0 a a ag

as(aya,aza,) + a2(2a,a,a5 + aa3as) > as(ay?a? + az’ay + as® + ayaz’as).
Case 2: 14, 1; > 0,v3 = 0
Assumed that the pathogen has invaded the host body meaning that the memory cells already exist
and can quickly stimulate the formation of primary immunity (so that 75 = 0). It means that the body
can quickly respond the invasion of pathogen such that infection occurred (it also can make 7, - 0).
Then Eq (8) becomes,

A5 412 + 2,8 4 22 4+ 234 4 2o+ (154 + 7643 + 2542 + zgd + 2,)e M2 =0, (10)
with
2y =1+ N,

AIMS Mathematics Volume 7, Issue 5. 7471-T488.
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Z; =13+,

z3 =7y + 12,

Zy =Tz + g,

Ze =1y + 1.

Zy =Ty + s,

Z7 =Ty + .

Since Eq (10) will become Eq (9) when 7, = 0, then based on the Proposition 2, the equilibrium
point E* is locally asymptotically stable. When 7, > 0. the roots of Eq (10) are not easy to obtain
explicitly. The eigenvalues of Eq (10) will depend on 7. Suppose that the eigenvalue of Eq (10) is in
a complex form, A(t,) = v(r,) * iw(r,) with 7, > 0. To find out whether E” is stable when 1, >
0or has a limit cycle. the analysis will jgggprocessed by assuming the eigenvalue of Eq (10) is in an
imaginary form, A = +iw,w € . If iw is a purely imaginary root of (10). then it fulfills

(iw)® + (i) + z,(iw)* + z,(iw)? + 2z, (iw) + 24
+ (rs(iw)* + 1y(iw)* + zg(iw)? + z4(iw) + z;)e™™2 = 0.
Simplifying the equation, we get

[rw* = 2,0 + z, + ryw* cos(wt,) — rew’ sin(wt,) = z;w? cos(wt,) + z,w sin(wt,) +
7, cos(wty)] + i|lw® — z,w* + 230 — ryw* sin(wt,) - re? cos(wr,) + zsw’sin(wt,) +
zyw cos(wt,) = z7 sin(wt,)] = 0.

By taking its real part and imaginary part become zero, we have

rw' = z,w? + z, + ryw* cos(wt,) = rew? sin(wr,) - z;w?* cos(wt,) + z,0 sin(wr,) +
Z; cos(wty) =0, (1

and

@5 — 2,w* + z30 — ryw? sin(wr,) — rye? cos(wr,) + zsw?sin(wr,) + zw cos(wrt,) -
Z7 sinlwty) = 0, (12)

From Eq (11) we have

r wt -zyw?+zytcos(wry)(rs w-zgw?+zy)

sin(wrty) = . (13
(wr2) (rew?—z5w) )
+_ 2 " 3
v rpw —2zw* +zg+sinlw i zgw—rew”)
cos(wr,) = - 14
( z) (Zrwl-rswi—2z7) Eed)
While from Eq (12) we have
23 a p—— - 3
. W =Zyw  + 23w +Cos{wTy Zgw —Tgw ")
sin(wr,) = A 15
( "') (rgw?—z5w? +24) k)
& 3 2 4
W=z w” +Zyw+sin(wra)(Zzsw =rsw” —27)
"0 ) = . [§
cos(wTty) R R (16)
From Eqs (13) and (15) we get
5153—325
cos(wty) = 25—, (17)
sy +s)
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with 5, = 10°* = Zew , 5, = rsW* = ZsW? +2;, 83 = W* = ;0 + ;@ . and 54 = no* - z,0* +
z,. From Eqgs (14) and (16) we get

. 51544525 .
sin(wt,) = 25— (18)

sy ts3
If w is the solution of Eqs (17) and (18) then —w is also the solution of both equations. Therefore, in
the following, we only look for positive solutions @ of (17) and (18). Adding the squares of Egs (17
and (18) we obtain,

@'+ (n? - r? = 22,)0° + (2ryzs — 2nz; + 225 + 2% = 12)w® + (2r1z4 + 21626 — 21527 —
22,23 + 2,% — 252)w* + (22527 — 22,24 + 2% — 242 )w? + (2,2 = 2;8) = 0. (19)

Consider  p, =r % —r;® — 22y,
Pz = 2?'525 L 2?‘122 + 225 + le = ?‘52.
Py = 21124 + 212 — 21527 — 22423 + 2, — 25°,

Py = 2252, — 22,2, + 23° — 27
ol 2
Ps =24 — 27,

Then Eq (19) can be written as
w'% + p,w® + p0°® + pyo* + py0* +ps = 0.
If we consider X = w? then we have
FX)=X3+p X +p, X3 + 03 X2 4+ paX +ps =0. (20)
Assume
(Hy)ps <0,py > 0.p3 <0.p, >0.and p; <0.

