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ARTICLE INFO ABSTRACT

Keywords: Pneumonia is a dangerous disease that can lead to death without proper treatment. It is caused by
Pneumonia a bacterial infection that leads to the inflammation of the air sacs in human lungs and potentially
Bifurcation

results in a lung abscess if not properly untreated. Here in this article we introduced a novel
mathematical model to investigate the potential impact of Pneumonia treatments on disease
transmission dynamics. The model is then validated against data from Jakarta City, Indonesia. In
the model, the infection stage in infected individuals is categorized into three stages: the Exposed,
Congestion and Hepatization, and the Resolution stage. Mathematical analysis shows that the
disease-free equilibrium is always locally asymptotically stable when the basic reproduction
number is less than one and unstable when larger than one. The endemic equilibrium only exists
when the basic reproduction number is larger than one. Our proposed model always exhibits a
forward bifurcation when the basic reproduction number is equal to one, which indicates local
stability of the endemic equilibrium when the basic reproduction number is larger than one
but close to one. A global sensitivity analysis shows that the infection parameter is the most
influential parameter in determining the size of the total infected individual in the endemic
equilibrium point. Furthermore, we also found that the hospitalization and the acceleration of the
treatment duration can be used to control the level of endemic size. An optimal control problem
was constructed from the earlier model and analyzed using the Pontryagin Maximum Principle.
We find that the implementation of treatment in the earlier stage of infected individuals is needed
to avoid a more significant outbreak of Pneumonia in a long-term intervention.

Basic reproduction number
Jakarta incidence data

Time dependent infection rate
Optimal control

1. Introduction

Pneumonia is a severe form of acute lower respiratory tract infection that affects one or both human lungs [1]. It is the sixth
leading cause of death and the only infectious disease among the ten death-causing diseases in the United States. It is also the most
significant infectious causing deaths in children worldwide [2] with South Asia and sub-Saharan African countries contributing to
the highest number of death [1]. The disease can be categorized into two types depending on how the infection is acquired, namely:
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Community-Acquired Pneumonia (CAP) (which is the most common type), and Nosocomial Pneumonia [2]. On the other hand,
pneumonia can also be classified into four types based on the area of the lung involved: lobular, lobar, broncho Pneumonia and
interstitial [2]. The major types of acute bacterial Pneumonia include broncho Pneumonia and lobar Pneumonia. Pneumonia can
be caused by bacteria, viruses, fungi, or parasites; among these, bacteria are the major cause of CAP worldwide. The most common
bacteria which causes CAP is Streptococcus Pneumoniae [2].

The disease is transmitted through the air via droplets of infected individuals. If a susceptible person is exposed directly or
indirectly to droplets of an infected person, the susceptible person has a probability to be infected [3]. Furthermore, a lung infection
caused by a compromised immune system can also lead to Pneumonia which is also more prone to individuals with old age or
respiratory problems than healthy people [4,5]. Infected individuals progress through a latent stage where the bacteria remain in
the body but do not show any symptoms. The latent stage for bacterial Pneumonia caused by Streptococcus Pneumoniae is estimated
to end in more or less three days. After the latent stage ends, the infected person can spread the disease and start showing flu-like
symptoms such as headache, fever, coughing, dyspnea, and other common flu symptoms [2,6]. In addition, the infection period is
usually from three weeks to months, depending on the state of each infected individual. Upon recovery, humans acquire temporal
immunity to the disease for a certain period [7], and it wannes with time, after which humans become susceptible to the disease
again. If it goes untreated, it develops into lobar Pneumonia, in which humans pass through four stages of inflammatory response
[8]:

Upon recovery, humans acquire temporal immunity to the disease for a certain period [7], and it wannes with time, after which
humans become susceptible to the disease again. If it goes untreated, it develops into lobar Pneumonia, it can be divided into four
stages of inflammatory response [8]:

1. Congestion. Congestion represents an inflammatory response to bacterial infection. This stage happens in the first 24 hours
of the infection period. The infected part of the lungs becomes heavy, red, and boggy. During this stage, a person experiences
symptoms such as coughing, fever, chest pain, shortness of breath, and symptoms of intoxication.

2. Red Hepatization. Red hepatization occurs two to three days after congestion. The affected lobe has a firm liver-like consistency,
hence the term hepatization. In this stage, the affected lobe has a red color.

3. Grey Hepatization. Grey hepatization occurs two to three days following red hepatization and lasts for four to eight days. The
affected part of the lungs is grey with liver-like consistency due to the progressive disintegration of red blood cells. In this stage,
the macrophages begin to appear.

4. Resolution. Resolution occurs on the eighth to ninth day and is completed from one to three weeks. In this stage, the pulmonary
architecture is starting to be restored. The enzymes in the lungs liquefy previous solid fibrinous content and store aeration. The
infected individuals experience a drop in fever, less coughing, and decreased pain.

