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Abstract

Pneumonia is a very serious infectious disease that affects one or two sides of the human lungs. The disease is caused
by infectious agents such as bacteria, viruses and fungi. In general, pneumonia is caused by Streptococcus bacteria.
In present paper, we developed and analyzed the optimal control and cost-effectiveness strategies for pneumonia with
the inclusion of a drug resistance compartment. The basic reproduction number that governs disease transmission has
been obtained as the largest eigenvalue of the next-generation matrix. Both local and global stabilities of the disease-
free equilibrium and endemic equilibrium points of the model equations were established using basic reproduction
numbers. It is found in this research that the control strategies work well and thus the infective population sizes
of both asymptomatic and symptomatic classes reduce drastically within a short period of time. Also, the analysis
of cost-effectiveness is depicted. Finally, based upon the simulation values of optimal controls, the combination of
Prevention, Treatment and Screening of infectious humans is the most efficient and less costly strategy to eradicate
pneumonia diseases from the community.
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1 Introduction

Pneumonia is one of the very serious infectious diseases that affect one or both sides of the human lungs. The disease
occurs due to a variety of infectious agents such as fungi, viruses and bacteria. However, the common bacteria that
causes pneumonia is Streptococcus. Though people of all age groups are affected by pneumonia, the most vulnerable
include adults over 65 years and children under 5 years. Further, humans with weak immune systems, irrespective of
age, are too affected the most [6]. It is estimated that the upper respiratory system of about 20-40 percent of children
and 10 percent of adults are permanently colonized by Streptococcus pneumonia [8]. Pneumonia is mostly caused by
the result of exposure to sneezes and coughs of infected humans i.e., by inhaling small droplets containing the bacteria.
An infected person through his coughs or sneezes spreads small droplets containing pneumonia bacteria into the air
[12]. Symptoms of Pneumonia infection include coughing, rise in body temperatures, unusual sounds in lungs, loosing
of appetite, deficiency in oxygen levels and rapid heartbeats [15].
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However, Pneumonia disease is preventable through proper medication viz., diagnosis, screening, vaccination,
environmental control measures, and appropriate treatment of other diseases [5]. Vaccination is the most effective
prevention mechanism to prevent pneumonia in both children and adults. Various types of vaccines are now available
to fight against Pneumonia. The pneumococcal conjugate vaccine (PCV) is used for children and the pneumococcal
polysaccharide vaccine (PPV) is for adults [3], [7].

Pneumonia is an endemic infectious disease and has been a major public health concern in developing countries.
UNICEF reported in 2013 that half of the deaths of under-five-year-old children in the world were occurring in only
five countries: Nigeria, India, Congo, Pakistan, and China. Most deaths are due to infectious but preventable diseases.
Malaria, Diarrhea and Pneumonia together killed about 2.2 million under-five children in 2012, accounting for share
one-third of all under-five deaths [4]. In Ethiopia, Pneumonia, Diarrhea, and Malaria have been the major causes of
death among under-five children. However, Pneumonia is the leading cause of mortality among under-five children in
the country, contributing 28 percent of deaths [1I]. Humans with poor nutrition, pre-existing lung diseases, difficulty
in swallowing, problems with their immunity system and other chronic health problems are at higher risk of being
attacked by pneumonia. Other higher risk factors that can cause pneumonia are smoking, sustaining injuries that
interfere with swallowing or coughing or alcoholism and also neurological problems [I1].

So far, various studies have been conducted and mathematical models have been developed so as to study the
transmission dynamics of pneumonia. These studies and models have varying objectives and different procedures.
In [14] a nonlinear mathematical model has presented the cost effectiveness of various control strategies is analyzed.
In [9] a deterministic compartmental model with treatment and screening as intervention strategies is presented and
their impact on controlling the disease is studied. A deterministic compartmental model presented by [8] discussed
various aspects like inoculation of Pneumonia, the strength of immunity and fighting capacity against the infection.
In the model developed by [5], sensitivity analysis on the effective reproduction number was conducted and showed
that vaccination and treatment could eradicate pneumonia infection.