If condition Hy is fulfilled then all roots of F(X) are positive, say X, [ = 1,2 ..,5 such that w, =
J.?,. Therefore condition H, guarantees the existence of imaginary eigenvalues of (10) where a

Hopf bifurcation will probably arise. This presumption can be adjusted by investigating the sign of
dRe(Ad)
drz

Now. consider Egs (17) and (18). For @ = w,, we have the solutions of both equations.

f {"f-"‘fx"io“’lj’("'l's _zll‘ﬂ!"‘+zﬂw.'}"[r5wl'4_z.-'-“’iz *1?]{"1””"22“’{2“'14}
Ty = aArccos 3 3 3 3 3
(rgw? —zgw) S+ (5w * - 2gw® +i7)

if sin(ayt,) > 0, and

r,,m;:‘—z,,u.lt ay -2y, ‘-’+z](u! ={rsw &~ Zew) 2 +z9 r|w1‘-22ul 24z

) 2 L [ 5wy 15424

T, = 21 — arccos . _
(rgwi?—zgw P +{rsw*—zgaw® +27)*

if sin(w,7,) < 0.1f we define two sequences [t:f] and [ri{] forl =1,..,5and j € then we have

{f'ﬁulf;‘*‘;fﬁﬁl[)(IJJ[I.’-ZII.IJ[:““Z_“I‘.H;)—{"ﬁh}{“—zg({l!z+27}(T1‘d|4—22|‘u]'1+z4]) +2 'ﬂ']
(r,,m;3—z;‘ul;}:+{il"r,{ui4—z_r,m;2+£7]2 Ty

-
L
1l

1
1 - [GP'CCOS(
Gk

2, L 2w — areeos ([l".w;-"—zbnu]{m;-"vz1rug3+z-_|m¢']-(r;mg‘—z_r,w;z +ag)(rywt —zaw P +2y)
2.1 .

(]

-
I

)+ 2jm].

(rem 3=z ) 2+ (ryapt—zowg? +27)2

. ) e 1, 2y
Lemma 1. Suppose that 5 is an element of either the sequence {sz: }or [TZ.:] with w,. Then the
characteristic equation (10) has « pair of conjugate pure imaginary roots A = tiw, that fulfils
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sign {d—iﬂﬂ ]= sign{F (w;?)}.
T2

12213,
Proof:
Consider the roots of (10), A(1y) = v(1;) + iw(r;) where v(1;,) =0 and w(13,) = w, . By
differentiating (10) with respect to 7, we get

[52% + 41, 2% + 32,42 + 22,4 + 24 + (475A% + 3reA? + 2254 + 24 — Ty(rsA* +7,2° + 2:4% +

yl ; y "
7 A +2,))e A2 2 = A2 + 1 23 + 2522 + 2,4 + z,)e A%
6 £ dr, 6 5

or
A )“1 o SAY+ar 2% 432,22 4 22,8425 (4rsa?+3red’+2z54+26)
drs - A e-ATZ (P A% 4rg Al +25A2 425 A+27) | MrsAd4redd+zsd2 +2zgd+zy)

cary At en e n Pendiz,
rgAt 41 A3 4254242 A4 2,

From Eq (10) we have e such that we have

(d}. )"‘ 1 SAY +ary A3 432, A2 422, 4425 (4r5A* +3rgA% + 2254+ 2¢)

;; A AASr Atz A% 42,404 234424)  AlrgAt4redd 425424 26A+25)

For 1, = 15, we obtain

(ia_ -y Slwp)*+aryGio)? +3z; (w))+ 225 iwy) +2
drs Tp=1d, Ciwy) (o iw)5+rylie)¥ 4z (o) 3+2(fw )2 +2allw))+24)