Statistics show that it accounts for 14% of all deaths of children under five years old, killing 740,180 children in 2019 [1]. Several
available prevention strategies against Pneumonia are immunization, adequate nutrition (exclusive breastfeeding for newborns), and
environmental factors, such as indoor air pollution [1]. Immunization against Hib, pneumococcus, measles, and pertussis (whooping
cough) is the most effective way to prevent this disease [1]. Vaccination against Pneumonia is done by giving doses of PCV-13
vaccine to infants at 2, 4, 6, and 12 through 15 months old. Adults only need one shot of the vaccine. REMOVE?? PCV-13 vaccine
aids in protecting against thirteen types of pneumococcal bacteria that commonly cause serious infections in children and adults [9].
Treatment given to patients differs depending on the type of Pneumonia infection, while in most cases, humans are treated with
amoxicillin antibiotic. There is no treatment given to mild viral Pneumonia patients as it usually heals by itself; consuming healthy
foods and getting enough rest are helpful in the healing process. Antibiotics cannot treat viral Pneumonia. The cornerstone of the
treatment for viral Pneumonia is maintaining oxygenation, hydration, and resting [10].

In the last five years (2017-2021), the average number of annual Pneumonia cases in Jakarta, Indonesia, is 7,267 cases, with
the highest number of 8,804 cases in 2019. There have been an average of 25 deaths caused by this disease in Jakarta in the last
five years, with the highest in 2020 with 39 deaths [11]. Pneumonia potentially gives more risk since it could be coinfected with
other diseases, including COVID-19 [12], known as COVID-19 Pneumonia. A frequent characteristic that differs from COVID-19
Pneumonia is the dissociation between the severity of the hypoxemia and the comparatively low prevalence of dyspnoea, often
described as ‘silent hypoxemia’ [13]. Treatment for Pneumonia in Jakarta includes antibiotics for bacterial and supportive therapy
such as oxygen therapy for patients with oxygen saturation less than 93%, IV-line, and administration of analgesics and antipyretics
to control cough [14].

Appropriate mathematical models have been used for a long time to analyze how diseases can become an outbreak or fade out,
interventions that can be used to prevent the outbreak, etc. Readers may refer to the following literature for some epidemiological
models [15-21]. However, compared to other diseases such as dengue, malaria, TB, or COVID-19, not so many mathematical models
have been introduced by authors in order to describe the spread of Pneumonia among the human population. Author in [22]
constructs a data analysis to estimate the transmission parameter of pneumococcal using 121 households. A deterministic and
probabilistic model is introduced by authors in [23] to identify the uncertainty of their model parameters. They concluded that
when uncertainty is addressed in the computation of the basic reproduction number. On the other hand, authors in [24] studied
a model which incorporated carrier populations in the infection dynamics of Pneumonia. A more advanced deterministic model
considering vaccination and temporal immunity was recently analyzed in [7]. Their analytical results concluded that effective vaccine
implementation can be used to eradicate the disease for a long-term policy. In [25], an artificial delay term was included in the
infection probability, and they conducted a sensitivity analysis on their parameters. They also computed the global stability analysis
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Fig. 1. Transmission diagram describing the Pneumonia model equation (1).

on all their model equilibrium points. An artificial delay term in the infection probability as in [25], where they conducted a
sensitivity analysis on their parameters and performed global stability analysis on all their model equilibrium points. Furthermore,
Zep et al. [26] used a saturated incidence rate with vaccine intervention in their modeling framework. Their results suggest that
increasing vaccine efficacy is required to help improve the success of the current control strategy. Even though many mathematical
models have been formulated to study the transmission dynamics of Pneumonia, to the best of our knowledge, no mathematical
model has considered the four stages (congestion, red and grey hepatization, and resolution) of infection as discussed above. The
novelty of our proposed model lies in the involvement of two types of infection (the first stage includes congestion, red and grey
hepatization, and the second stage is for resolution stage, which has more severe symptoms in Pneumonia) and the validation of the
model against Pneumonia incidence data from the city of Jakarta, Indonesia. Before we conduct the data fitting simulation, first we
perform a Fast Fourier Transform (FFT) to understand the behavior of the data. With this best-fit parameters, then we perform our
global sensitivity analysis and optimal control simulations.

2. Mathematical model
2.1. The model

In this section, we propose a mathematical model for Pneumonia transmission dynamics with the impact of multiple infection
stages and treatment. The total population at any time ¢, denoted by N(¢) is divided into five distinct classes namely; susceptible
(S(1)), exposed (E(1)), first-stage infected (I, (r)), second-stage infected (I,(t)), and recovered (R(?)). The exposed class contains indi-
viduals who are already infected by the disease through direct contact with I, or I, but are not yet capable of spreading Pneumonia.
The first-stage infected class contains individuals who are already capable of spreading Pneumonia. In our model, this class contains
all individuals in the congestion, red, and grey hepatization stages. On the other hand, the second-stage infected class contains indi-
viduals with more severe Pneumonia symptoms and experience treatment failure from I,. In our model, I, is an infected individual
in the resolution stage of Pneumonia infection. The construction of the model follows the transmission diagram in Fig. 1. Since
Pneumonia is not vertically transmitted, a constant recruitment rate A is taken into the susceptible class only. Each compartment
has a mean mortality rate of y, except I,, which has an additional death rate ¢ due to Pneumonia. The transition rate from E to I,
is given by «, while the recovery rate is given by é and y for I, and I,, respectively. The disease transmission is assumed to follow
ratio-dependent law, with an infection rate of g, and g, for I, and I, respectively.