All the above studies have developed a deterministic as well as the stochastic mathematical model of pneumonia
dynamics by subdividing the population into sub-classes of Susceptible, infectious, vaccinated, treated, carrier and
recovered. But none of them considered optimal control and cost effectiveness strategies of pneumonia with the
inclusion of drug resistance compartments and also no study has been undertaken by applying optimal control. This,
therefore, motivated us to undertake this study to fulfill this gap. In the present model, the control strategies of
Prevention, Treatment and Screening have been incorporated. Descriptions of further sections of the paper are as
follows: In Section 2, a system of model equations is formulated and transmission dynamics of pneumonia are described,
the model is proved to be mathematically well-posed and is biological meaningful by showing the model equations are
both positive and bounded. Further, it is shown that the solution exists and is unique. The basic reproduction number
is formulated. Equilibrium including disease free and endemic are identified and their local and global stability are
analyzed. In Section 3, the optimal control problem is presented and analyzed. In Section 4, numerical simulations
are carried out. In Section 4, the analysis of cost-effectiveness is depicted. The paper ends in Section 5, by deriving
some conclusions depending on the importance of control variables.

2 Description and formulation of modified model
2.1 Model Assumption

The total human population of the model at any time t is divided into six compartments with respect to their disease
status. The names, notations and description of these compartments are as follows: (i) Susceptible compartment
S(t):These people are at a risk of infected by Pneumonia disease, (ii) Protected compartment P(t): This class of
people which are protected against the disease over a period of time. (iii) Asymptomatic infected compartment I, (t):
These people are already infected by the disease. They are potential source of infection and can transfer to other
individuals, but they do not show any symptoms of the disease, (iv) Symptomatic infected compartment I4(¢) : These
people are already infected by the disease. They are potential source of infection and can transfer to other individuals.
Also, they show symptoms of the disease, (v) Drug resistance compartment R4(t) : denotes the number of individual
who have been infected with the disease and are treated, and (vi) Recovered compartment R(¢) : This class includes
all the individuals that are recovered from the disease and got temporal immunity. However, a fraction of these
people may become susceptible in due course. New population is recruited in to the model with a constant rate of
A per capita. This population is divided into two groups depending on their immunity capacity viz., susceptible and
protected. A fraction pA of the people with more immunity power will go to protected compartment P(t) and the
remaining fraction (1 — p)A with less immunity will go to susceptible compartment S(t). Protected populations are
recruited into the population at per capita rate pA. The Protected population groups are assumed to lose protection
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and they will join susceptible class with rate of «. Susceptible individuals are recruited into the population at per
capita rate (1 — p)A. Susceptible class is increased by birth or emigration at rate of (1 — p)A and also from recovered
class by losing temporary immunity with w rate and from Immune class by imperfect vaccine with « rate. Susceptible
individual acquire the disease through ingestion of contaminated foods and water at per capita rate A. The force of
infection for this model given by A = W, where 8 = ko, K is contact rate, o is the probability that a contact
is effective to cause Pneumonia infection and -~y is transmission coefficient for the Asymptomatic infective individual.
Susceptible individuals by the force of infection become either Asymptomatic infective individual with the probability
of 7 to join the Asymptomatic infective class I, or move to the Symptomatic infective class Iy with the probability
of (1 — 7). The Asymptomatic infective individual can develop disease symptom and join the infected class with the
rate of § or recovered by against natural immunity at 1) rate. Those individuals in the infected class can get drug and
join drug resistance class with the rate 6 or recovered class at ¢ rate. Individuals in the drug resistance class move
to recovered class at a per capita rate of 7 by drug efficacy of ¢ proportion of individuals join the recovered class or
join the infected class with (1 — ¢) proportion by adapting the drug. In all compartments y is the natural death rate
of individual, but d; and dy are the disease induced death rate of the Asymptomatic infective individual and infected
class respectively. Also the model assumes that all parameters are positive.

2.2 Description of parameters

The parameters used in this model are introduced in Table [1| Their notations and descriptions are also included.

Table 1: Description of Parameters used in the model equations

Parameters Description

Recruitment rate

fraction of newly protected individuals who become susceptible

Rate at which recovered individuals lose immunity

Contact rate

Natural mortality for all individuals

Recovery rate for symptomatic infections individuals

Probability of drug resistance individuals joining recovery individuals
Rate at which Asymptomatic infections develop symptoms
Probability of susceptible individuals joining Asymptomatic infections individuals
Recovery rate for Asymptomatic infections individuals

Rate at which recovered individuals lose immunity

Rate of drug therapy for symptomatic infections individuals

TEEY XL OT T ED >

dy ADisease-induced mortality rate of Asymptomatic infections individuals
dsy Disease-induced mortality rate of symptomatic infections individuals