(arsliw? +3rg(lwp) 2 +225(iw )4+ 26 )
(i) rsiap) 4 +reliw )3 +25(lw))2+ 26 ({wg)+27) '

or
=1 PO 4_. g 2 " 3., 2
(d.l) 1 [I'T* - St —idrywy =32 0" +iZip w) +230) —t4rgwp* —3rga” +i22507 *zbw;] 2n
dty tasty) w? ZUTL T (C S ir w2y w12 e P - 2aan +izg) rswt+rgwpd—izgw i -2zgw+izy )
Let
A= Sw)®-32 0+ Zywp+i(2207 ~4r ) _ zpwp-3rgwl(2zgwit ~4rsw*)
(= w54z =2q0Hilriot+ -z 0wt +24) Yow 3 =zgw+i(rswt-zgw®+27)

By multiplying A and B with their respectively conjugate of the denominator, we obtain

Re(A) Sa®-3zywd+zzw (220w -dryw?) (w20} =290 - 1ot -zge P 24)
e = - r : . n
( (~w 542w - rywpri(r e+ =z 2424) (w342 03 =230~ i(ryw 4 - 20 +24)

S04 (4r 82 ) +(~67122+321 24 625)wf +(4ry 24 =421 23+22 Dot +(~22224+23 ]
WOy 222y ) 4 (2,2~ 2ry 2o 4 223 ) H(2r 24 =224 73 vezt)wf +(za2-2zp24)wf + 242

H

¢

2owi=~3re o +i(225w? ~Arser®) rew*~zgwi—i(rsw it ~zsw’ +27)

Re(B)

rewd—zgwyti{rsw t=2zgwd+24) reand-zew~i(rswt~zsw it +27)

_ —arg?wf +(6rszs-3r?)wf + (- rszy +areze—22s Jwi +(225 27 - 2% )]
ratwf+(~2rszstre?)wf +(2rszy-2rgzgt 2w +(~2a5 27426 Hwirzg?”
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-1
By rewritten Eq (21) as (ﬁ)

1 s .
= S [A+B+ er_,w,],lwc have

"

T2=Tz21

Re [(ﬁ)_1 l = = [Re(4) + Re(B)]

drs 'I'zt'r;”

1 [ -4rs2wf+(6rses—3re? )l +(~4rszy +4ra2e- 225° Jw ] +(22525 ~26%)w}

T w2 | sl H(~2rszstred w+ (2rszs - 2rezezst W) +(~22527+ 262 ) Wi +27°

S 0+(4r,2 -2, Jof+ (~6ry 2p+32, 2 +623)wf + (41124 - 42,23 4222 )0} +(- 22224 423 )]
w04 (ry 2 -2z )l (2, 2-2r 22 4 225) WP+ (2P 24— 223 b D 4 (232 - 2202, Jaf 4242

For w = wy, from Eq (19) we have

wl® + (1,2 = 220 + (2,2 = 2,2, + 223)0f + (21,24 — 22,24 + 2,2} + (23* — 22,z,)w] +
2,% = 1508 + (—2rszs + 12wl + (21527 — 2rez6 + 2:)w) + (—22527 + 26° )i + 27,

such that

-1
di P
Re (""‘"‘ =T TV 5 2y 2 2! (2?']
dry — rstwp +(=2rgzg+rePlwf +(2rgzy ~2rgzet 25t Jw |+~ 22527+ 26 }w§+z-,-

with
@ = [5wf + (4r,% = 4r;? = Bz )wf + (61525 — 61,2, + 62, + 32,% = 31w} + (41,2, —
42,24 — 4152y + A1z — 225% + 222wt + (22527 — 22,24 + 232 — 2,7)].

Consider Eq (20). By differentiating Eq (20) with respect to X = w,?, we get
F'(w?) =50, + 4p,0,® + 3p,,* + 2p3w® + p,.- (23)

By substituting (23) into (22) we obtain

Re (ru )” _ Fllw?)
dry = (r_(,m,"-zgmﬁ+z-,-)3+mf{r(,w,2—zﬁ)3'

Tz=?5_t
N ey o Jared)
Since stgn{Rr. [(d_rz)'f?’f;:; ] = sign [—dTa r?”;H].
then we get
dRe(A )
sfgn[ @) b = sign{F'(w,*)}).
d.Tz 72’7";{1

Summarizing our analysis results for this case, we have the following theorem.
Theorem 1. Suppose that the conditions (H,) and (Hy) are fulfilled. Let

LJ 2J}

5" = Wiy gettit T Then when T, < 1", the equilibrium point E* is locally

asymptotically stable. Furthermore, if F'(w*) > 0 then a Hopf bifurcation occurs at E* when
= Tz‘ F
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Cased: 1, > 0,i =123

For this case, we assume that a new type of pathogen has entered the host body. It is assumed that
there has been no previous contact between the pathogen and the host immune system. As a result,
the body cannot ¢isgetly respond to pathogens such that we have 1,,7,, 173 > 0.