We assume that treatment can only be given to some proportion of I, (we denote the proportion with u). Further, we assume
that the probability of successful treatment is p. Hence, infected individuals 7; who do not take any treatment will go to I, after the
&1 period due to the progression rate &. This is given by (1 —u)é1,. On the other hand, we assume that the treatment period for ul,
individuals is ~! days. Therefore, after finishing their treatment period, they will go to R if the treatment was successful or I, if the
treatment failed. As we know, the recovered individual is not permanently immune. Hence, we denote 7 as a rate of R becoming
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susceptible again. The above descriptions give us the following system of ordinary differential equations which represent Pneumonia
transmission:

S I + pr 1
s _ . _ By 1, + B 1) + 4R — uS. (1a)
dt (S+E+I+L,+R)

S I + b1

dE _ By 1, + B 1) (it ). (1b)
dt ~ (S+E+1L,+L+R)
dl
d—; =aE — pusl, — (1 = pusl, — (1 —uw)él, — uly, (1c)
dl
d—f =1 —pusl, + (1 —wel, — (u+y+ e, (1d)
dR
r =pudl,+yl, —(u+nR. (le)

System (1) is completed with positive initial conditions:
5(0)>0,E0) 20,1,(0)=0,1,(0) > 0, R(0) > 0. ()]
2.2. Basic preliminary analysis

For a biological interpretation where the number of individuals can not be negative all the time, it is important to show that the
solution of the Pneumonia model in system (1) is always non-negative. The following theorem gives the required conditions.

Theorem 1. For a non-negative initial condition in (2), solution of system (1) will remain positive in RY U 05 as 1> 0.

Proof. From system (1), we have that each variable in their boundary region is given by:

a8 =A+nR>0,

dt |(5=0,E20.1,>0,1,>0,R>0}

dE _ S+ b1

dt |(550,E=0,1,20,,30,R20) (S+I +L+R) ~ "~
dl
1 =aE >0,

dt |(5>0,E20.1,=0.1,>0,R>0}

dl.

=2 =1 = pusl, + (1 —uél, >0,
dt |(5>0,E20.1,20.1,=0,R>0}

R =pusly+yIl, >0.

dt |(5>0,E20,1,20,1,20,R=0}

From the expression above, we can see that all the rates are non-negative on the boundary planes R;f U0s. Hence, the direction of the
vector fields is inward from the boundary planes. Therefore, the solution of system (1) will always be non-negative when the initial
condition (2) is satisfied. The proof is completed.

Besides its positiveness, our proposed Pneumonia model also has the following boundedness properties.
Theorem 2. All initial conditions of system (1) starting inside of Rs — R7 is uniformly bounded in the region of

r:{(S,E,Il,IZ,R)e[R;uos (0<S+E+]I, +12+Rs§+o},
U

for a small ¢ > 0.

Proof. From system (1), we have:
dN_d(S+E+I,+12+R)
dr dt

ds (dE  dI, dl) dR
=wtata ta ta
=A—u(S+E+I1+1,+R)—ely,

B

<A—uN.
Solving the last equation with respect to N, we have

A

0<N <=+ N,
M
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From the above expression, it can be seen that when N(0) > %, then N(¢) will monotonically decrease to % On the other hand, when

N(0) < %, then the solution will always be in 0 < N < % Hence, the solution trajectory will always tend to I' after a finite time.
Hence, the proof is completed.

3. Dynamical analysis

In this section, we give a dynamical system analysis on the Pneumonia model in (1) regarding its existence of equilibrium points,
stability of equilibrium points, bifurcation analysis, and the basic reproduction number.

3.1. Basic reproduction number

An important quantity in mathematical epidemiology is the reproduction number, commonly denoted by R,, which is an average
number of new infections caused by a single infected individual in the population [27]. This quantity holds an important role in
determining the level of an outbreak and has commonly been found in the work of modeling infectious diseases [28-36]. To find
R,, we use the next-generation matrix approach with the recipe given in [27]. Let us consider the infected sub-populations of
system (1), denoted by y = (E, I, ;). From direct calculation, system (1) always has a Pneumonia-free equilibrium point given by

Ey= <%,0,0,0,0>. Therefore, the Jacobian matrix of the infected sub-populations of system (1) at E, are given by:
—a—u by b
J= a —us—(1—-wé—pu 0
0 (I-pus+(1-ué -y—u-—ce
Decomposing J as a transition (V) and transmission (F) matrix with J=F + V yields:
—a— U 0 0
V= a —ub—(1—-wé—pu 0 s

0 A-pus+(1-wl —-y-—p—-e

0 B 5B
F=10 0 O
0O 0 O

Since F has a non-zero row only in the first row, then we introduce E = [1 0 0]” which spans each column of F. Hence, the next-
generation matrix of the Pneumonia model in (1) is given by:

K=-ETFV~IE,
_ Bra Bra((1 = p)us + (1 —uw)§)
s+ —wErpatp) " @S+ —wE+ )y +puteatp) |
Therefore, the basic reproduction number of Pneumonia model in (1) is given by the spectral radius of K, which is obtained as
_ Ba + Bra((1 = pjus + (1 —w)é)
@+ -wé+mla+p)  @Wo+A-wé+u)y+p+e)a+u)

A further discussion on the interpretation of this basic reproduction number in our Pneumonia model will be discussed in the next
section.