T Capita rate of drug resistance individuals

€ Assumed

5y Transmission rate for Asymptomatic infections individuals

Considering the definitions, assumptions, and inter-relations between the variables and the parameters,the basic dy-
namics of Pneumonia is illustrated as a flow diagram in[I]blow: Based on the model assumption and the Schematic dia-
gram the model equation is formulated with initial condition: P(0) = Py, S(0) = Sy, [a(0) = Iag, Is(0) = Isg, Rs(0) =
Rsg, R(0) = Ry and given as follows:

di . — (u+a)P(1),
S = ( — p)A+ aP(t) +wR(t) — (A + w)S(b),
Mol —  ZXS(t) — (¥ + 6+ p+ dy) Ta(t),
L&l < — TAS(t) + 6La(t) + (1 — @) TR () — (0 + ¢ + p+ da) I, (1),
) = GI,(8) — (v + p)dRs(8),
WO = YT (1) + GL(1) + TqRs() — (w0 + WR(D).

(2.1)

2.3 Invariant Region

In this subsection, we obtain a region in which the solution of Eq. is bounded.



906 Tessema, Bole, Koya

B,
K N
g (1—-qr qr
(1=p)A ~HE (1 —n)A F
Vo |
ua  ma 8 +d; g7
",
"‘\.
pﬁ \\:';. l:b
5| P
Iy
u pu+dy

Figure 1: schematic diagram of the model

Theorem 2.1. The feasible solution set P, S, I, Is, Rs, R of the system equation of the model enter and bounded in
the region Q = {(P, 5, 1o, I, Ry, R) € RS : 0 < N < £}

Proof . for this model the total human population is N = P+ S+ I, + I; + R + R differentiating N with respect to

time and substituting the expression for %, %, %7 %, - and from Eq. [2.1] after simplification and also by applying

initial condition N(0) = N, we obtained N < & 5 (A=K N) e Ht, Further, it can be observed that N(t) tends to
% as t tends to oo.

Thus, it can be concluded that N(t) is bounded as 0 < N(t) <
equation of the model enters and remains in the region:

T[>

Hence, the feasible solution set of the system

Q={(P,S I.,I.,,R,R) € RS :0< N < &},

Therefore, the model system of equations given in is well posed biologically and meaningful mathematically. Hence,
it is appropriate and sufficient to study the dynamics of the model variables in the invariant region . [

2.4 Positivity of the solution

The solution of the system remains positive at any point in time ¢, if the initial values of all the variables are
positive.

Theorem 2.2. Let the initial data be ((Py, So, [ag, Iso, Rso, Ro) > 0) € Q. Then, the solution set {P(t), S(t), I,(t),
Is(t), Rs(t), R(t)} of system is positive for all ¢ > 0.

Proof . From the first equation of model system [2.1}

e =pN—(u+ )P,
71752—(u+a)dt

Now, by using variable separable method and applying on integration, solution of foregoing differential inequality is
found as:

P(t) > Pyelatmt > 0.

Hence it can conclude that P(t) > 0 Similarly, we obtained:

S(t) > Spe~(A+tmt >,

I,(t) > Tage~ (+dtptdt >
I(t) > Isge(OFetntd)t >
R, (t) > Rsge~(THmt > 0,
R(t) > Roe~ (@Mt > .
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Thus, this can be show that the model equations of system [2.I] are positive for all ¢ > 0. Hence, the model is meaning
full and well posed in Q2. (I

2.5 The Disease Free Equilibrium (DFE)

In order to find the disease free equilibrium (DFE) point of the model, the right hand sides of the system of
equations given in [2.1] are equated to zero, evaluating the resultant equations at I, = Iy = R; = R = 0 and solving
for non-infected and non-carrier state variables. Thus, disease free equilibrium is identified as :

By = (P°, 8%, 1,1, R, R°) = (&5, Blatimir)) .9,0,0).

2.6 The Basic Reproduction Number (R )

Here, the threshold parameter that governs the spread of disease known as the basic reproduction number is
obtained. It is nothing but the spectral radius of the next-generation matrix. For the purpose the system of model
equations is rearranged starting with those representing newly infective classes.

ol — 7AS() = (46 + p+ di) Lo (1),
) — (1= m)AS(E) + 814 () + (1 — @) TR () — (0 + & + p + do) I, (1), (2.2)
Bt = I,(t) — (7 + p)dRy(¢).