Lem 2. If all roots of Eq (10) have negative real parts for T, > 0, then there exists a T3' (1) >0
such that all roots of Eq (10) have negative real parts when 13 < 13 (1;).

Proof:

For 1, > 0. we assume that Eq (10) has no roots with nonnegative real part. Then Eq. (10) with
ty = 0 and 1, > 0 has no root with nonnegative real part. Suppose 7; > 0 then Eq (8) is analytic in
Aand ;. Fuglgermore., as 7, increases. the stability of the equilibrium point will be lost. Since Eq (8)
with 75 = 0 has no root with nonnegative real part then there exists 73(7,) > 0 such that all roots of
Eq (8) with 73 < 73(7;) have negative real part.

Theorem 2. Suppose that  the conditions (H;) and (Hy) are fulfilled.  Let
=M=y .5, je [r::rjf] Then there exists a t3(1,) > 0, for any 1, € [0,73), such that
equilibrium point E* is locally asymptotically stable when 13 € [0, 13(14)).

Proof: @

Using Theagg 1. we have that the roots of Eq (10) have negative real pants for 7, € (0,7;). Using
Lemma 2. we conclude that the equilibrium point E*is locally asymptotically stable when 14 €
[0, T3 (2)).

4. Numerical simulation

We present a numerical simulation for the system hly assuming that the pathogen invades the
host for the first time so that no memory cells are preformed. As a result, there is a certain time for
the immune system to respond by producing primary immune cells along with the formation of
memory cells after pathogen injection, i.e., Ty, 72, T3 > 0. The delays are chosen at the critical delays,
the conditions for the existence nm«:illumry behavior, ie., 1, = 2.64 days and T, = 7.776 days
while 7, is assumed 1.2 days. The parameter values for the numerical simulations are presented in
Table 1. The simulations are presented in two cases, with ;m%ithnul the addition of therapeutic
protein. This is intended to study how the therapeutic proteins Wect the dynamics of pathogens and
immune cells systems. The initial values and the historical functions are chosen as follows: M(0) =
0,D(0) =0, P(t) = 4x1073,vt € [~1,,0], Is(t) = 6x107%,V t € [-1,,0],

1,(t) = 35x107',V t € | ~14,0]. These initial conditions show that the immune system could not
destroy the pathogen such that assistance in the addition of the therapeutic proteins was needed.

We first present a simulation of the system without the addition of the protein drug to study how
the state of the system was initially, and how the protein drug affects the dynamics of the system.
The simulation results are given in Figure 2. We can observe that the number of pathogens in the
body increase as time increase in days without intervention of the drug therapy. It means that the
body's immune system cannot reduce the number of pathogens by itself due to the highest of
pathogenesis in the system. This is also due to the existence of delays in producing primary immune
cells and maturing specific immune cells. As shown in Figure 2-a, the pathogen will continue to
multiply, increase exponentially. and converge to its carrying capacity even though occasionally it
decreases due to the interactions with the specific immune cells. Around 17 days, the pathogen
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reaches a saturation point and does not increase again. In Figure 2-b, we can observe that the number
of primary immune cells increases as a result of pathogen infection. However, primary cells cannot
stop the invasion of pathogens due to their inefficiency. Since there exists a delay in the maturation
of primary cells into specific cells. the existing specific cells cannot avoid the increasing of
pathogens due to the higher number of pathogenic replications compared to the number of the
existing specific cells. In Figure 2-¢, we show that the oscillatory behavior that appears in the system
is clearly observed in the dynamic of the specific immune cells which means that natural delays
greatly affect the number of specific immune cells that play an important role in fighting pathogens.
The specific immune cell solution shows a fluctuation at the beginning of time observation. However,
for a long time. the number of specific immune cells goes to zero caused by the high pathogenesis of
the pathogen. Even though the host body produces many immugg cells. the cells will die after their
interaction with the pathogensggn the other hand, initially, the number of the memory cells is very
s due to the existence of a time delay in the generation of the new memory cells. After the delay,
the number of memory cells increases as time increase and converge to its stationary point.