3

Ry

3.2. Existence of the nontrivial equilibrium

Except for the Pneumonia-free equilibrium E,, system (1) also has a nontrivial equilibrium, which is known as the Pneumonia

endemic equilibrium point, denoted by E,. This equilibrium is given by E, = (S*, E*, I}, I}, R*), where

. 24IF
T ®Ro-1)
. (1 =& +6u+u)I7
o
Il*z('I+M)(€+}’+M)2(a+ﬂ)((1—M)§+5M+M)A(Ro—1)’
a;
. (= p)su+ (1 —we)I; ’ @

e+y+u
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(@ =wre+ (pu+er+r)8)1;

(e+y+mwn+p

R =

with

A=u5+u+(1—u)§+(u6+(1—u)§)y+pu6(/4+€)+(1—p)5u+(1—u)§ +1
a (e+y+mwn+u) e+y+u

where a; > 0 has a long-expression to be shown in this article. From the expression above, we can see that E; has a biological
interpretation in the sense of the number of individuals in each compartment is positive if R > 1.

3.3. Local stability of pneumonia-free equilibrium

To study the local stability of E,, we evaluate the Jacobian matrix J of system (1) at E,, which is given by:

—u 0 -p ) n

0 —-a-—u b b 0
JEOZ 0 a —pub—(1—p)udb—(—u+1)E—pu 0 0

0 0 (I=pud+(—u+1¢& —y—p—¢€ 0

0 0 pud 14 —-n—pu

The characteristic polynomial of Ji is

FA =G+ A +n+ 1A +ay 22 + a A+ ag) =0,

where

a=(1-wé+ub+a+e+y+3pu,
a; =(a+€+y)((1—u)§+6u+,u)—ﬁ1a+/4(a+e+y)+a(€+y)+2/16u+3/42,
ay=é+ (1 —uw)é+ p)y + pu+e)a+ )l -Ry).

According to Routh-Hurwitz criteria, E, will be locally asymptotically stable if a, > 0,4, > 0, and a,a; > a,. We can see that a, is
always positive, while a, > 0 if and only if R < 1. The results can be summarized in the following theorem.

Theorem 3. The Pneumonia-free equilibrium point E, is locally asymptotically stable if R, < 1 and a,a, > a, and unstable otherwise.
3.4. Non-existence of backward bifurcation

It is complicated to show the local stability of E; due to its complex form. Hence, we analyze the stability of equilibrium points
in a small neighborhood of R, = 1. We use Castillo-Chavez and Song bifurcation [37] to investigate this. To apply this method to our
Pneumonia model in (1), first, we simplify the writing of system (1) by considering S = x,, E = x,, I} = x3,1, = x4, and R = x5. Using
the vector notation X = (x;, x5, X3, X4, X5), our Pneumonia model now can be rewritten as follows:

x1 (P13 + axq)
- +nxs — puxy,
(X +x3 +x3+ x4 + X5)
= X1 (Byx3 + frxq)
- (x; +xy+x3+x4+R)
f3=0axy — pudxsy — (1 — p)udxsy — (1 —u)éxz — pxs,

fi=A

—axp — Xy,

fa=0=pudxsy + (1 —u)éx; —yxy —exy — pxy,
S5 =pudxy +yx, —nxs — pxs.
First, let us choose g, as the bifurcation parameter. Hence, solving equation of R, = 1 with respect to g, gives us

b +ute @+p@o+d-wé+my+u+e
(A=pus+1A-u)é a(@=pus+1-ud) ’
Substitute g} to Jp , we have a simple zero eigenvalue, while the other four eigenvalues are negative. Hence, center manifold

theorem can be used to analyze the bifurcation type of system (1) at R, = 1. The associated right eigenvector of the zero eigenvalue
is w = [wy, w,, w5, w,, ws]” where

B =

w3 Y
w=————-",
n+e)y +pu+eau
w3 (1 —u)&+ud+ p)
Wy=—"""————,

a
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LU3:LU3,
_ w3 -pus+(1-uf)
wy =
y+ut+e
_ wy(y +pu+eNuds+yE(l—u)
> r+u+e(n+m ’

with
V==t + (¢ -du—E—n—a—y—)p’ +(+a+y+e)E—du
+(—é—n—7—€)a+(—é—y—€)n—é(7+€))/42+((((5+(1)—1)5)n
+@+E=8))a+n+e)E=-8))u+(~E—y—e)n—E G +e)a
—~En(r+e) Jurnea(E+p-Dou=¢).

On the other hand, the left eigenvector of the zero eigenvalues is given by v = [v}, v,,v3, 04, 05] where

v, =0,
Uy =0,,

vy (a+ p)
vy = s

vy (—E=)a+mu+ (u+E=p)a+u(u+é)

= (-pus+(-wda

v5=0.