Then by the principle of next-generation matrix, we obtained:

mB(1) s (¥ + 0+ p+ di) Lo (t)
fi= (1—77)5(%““)3 andv; = | 04+ ¢+ p+do)Is(t) — (1 —q)TRs(1)
0 (1 4+ w)dRs(t) — 0I(t)

Now partially differentiating the variables I,,I; and Rs; with respect to time and evaluating at the disease free
equilibrium point reduces the Jacobian matrices to:

ﬂﬁK’Y:Q ﬂ’ly(lﬁﬁ 0 ky 0 0
F= <1*§>(§7K4 <1*;>6BK4 0| andV=| -6 ke —(1-g)7
0 0 0 0 -0 k3

Thus, the basic reproduction number, Ry = p(FV 1), where p is the largest eigenvalue of the product FV~! and Ry

at disease free equilibrium point is as follows:

W5K4(’}/K5 + 5K3)
K3K5Kg

Ry = (2.3)

Where Ei= d4otp+d, Ky pot o= pp,
Ko= 0+¢4+u+ds, Ks= k’gkg—l—T@(l—q),
Ks = 74yp, Kg= a+p.

2.7 Local Stability of Disease Free Equilibrium

Theorem 2.3. Disease free equilibrium Ey of system of equations given in [2.1] is locally asymptotically stable if
Ry < 1 and unstable if Ry > 1.

Proof . Now, the Jacobian matrix of the model equations given in (1) at the disease free equilibrium FEy reduces the
form as follows:

Kg O 0 0 0 0
N L
0 0 wByS _ k1 BrS 0 0
J(Ep) = N N 2.4
(Eo) 0 0 (1—717\)7575 Iy (1—;);35 ks (I—gr 0 (2.4)
0 0 0 0 —k3 0
0 0 () ¢ Tq —kz
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From the Jacobian matrix of [2:4] we obtained a characteristic polynomial:
(—kg — N (k7 — \)(A\® 4+ Li\? + Lo + L3) = 0. (2.5)

where

Li= 3 [B(Ke — pp)(1 —m) — my) + (K1 — Ko — K3) K],

Ly = -[(Bmy(Ke — pp) — K1 Ko)(K3Ke — B(1 — m)(Ke — pp) — Ko Ko )+

KyK3Kg 4 0(1 — q)7Ke — K3f(1 — ) (Ke — pp)) — 7B(Ks — pp)(By(Ke — pp) + 0ks)],
Ly = 3-[[Bn(Ke — pp)(ks(1 —m)By)(Ke — pp)]+

(Bry(Ke — pp) — K1K) (K2 K3Kg + 0(1 — q)7Ke — K3B(1 — m)(Kg — pp))]]-

In[25] clearly it is observable that Ay = —kg, Ao = —p, A3 = —k.
For the last expression, that is:

L

N3 LA + Lol + Ly = 0. (2.6)

As required by the principle of Routh-Hurwitz criteria, equation will have negative real roots if and only if the
following conditions hold true:

Ly >0,Ls>0,L3>0,L1Ly—L3>0,L1LoL35— L% > 0.
Therefore, it can be concluded that by Routh- Hurwitz criteria all the roots have negative real parts. Thus, DFE Ej of

the system of the differential equations given in [2.1] is locally asymptotically stable if Ry < 1 and unstable if Ry > 1.
O

2.8 Global Stability of Disease Free Equilibrium
The global stability of disease free equilibrium was implemented by [2] technique.

Theorem 2.4. if Ry < 1, then the disease free equilibrium Ey = (X*,0) of system of equations given in[2.1]is globally
asymptotically stable in 2 and there is no unique endemic steady state.

Proof . Let X = (P, S, R) € R® stands for the uninfected population and Z = (I4, I, Rs) € R? also stands for the
infected population then the model equation can be re-written as;

F(X, 2),
{ & =G(X,Z2),G(X,0)=0.

where
pA —(a+p)P TAS — (0 + ¢+ p+dh)
FX,Z2)=| QA=-p)A+aP+wR—-—M+p)S |and G(X,Z)=| 1—mAS+6l,+(1—q)TRs — (0 + ¢+ p+ d1)I;
Yl + ¢ls + TqRs — (W + p) R 01 — (7 +p)
(2.7)

Consider the reduced system

AX pA — (a+ p)P

pr —J|ze0=| Al=p)A+aP+wR—-(A+u)sS |. (2.8)

0

This implies from equation [2.8]it is obvious that X* = (22 (Alatn—p.p)) ,0) is globally asymptotically stable steady