After observing the condition of the system without protein drug intervention, we next present
the simulation results for the system with therapeutic protein intervention. Figure 3 shows the
dynamics of the pathogen which is decreases as time increase. It decreases from the initial
observation time until it reaches zero at 18 days. This behavior is quite different from the previous
simulation in which the number of pathogens increases as time increase. This means that the addition
o therapeutic proteins has succeeded in reducing the invasion of pgghogens and even eliminating
pathogens in the host's body. Due to the decreasing of the pathogen, the number of primary immune
cells is also decreasing at the final time. The host body will reduce the production of primary
immune cells when the number of pathogens decrease. In addition, the presence of protein drugs also
affects the dynamics of specific immune cells where the addition of therapeutic proteins has reduced
fluctuations in specific immune solutions with relatively small oscillatory effects. For the memory
cells, the addition of protein drug increases the number of memory cells as a result of the initial
increase in primary cells that triggered by the presence of protein drug.

Table 1. Definition and value of model parameters.

Parameter Definition Value and Unit
a - Pathogen replication rate o 0.02 mol/days o
b Carrying capacity of the host body environment 0.0035 mol/days
w Pathogen natural death rawe 0.01 mol/days
) o . Pathogen dc..llh rate due 1o Illlt.‘l.l(.ll(ln\ with immune cells 25 107 hu?ﬁr’ii.m -
A Pubggencvolwionte _______________ _ OOOISmobdmys
¢ Thc rate nf ct:llular and biochemical reactions in the body 5073 mol/days
& :n of infection 1.5 mol/days
- et T el o
1|1m"('1cl.1y mr immune cell regeneration rate (after pulhul_ul 1.2 days o
||1\.mtm}
13 " Critical delay for maturation of immune cells o ;
- TJ ~ Critical d-.il;_lt_lf formation of memory cells S : v T
"k Therapeutic protein drug binding rate by immune cells 36 mol/days
a Immune cell regeneration rate Ix 10 molidays
p Immune cell reduction rate - ' 38 % 10" molidays
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Parameter Definition R Value and Unit
Y Immune cell production rate 2.3 % 107 mol/days
[ Immune cell decay rate 0.2 mol'days
- Ap Protein drug input dose rate 35% 10 “duys
(L] )
¥ / 4 o
y v )
] )
LR on iy
| \ \ g
g 8 ey :
£ | : E -
* | ) ] /

Figure 2. The transient behavior of the: (a) pathogen: (b) primary immune cell: (c)
specific immune cell: (d) memory cell in the body without intervention of protein drug.
Pathogens replicate exponentially and fuse with their carrying capacity while specific
immune cells as the pathogen barrier decay by following their oscillatory dynamics

towards zero at the fifteen’ day.

L

tpomed

Figure 3. The transient behavior of the: (a) pathogen: (b) primary immune cell: (¢)
specific immune cell; (d) memory cell in the host body after the addition of the protein
drug. The existence of protein drugs triggers the production of primary cells which
directly affect the decreasing of pathogens which exponentially converge to zero in no

more than fifteen days.
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5. Conclusions

A modified mathematical model of immune system was proposed by considering the immune
long pathway as a simple lumped pathway. It was assumed that the interaction of pathogens and
immune cells is a competitive interaction, and under the influences of therapeutic protein, the
production of primary immune cells was triggered. Some natural discrete delays were introduced into
the model to accommodate the slow response of primary cells to the pathogen attack, and to consider
the slow maturation rate of the primary cells, We found that there exists a pair of critical delays for
which the system appearance oscillatory behavior. However, the presence of natural delays has the
greatest effect on the dynamics of specific immune cells, gy immune cells that are responsible for
attacking pathogens directly. It was numerically observed that the fluctuation of specific immune
cells was quite high when the profgin drug was not injected into the host body. Moreover, the number
of pathogens ingggases when the number of specific immune cells decreases. and converges to their
stationary point when the number of specific immune cells converges to zero. After the addition of
therapeutic proteins. the invasion of pathogens can be reduced or even eliminated from the system,
and protein drugs were also successful in reducing the fluctuations of specific immune cells. Based
on the presented numerical simulations, it concluded that the proposed model can capture the
dynamic of the delayed system with or without drug intervention. The existence of therapeutic
protein was successfully minimizing the number of pathogens and accelerated the elimination of
pathogens in the host body. It also observed that the existence of therapeutic protein minimized the
oscillation in the system especially in the specific immune cells dynamic. It meant that the protein
drugs successfully speed up the specific immune performance in eliminating pathogens invasion in
the host body.
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