Castillo-Chavez and Song’s bifurcation theorem requires the sign of a and » where the recipe is given by

By direct calculation, we find

a=—(5+S5,+53),

where
2up A ((1-wé+(1-pdu)
sl=< A1><(a2(5(1—u)+5u+m)+ :+,u+€ - +2a3>,
s = (2P A ((A=wé+8ut (1l —wéE+(-p)éu)
2= A y+u+e

+ (1 —wé+(1—p)Su)(y+pd (u+e)u+yE(—u)
(+u+e’n+p
+2(13((,)— 1)5u+(u—1)§)2>7
(+u+e’

_(2u B ((1—wé+(1-p)su
S3_<T(ﬂ]+ﬂ2)> e .

Since p € [0, 1] and u € [0, 1], then we have that a < 0. On the other hand, we find

b 0,0

_ 2

BRCRRF TN

_ e =puwtd-we
y+ute

2
_r@=-pus+d=-we
y+ut+e

Heliyon 9 (2023) 18096

Hence, since a < 0 and b > 0, then by Castillo-Chavez and Song bifurcation theorem, we can conclude that system (1) always exhibits
a forward bifurcation phenomenon at R, = 1. In other words, backward bifurcation phenomena never exist in our model. We state

the local stability criteria of our endemic equilibrium in the following theorem.

7
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Theorem 4. The pneumonia endemic equilibrium (E)) is locally asymptotically stable when R, > 1, but close to one.

3.5. Effect of treatment on the level of the basic reproduction number

From our previous analysis, we can see that the basic reproduction number holds an important role in determining whether
Pneumonia will die out or keep existing in the population. Hence, it is important to find the best strategy in controlling the value of
R, using any potential controllable parameter in system (1). The expression of the basic reproduction number in (3) can be expressed
as:

Ro=R|+R,,

where

7= (50) (o)
! a+u uS+(—wé+pu)’

R _< b >< a ><(1—P)u5+(1—u)§>
2 \a+pu ) \us+(Q—we+u y+ute '

From the above expression, R can be controlled by considering these two paths of infection, namely R, and R,. We can see that
Bi
@t
the average number of success contact which enter the E compartment due to successful contact rate g, and f,, respectively, during

the life-time period of individual in E. The second component on R, and R, represents the ratio of in-flux and out-flux of the
compartment I;. Hence, it can be clearly seen that we can reduce R by reducing this ratio, such as reducing the value of a. The
third component on R, represents the ratio of in-flux and out-flux of the compartment of 7,.

The next analysis on R, will be regarding the impact of u in reducing R,,. If we take the derivative of R, with respect to u, we
have:

R, represents the infection path from infected individuals from 7, while R, from I,. The first term on R, and R, ( ) represents

IRy _ a ((B+@=1p)5+E (Br=5))u+ (PPl +P (r+€)6—EB (v +¢)

ou G +u+e)(a+p)(u—1)E—us—p?

It can be seen that 222 is not always negative. Hence, the implementation of treatment does not always give good feedback in

du
reducing the spread of Pneumonia. If we look closely, it depends on the numerator of %

parameter on the numerator, then ‘)0& will be negative depending on all treatment-related parameters, such as 6 (duration of the

treatment), p (proportion of success treatment), and & (natural progression of I, to I,). For example, if we substitute all parameters
values in (6) into %, then

. To be precise on the controllable

dRy _ 28.01(0.00019 — 0.0065)

= <0 < §>0.0316.
ou (0.07u — 0.07003 — us)?

The visualization of this result can be seen on Fig. 2. It can be seen that increasing treatment rate u does not always result in reduced
R,. It depends on the values of 6. In this example, if 6 < 0.0316, then increasing u will increase R, (denoted by an always positive
curve of %).

In a perfect condition: all individuals in I, get treated, the quality of the treatment always succeeds curing the infected individual
from I, (u=1,p=1), then we have that R, =0. Hence, if the treatment duration is shorter than progression rate (6 > ¢&) we have the
basic reproduction number in (3) satisfy the following inequality:

maximum and perfect treatment __ B o
Ry =t <R,
a+pu 6+pu

which indicates the potential of treatment to reduce R. In contrast, if no treatment is given, then we have:

Rgo treatment:ﬁ_lx ] + [ X @ X 4 Ry-

_>
a+u E+pu a+yuy E+p y+u+te
In the next section, we will continue our analysis of the model and R, in order to find the most significant parameter to control
the level of the outbreak of Pneumonia using partial rank correlation coefficients (PRCC) analysis and autonomous simulation. Before
that, we will find the best-fit parameters for our model using the Pneumonia incidence data from the city of Jakarta in Indonesia.