(atp)’  p.(atp
state. This can be verified that from the solution of expression glves P = (a+u) + [P(0) — (Of_'s_’}t)]e*ut and

Je~#t which converges X* As t — oo this implying that the global convergence

S — (A(OzZru u)p)) +[5(0) — (A(QZru /;p))
atp p-(atp
of 2-8]is in 2. We re-write the following two conditions as Hs in [2.8] that guarantee for globally asymptotically stable
equilibrium.
i L =G(X,2), X,
ii. G(X,2)=AZ - G(X,2),G(X,Z) >0 for (X,Z) € Q.
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Where: A = D;G(X*,0) is an Metzler matrix (the off diagonal elements of A are non-negative and G is the region

where the model makes biologically sense). If system satisfies condition (i) and (ii) then Theorem [2.4] holds.
From the equation for infected compartments in Eq. (2.7)) the linearizion of G(X,Z) is:

— (k1 — 515 s 0
A= | 54 U=mss [kl _ (HZMS} (1—q)r
0 0 —(T+ )

Hence, G(X,Z) can be written as G(XZ) = AZ — G(X, Z), where

Gi(X,Z2) 0
G(X,Z)=| Go(X,2) | =10
Gs(X, 2) 0

Thus the condition H; and H, are satisfied and we conclude that Ey is globally asymptotically stable for the infection
free steady state for Ry < 1. I

2.9 Endemic Equilibrium Points

stans

persists in the population. It is obtain by setting left hand sides of the equations of the system to zero and solving
the resultants. Thus, obtained the following:

Here, the endemic equilibrium is denoted by E* = (P*,S* I R* I*, R*) and it occurs whenever the disease

P* = (atp)

pA
g —  PAO= p)AJ(r:\x(a+)u)+prR*

*F
7+ = TN IpAQ—p)ta(atu)+wpAR"]
a (A +p)(0+P+p+di) )
I* = (T+p) R
R* — ( Ok [pA(1—p)A+a(atu)+wAR] ((1—7r)>\*k1+67r)\*)>
s koks—(1—q)70 N +1)(0+5+p+dy) 2 )

R — [PA(1=M)Ata(atp)]G

T (W) ) Ok (k2ks —(1—-q)T0) —wpAG)

where G = 0\ [kaoks — (1 — q)70] + k1 [kaks — (1 — q)70][pks07q] + O[0(1 — 7)N\*ky + SmA*0).

3 Extension of the Model into an Optimal Control

This section is dedicated to find the optimal control strategies of the model [I0]. This helps to identify the
best intervention strategies in order to eradicate the disease within a specified time. These control strategies are (i)
prevention uq, representing prevention effort for the susceptible population (ii) Treatment us, representing treatment
of individuals showing symptoms of the disease (iii) screening us, representing screening of asymptomatic infective
individuals which helps them to get proper treatment if they are aware of their status.

After incorporating ui,us and ug in optimal control model of pneumonia is obtained as follows:

P = pA— (1 —ur)aP(t) - pP(1),

B — (1= p)A+ (1 —w)aP(t) + wR(E) — (1 - w)AS(E) — p)S(1),

2= (L w)mSO) = O+ unla(0) — (6 + w)alt) — i+ d)LL(0),
: <

r L—up)(1=m)AS(t) + (6 +uz)la(t) + (1 — @)7Rs(t) — (uz + ) Is(t) — (0 + p + da) Ls(t),
W) — OL(1) — (7 + ) Ra(D),
iwn — w +un)Lu(t) + (uz + )L, () + TqR(t) — (w + p)R(t).

where \ = ﬁw. Now, the optimal levels of the control set U are Lebesgue measurable. It is defined
as U = (uy (t),uz(t) uz(t)) : 0 <wp,ug,uz < 1,0 <t <T. It is aimed to identify U P, S, I,, I, Ry and R which are
supposed to minimize the proposed objective function J. Here, the objective function is considered in line with literature
on epidemic models [13] and given by:

ty
J= min / <b1] +bol, + = sz >dt (3.1)
0

Up,uU2,us3
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Here in J,b1,be and w; are positive quantities. The expression 1/2w;u? represents cost which depends on the
controls u;. The form of J is quadratic because it is assumed that the costs are not linear in nature. This re-
search is aimed in minimizing the number of exposed and infective humans as well as the costs involved. Thus, it
is sought to find an optimal triple controls (uj,u3,u%) such that J(u},us,u}) = min {J(u1,uz, us);u; € U} Where
U = {(u1,u2,us3) for each u; is measurable with 0 < u; < Ifor 0 < ¢ < ts} for the control. Again, Hamiltonian (H) is
constructed by following the methods given in [I0] as presented hence forth:

dJ dP ds d dI dR
H=— i+t A+ A+ A5 + Ao (3.2)
That is: P dS . dI, . dI IR
H(PaSaIaalsz&R): (Ia,lb,’l,él,UQ)—FAl d +)\2d +)\3 d A4 dt AS dt A6 t

where L(I,, Is,ui,us) = bil, + baly + %Z?Zl w;u? Here, A1, A2,A3, 1, A5 and \g are known as adjoint variable
functions. To obtain adjoint variable functions, the classical results given in [10] are adapted and are implemented as
shown in the following theorem.

Theorem 3.1. Given an optimal control (u1,us,us) and corresponding state solution P,S,I,,Is, Rs, R of corre-
sponding system on (15) which minimize the objective function J(uq1,us,us) over U, there exist adjoint variables
Ai,i=1,...,6 satisfying the following equations.

% = (M=) —up)a+ Ay,

% = )\1 (17u1)ﬁjéf[s+7]a) +/.£ _ Ag (171‘1)77?\]([54’7[&) _ A4 (17“)(17u]1\[)ﬁ(ls+71a):| ,

Da = _py 1) [(kujlv)/m] W (1fU1]\)[7T/375] Y [(kw)(l};ul)ﬂws +5+u3} i
)\3(5 + us + ’ll) + ug it + dl) - )\6(u2 + /(/))7

% = byt Ay {(1—1;V1>ﬁ5} W [(1—u]1v)7rﬁs] N\ {(kw)(}v—ul)ﬁS} — No(uz + ¢)—

Ay [ug + ¢+ 0+ p+ da] — As(0),
% = Ms(7+p) =M1 —q)T = AeTy,
GE = —how+ As(w+ p).

Together with the transversality conditions \;(t;) = 0,i = 1,...,6. Furthermore, the optimal controls uj, us and ug
are given as below:

uf = min{1,max 0, (o =Ap)aPt(rAs+(L=m)rads) (2 £71;)BS- }}, ud = min {l,max {O, (Qa=Ae)lp +(Aa=de) I }} and u} =

Nwi w2
. As—Ad) I
min {l,maac {O, %}} .

Proof . Adjoint equations as well as transversality conditions are obtained from the Pontryagin’s Maximum Principle,
such that:

OSSR (Zg = ()\1 — )\2)(1 — ’U,1)Oé =+ /\1,u7

dt

% _ _%1 -\ % +ul =g %N(IMI) —\ (1—w)(1—u1)5(15+vla)] ’

Do _9H _ ,bﬁh[%]ﬁg[w}ﬂdwmﬂk
A3(0 + uz + 9 4+ ugp 4 di) — X (uz + 1),

Do BH _ p g, {(1—%)55} Y [“‘“}v)”ﬁs} Y [W] — Ao(u2 + )~

Aafug + ¢+ 0+ p+do] — As(0),
Ge =~ = () = Ml =91 = XeTq,

% = —3g = —/\2w+/\6(w+,u).

Again the optimal control uq,us andug can be solved from the optimality conditions using the method in [I0] we
obtain; Again the optimal control u;, us and ug can be solved from the optimality conditions using the method in [10]
we obtain:

OH _ i, UTW; = ()\2 — )\Q)OéP—f— (7'(')\3 + (1 — 7T))\4 — )\2) (%) BS

duy
= u _ (Qe— Al)aP+(7r>\3+(]{[w7;))\4 Ao)(Is+~1,)BS

Az—Ae)lat+(Aa—A6)1s As—A)lq
O Mt Oumdalle g 4, = Qo)

. By applying the same method for wus and wug we found:
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Putting w1 = uj,us = u3 and ug =uj and S = S*, 1, = I, I, = I}, we get:

ut = QamAaPHmAs+H(I-mAa—de) (LI +415)85"
1 Nw1

ut = QA li+HQAu—Ae)l]
2 = ng

ut = As—A) 1]
3 N’wg

Since the bounds of uy,us and uz are 0 < uy,uq,u3 < 1. Hence, optimum control has the following form:
(A2—X1)aP+(rAz+(1—m)Ag—X2) 2 +~I)BS™