4. Numerical simulation of the model without control
4.1. Data fitting and parameter estimation

There are indications that an increase in Pneumonia cases may be associated with the weather, especially the colder seasons,
which has been the topic of many researchers. However, the results show an ongoing debate about if the weather significantly

increases Pneumonia cases. Bramantono, [38], found that the changes in the rainy season, such as rainfall, humidity, and temperature,
are not significant to the increase in Pneumonia cases. On the other side, Kim, [39], in his research, said that Pneumonia is a disease
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Fig. 2. Effect of § on the impact of « in reducing R,,.
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Fig. 3. Daily incidence data of Pneumonia in Jakarta from 1 September 2017 to 31 August 2021.

that correlates highly with the weather in its development. The incidence demonstrates a higher number of cases, especially in the
winter, four-season countries, and the rainy season in tropical countries. Furthermore, Lin’s research which was conducted in 2009,
shows that an increase in hospitalized Pneumonia cases is significantly associated with the low-temperature [40]. Pneumonia is one
of the major health problems in Jakarta, especially for children. The daily incidence data of Pneumonia in Jakarta can be seen in
Fig. 3. From this incidence data, we can slightly see the periodicity of Pneumonia in Jakarta. To show the existence of periodicity of
Pneumonia in Jakarta, we performed a Fourier transformation of the incidence data, and the result is given in Fig. 4. We extract the
most significant frequency of the incidence data, which is given by 0.0023738, which returns to the period of 365.2 days. This result
explained why the incidence data of Pneumonia in Fig. 3 has a single outbreak every year.

Based on this result, instead of treating the infection rate §, and g, as a constant parameter, we decided to use the infection rate
as a periodic function, which is given by g, = a; + a, cos2zct and p, = b; + b, cos2zct. Therefore, model in system (1) now read as
follows

as _, _ SGOL+60) 2R — 4. (5a)
dt S+E+1I +1,+R)

dE _ SBOL +A0OL)

G S S+E+L+L+R  HTOE (5b)
% =aE - pusl, — (1 — pusl, — (1 —wel, — ul,, (50)
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Fig. 4. Fourier transform over incidence data of Pneumonia in Jakarta.
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Fig. 5. Curve fitting result.

dI
d—tz = —pusl; + (1 —wél; —(u+7y +e)l,, (5d)
dR

ar =pusl; +yl) — (u+nR, (5e)

with g (t) = a; +a, cos 2zct, p,(t) = by + b, cos 2zct, where a, b, and ¢ present the mean, amplitude, and frequency of the infection rates,
respectively.

We define the first and last day of the incidence data as 0 and T respectively. Our objective is to minimize the quadratic distances
between the solution of I, from our proposed model in (5) and the incidence data, denoted by Ifata, with best-fit parameters
ay,ay,by,by,c, & a,p,u,6, and y, and also with fit initial conditions S(0), E(0), I,(0), I,(0), and R(0). These tasks read as:

T

minimize / ( Isimulation _ Idata>2 dt
(Q.X()ER16 2 .
0

subject to Pneumonia model in (5). Note that Q :=(a;,a,,b;,b,,¢,p,u,6,&) and X, := (S(0), E(0), I;(0), I,(0), R(0)). The constraints

lay| < a, and |b,| < b, are needed to keep g, and p, non-negative. Except the parameters in Q, the other parameters are taken based
on references as follows [8,41,42,24,43,44]:

11250000 0.02 1
A= 20000 6500313,y =0.0357,e = 292 ;= 00241, 4= — .
T3x365 "0 = 0900313,y =00357. € = F50.n = 0.0241 p = 2223

The result of this data fitting simulation is given in Fig. 5, where the red and blue curves denote the incidence data and the simulation
results of I,, respectively. The best-fit parameters are given as follows.

(6

f1 =0.079 + 0.000000552 cos(2 x 0.002593504x1),

f, =0.059 +0.014345765 cos(2 x 0.002593504x1),

10



D. Aldila, N. Awdinda, Fatmawati et al.

06 T T T T T T T T T T T T

0.4

02F

Heliyon 9 (2023) 18096

06 T T T T T T T T T T T T T -

04+

0+ . — _— .|

02+ 4
04+ 4
06}
08t
1= 4 4 4 B - 4 i i i - 1% . . L . 4 4 4 4 4 -
n A B B, m a p & € u 7y ¢ n A B B, m a p & € u 7y ¢
(a) (b)

Fig. 6. Tornado plots showing the sensitivity analysis of all the model parameters Pneumonia model in (1) against the state variables (a) I, and (b) I, respectively
The values used for this simulation is as given in equation (6) and (7).

§=0.013729, p=0.82116, u=0.8927, )
S(0)=10471684, E©0)=13, I,(0)=19,
I,(0)=27, R(0)=93699.

Fig. 5 shows that the oscillation of the data was well captured by the solution. We can see from Fig. 5 that although our simulation
results indicate that Pneumonia may always occur every year in Jakarta, the outbreak level will decrease slowly but surely in the
future.