Nw1 ?
Iful § 1

S FIEE
at

fo<wuy <1

(As— A6)1* (>\4 Xe) I
b

Ifo<u; <1,
Ifu2<10 and
If uy >
La2alle 1f0 <uj <1
uz =14 0, Ifui <10
1, Iful>1

4 Numerical Simulation

The numerical simulations were carried out using the parametric values given in Table[2] Optimality of the system
is achieved by using available iterative schemes. Solutions of the state equations given in (1) are initiated by assigning
guessed values for the controls and simulated using fourth order Runge—Kutta scheme. It is followed by using current
iterated solutions of the state equations to solve the adjoint equations by backward fourth order Runge-Kutta scheme.

Table 2: Parameter Values for Pneumonia Model

Parameters Value Source
1) 20 Assumed
A 0.73 Assumed
Q 0.87 Assumed
I 0.01 Assumed
P 0.84 Assumed
q 0.03 Assumed
6 0.2 Assumed
™ 0.05 [14]

P 0.001 Assumed
w 0.1 [14]

0 0.68 Assumed
dq 0.00057 Assumed
ds 0.057 [14]

T 0.5 Assumed

€ 0.45 Assumed
vy 1.5 Assumed

I. Control with prevention alone: Here, optimality system is simulated by incorporating prevention intervention
alone. Figure [2| shows a decrease of asymptomatic infection and symptomatic infectious population within a
specified time period. Hence, it is concluded that the intervention strategy prevention plays an important role
in reducing infection of pneumonia from population.
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Figure 2: Impact of ‘prevention’ on asymptomatic and symptomatic Infectious population.

II. Control with treatment alone: We applied treatment only as intervention that is treating individuals who
develop disease symptom. From figure [3] we understand that the number of Asymptomatic and symptomatic
infectious population decreased when treatment intervention is applied. Therefore, we conclude that, applying

optimized treatment only as control intervention decrease the burden of the disease and eradicate pneumonia
disease in the community.
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Figure 3: Impact of ‘treatment’ on asymptomatic and symptomatic Infectious population.

ITII. Control with screening alone:We applied screening only as intervention that is screening individuals who
didn’t show the disease symptom. Figure [4 clearly show that both asymptomatic and symptomatic population
has gone to zero at the end of the implementation period. Therefore, we conclude that, these strategies are

Iv.

effective in eradicating the disease from the community in a specified period of time.

Control with prevention and screening only: We simulate the model using a combination of prevention

and screening as intervention strategy for control of Pneumonia disease in the community. Figure |[5| shows that
the number of infectious as well as asymptomatic infected population reduces considerably to minimum in the

specified time period. Therefore, these strategies too work effectively in eradicating the disease from human
population.

Control with prevention and treatment only : We used prevention and treatment as intervention strategy,

and figure [6] show that, the number of symptomatic infectious and also asymptomatic infected population goes

down in the specified time. Thus, these strategies are effective in reducing the disease from the community in a
specified period of time.

VI

Control with treatment and screening only: We used treatment and screening controls as intervention.
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Figure 4: Impact of screening on asymptomatic and symptomatic Infectious population.
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Figure 5: Impact of ‘prevention and screening’ on asymptomatic and symptomatic Infectious population.
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Figure 6: impact of ‘prevention and treatment’ on asymptomatic and symptomatic Infectious population.
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From figures[7] we observe that optimal control of the combination of treatment and screening helps to bring down
both the infectious and asymptomatic infected population which helps to eradicate the disease in the community.
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Figure 7: Impact of ‘treatment and screening’ on asymptomatic and symptomatic Infectious population.

VII. Control with prevention, treatment and screening: We implement all control the three controls interven-
tions that helps to minimize the objective function. From figure[8|we observe that the number of the infectious and
asymptomatic infected populations decrease at the specified time due to the intervention strategies. Therefore,
applying this strategy helps to eradicate pneumonia disease in specified period of time.
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Figure 8: Impact of ‘prevention, treatment and screening’ on asymptomatic and symptomatic Infectious population.