4.2. Global sensitivity analysis

Here, a global sensitivity analysis on the number of infected population 7,, I, and their total sum (Z; + I,) at the endemic equilib-
rium (4) was carried out. The SEI, I, R model parameters have several uncertainties due to variations that depend on geographical
location and demographic factors since the parameter values employed during fitting also used the global parameters for Indonesia
rather than that of Jakarta only demographic epidemiological parameters values and maybe stochastic in nature. As a result, we have
an inherent epistemic uncertainty in our estimated/fitted [45]. Therefore, to take care of these inherent uncertainties in parameter
values, we employ the theory of Latin Hypercube Sampling (LHS) technique for uncertainty quantification and sensitivity analysis.
This method helps to avoid unbiased estimates of model parameters giving input values to the model. Therefore to measure the
relationship between the input and output variable, the LHS is now combined with PRCCs [46]. See also the following articles with
similar analyzing epidemic models using the LHS techniques [47-50] and many other published works in literature.

Employing the theory of partial rank coefficient and that of Latin-hypercube sampling, we generate the tornado plot showing
the correction of all or respective model parameters against the state variable I,, I,, and I, + I,. Using a sample size of 500 and a
step size of 1 unit, we carry out global sensitivity analysis against the state variables I,, I,, and I, + I, owing to the subject under
investigation implemented in MATLAB as shown in Fig. 6 and 7. In Fig. 6(a), the most significant parameters are those that have
PRCC’s values between (0.5,1) or (0,-1), which can be either strongly negative or positively correlated to the state variable under
consideration. In other words, the PRCC value output is assumed sensitive to an input value if the corresponding PRCC’s is less than
-0.5 or greater than 0.5. Thus for our model, we observe that the parameters u and p have negative correlation PRCC values while
that of g, has a positive PRCC value. The biological implication of the positive PRCC parameters will increase the number of infected
Pneumonia, while those with negative will negatively impact the state variable. Following this result, we must intend to reduce the
parameters f; through isolation or social distancing, or other interventions to reduce the number of successful infections which can
possibly lead to the eradication of the disease in any community induced with Pneumonia.

In the next section, we conduct a numerical simulation to show the impact of these identified parameters from our sensitivity
analysis on our model. We also can increase § in order to reduce the number of I;. This § is responsible for the duration of the
treatment. The shorter the duration of treatment, the better. Hence, improving the quality of the treatment for Pneumonia patients
is essential to control the spread of Pneumonia. Furthermore, we can see that the increase of the proportion of I, who get treated
also could be used to reduce the spread of Pneumonia, although not as significant with #; or 6. Almost similar results have been
shown for the sensitivity analysis on I, as shown in Fig. 6(b). We still see u, §;, and § as the most significant values in determining
the size of I, in the equilibrium point. Some differences in results between Fig. 6(a) and 6(b) should be noticed. For example, p
has a negative PRCC value for I}, but is positive in I,. It means that increasing the number of treated individuals will decrease the
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simulation is as given in equation (6) and (7).
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Fig. 8. Contour plot simulation of (a) é versus p and (b) p versus u against the Pneumonia basic reproduction number, R,,.

number of individuals in I,, but at the same time, increase the number of individuals in I,. The explanation is as follows. If more
people get treated, then we have a bigger chance of some proportions of infected individuals in I; who failed the treatment (denoted
by (1 — p)usI;). However, in the perspective of the total infected in equilibrium point (I, + I,) as shown in Fig. 7, increasing p will
reduce the number of total infected individuals. Hence, not only the proportion of Pneumonia infected individuals in the early stages
need to be treated massively, but also the quality of the treatment, which is related to the higher chance of treatment success needs
to be improved in the field in order to control the endemicity of Pneumonia.

4.3. Impact of p,8, and u on R,

Fig. 8 shows the impact of parameters p and u on the basic reproduction number R,,. We simulate these parameters as a function
of R, by substituting the value of all parameters as shown in (6) and (7), except g, = 0.079 and g, = 0.059, while p, §, and u free. It can
be seen that an increase in p and u reduces the numerical value of the R,. It is clear to see that increasing p,u, and § can reduce R,,.
In Fig. 8(a), we conclude that better quality of treatment could reduce the potential of Pneumonia endemic (R). A better treatment
quality can be achieved by increasing the probability of successful treatment (larger p) and reducing treatment duration (larger §).
On the other hand, in Fig. 8(b), with this promising potential of § and p, then increasing the proportion of people who conduct the
treatment (u) will also reduce R,,. In the next subsection, we will show the impact of p and u in the dynamic of infected individuals
for one year forecast using our best-fit parameters for Jakarta incidence data.

12
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Fig. 9. One year forecast of infected individuals in I,,1,, and I, + I, for (a), (b), and (c), respectively, under some different value of u. The parameter value (except
u) is chosen to be constant as given in equation (6) and (7).

Table 1
Impact of p on the size of R, for Fig. 10.

No. u Ry

1. u=0.80 0.9923684976 <R < 1.216231028
u=0.89 0.9057640887 < R, < 1.091275979
u=0.98 0.8258557376 < R, < 0.9759821730

Table 2

Impact of p on the size of R, for Fig. 10.