5 Cost effectiveness analysis

In this section, we identified a strategy which is cost effective compared to other strategies. To obtain this strategy,
we used the method of incremental cost-effectiveness ratio (IC ER), which is done by dividing the difference of costs

between two strategies to the difference of the total number of their infectious averted. This approach was defined as
[16]:

Difference in costs between strategies
Difference in infections averted between strategies

"ICER =

”

The total number of infectious averted for each strategy is obtained by subtracting the total infectious with control
from without control while the cost averted of each strategy was obtained by using the cost function represented by the
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function 1wiu?, $wou3 and Jwou over the time [I6]. We did not consider strategies that implement one intervention
only, the reason that one intervention only is not guaranteed to eradicate the disease totally from the community.
Those strategies which incorporate more than one intervention are ordered below to be compared pairwise. We used

parameter values in table [2| to estimate the total cost and total infectious averted in table

Table 3: Total amount of infection averted and total cost for all strategies

Strategies Total cost (dollar) Description Total infectious averted
A Prevention and Treatment 1493.86 6929.3
D Prevention, Treatment and Screening 1434.83 9404.05
B Treatment and Screening 1314.88 6434.35
C Prevention and Screening 866.15 5444.45

After obtaining the total amount of people averted and total cost of each strategy as given in Table [3| to compare
two intervention strategies, the incremental cost effectiveness ratio (ICER) for each competing strategy is estimated

as:

ICER(A) = 1692,933 =4.64
ICER(D) = ﬁ%ﬁ‘f;{% = —15.56
reene = [l
ICER(C) = S5 51458 = 22
The number of people averted in strategy C, B, D and A in an increasing rank is given in Table

Table 4: Total amount of the infection averted and total cost with their ICER

Strategies Total infections averted Total cost (Dollar) TICER
A 1493.86 6929.3 4.64
D 1434.83 9404.05 -15.56
B 1314.88 6434.35 24.76
C 866.15 5444.45 2.2

We can observe that from the strategies A and D in Table 4} the ICER(D) is less than ICER(A). This implies
that strategy D is dominated by Strategy A. It means that strategy A more expensive than strategy D. Thus, we have
deleted A from the strategies. Then re-calculate the ICER for the remaining competing strategies D, B and C as

given in Table

Table 5: Total amount of the infection averted and total cost with their ICER

Strategies Total infections averted Total cost (Dollar) TICER
D 1434.83 9404.05 6.55
B 1314.88 6434.35 24.76
C 866.15 5444.45 2.2

Here the competition between interventions D and B were shown in Table [5| It is observed that the ICER(B) is
greater than JCFER(D). This shows that strategy B is dominated by strategy D. Hence, strategy D is more efficient
and less cheap than strategy B. Thus, we omitted strategy B from the list of competing and re-calculate the ICER
as given in Table [6]

Table 6: Total amount of the infection averted and total cost with their ICER
Strategies Total infections averted Total cost (Dollar) TICER

D 1434.83 9404.05 6.56
C 866.15 5444.45 6.69
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In Table[6] comparison between intervention strategies D and C indicates that ICER(C) is greater than ICER(D).
This shows that strategy D is more dominates C. So that the strategy D provided the least total cost and the most
effective. From the result of the analysis, therefore, we recommend that intervention D that is a combination of
Prevention, Treatment and Screening of infectious human is the best effective and less costly strategy to minimize the
spread of pneumonia diseases from the community.

6 Discussions and Conclusions

Here in this paper, a new deterministic model on pneumonia endemic is proposed. Fundamental properties of the
model including the feasible region, the positivity of solutions and boundedness are discussed. A basic reproduction
number is computed and multiple equilibrium points of the model are calculated and their stability analysis is con-
ducted. Accordingly, if Ry < 1, the disease-free-equilibrium point of the developed model is locally asymptotically
stable while if Ry > 1, the disease-free-equilibrium is unstable and the endemic equilibrium point is stable. For the
basic pneumonia model, the control function is formulated by incorporating three control variables viz., Prevention,
Treatment and Screening. Also, the optimality of the control function is evaluated. The Hamiltonian, adjoint vari-
ables, and characteristic equations of control variables are constructed. Optimum control strategies of the system
are derived by solving the optimal control problem. The solutions of model equations are simulated by considering
a single control strategy and pair of control strategies one at a time. The impacts of the proposed strategies are
investigated numerically and their results are displayed graphically. The results displayed in the graphs suggest that
the disease can be reduced by applying control strategies. Then also the analysis of cost-effectiveness is investigated
with all the different combinations of controls. Hence, based on the simulation result of the optimality system and
analysis of cost-effectiveness, we suggested that the combination of all control strategies such as prevention, treatment
and screening of infectious humans is the best effective and less costly strategy to minimize the spread of pneumonia
diseases from the community.
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