No. p Ry

1. p=0.73 1.003750499 < R, < 1.250844266

2. p=0.82 0.9057640887 < R, < 1.091275979
3. p=0.90 0.8077776783 <R, < 0.9317076929

4.4. Impact of p and u on the number of infected individuals

Here, we investigate the impact of u and p on I}, I,, and I, + I, owing to the subject under investigation as shown in Fig. 9 and
10. To run this simulation, we use the following initial condition:

(S,E,I,,1,,R)=(10.601.877, 3, 16, 13, 91). €))

It can be seen from Fig. 9 that the increase of the proportion of I; who get treatment leads to a decrease in the number of Pneumonia
infected individuals as well as the numerical value of the R as shown in Table 1. When we decrease the proportion of infected
individuals who get treated from 0.89 to 0.8 (reduced by 10%), we can see that the number of infected individuals increased
significantly. On the other hand, if we increase u by 10%, the reduced number of infected individuals starts from the beginning of the
simulation period. The reason is with this value of u, then R is always less than one. Hence, it is important to increase the number
of infected individuals who get treated to avoid further outbreaks in the future.

A similar result is also shown for the impact of probability of successful treatment (p) as shown in Fig. 10, and the variations of
R, for this scenario are given in Table 2. A better quality of treatment is better to reduce the number of infected individuals.
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Fig. 10. One year forecast of infected individuals in I, I,, and I, + I, for (a), (b), and (c), respectively, under some different value of p. The parameter values (except
p) are chosen to be constant as given in equation (6) and (7).

5. Model with optimal control

From the previous analysis, we can see that treatment intervention for some proportion of infected individuals I, has a vast
potential to reduce the spread of Pneumonia in Jakarta. A more significant proportion of infected individuals get treatment, making
it easy to control the spread of Pneumonia. Therefore, this leads to reducing the basic reproduction number and a smaller endemic
size for the infected population. However, increasing treatment comes with a high cost of implementation. Hence, it is vital to
consider the treatment not as a constant parameter, but as a time-dependent variable, which will depend on the endemic situation
in the field. Therefore, we need to justify the best implementation scenario of treatment depending on time to control the spread
of Pneumonia in Jakarta. To achieve this aim, by changing u as u(f), we transform our autonomous system of Pneumonia model in
system (1) as follows

ds _ SB DO + B (O1)

o N GSvEsLv LR TTRTHS: (9a)
e (g (flg):f 7 ir(:)fz)e) ~wr ok, (9b)
% =aE —pu®)sl; — (1 - pu@®)sl — (1 —u@®)él, — ul, (9¢)
2 - (- puST, + (1~ )L, ~ (a7 + O, ©°d)
IR — puro1, + 71, = e+ mR, %)

subject to the initial conditions as in (2), and f; = 0.079 + 5.52 x 1077 c0s(0.00518x¢), and f, = 0.059 + 0.0143 c0s(0.00518x1). Our aim
is to minimize the number of infected individuals in E, I, and I, in system (9) with an optimal implementation of u(f). Hence, we
define the objective function that needs to be minimized as follows:

'
J () = / (v1E+v211 +vl, + %tDu(z)z)dt. (10)
fo
In (10), the positive constants v;, v,,v; represent the weights associated with the E, I, I, individuals respectively and ¢ is a balancing
term for the quadratic control u(f). The control variable u(¢) is a linear piecewise function which is defined Vs > 0 such that 0 <u(r) <1,

where u(r) =0 means that no treatment effort is implemented and u(¢) = 1 indicates maximum effective treatment. Our goal is to
maximize the rate of treatment while minimizing its cost. Thus, we describe the admissible control as

14
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D={u): 0<u(t)< 1}, Vi€ lt.t,l.

Considering the objective functional, we seek an optimal control u* for

min J(u) =Ju").

0<u(<1
5.1. Existence of optimal control

Before investigating the existence of the optimal control, we first establish that our model is bounded over the modeling time
frame. This is achieved by setting S, E, 1;, I,, R to denote the super-solutions obtained from system (9) and is given as follows:

f;_f' —A (11a)
% =1, (11b)
% ki +poi, + ¢, 110
dd—? =(1-p)sl, +£0,, (11d)
I a

We rewrite the above system in the vector form which gives

!

S 00 0 0 0\(S A
E 00 0 0 Ol| E 1
IL1=l0o a @ws+& 0 o1 |+]O
I, 00 (1-ps & Of| 1, 0
R 0 0 pé y OJ\R 0

Clearly, we see that the above matrix is linear and definite over the modeling time interval. Therefore, our super-solutions for model
(11) are bounded. Next, we present the proof for the existence of optimal control for our model using the result by Fleming and
Rishel [51] (see Theorem 4.1 on pages 68-69).

Theorem 5. Considering the objective functional
'y
1 2
J W) = (vl E+ vl +vs1+ 30u() ) di
fo

with its admissible control and subject to the initial conditions stated in (2), then there exists an optimal control u* which maximizes the
functional

omin | Jwy=Jw")
given that the following conditions must be satisfied:

(i) The admissible control and the corresponding state variable is non-empty.

(ii) The control D is convex and bounded.
(iii) The right-hand side of the state equations is continuous and bounded above by a linear function in the state variables and control

variable.
(iv) The integrand of the functional J (u(1)) is concave on D.
(v) There exist positive constants a,,a, >0 and ¢ > 1 which satisfies the integrand J (u(1)) for the cost functional such that

o
Jw®) <a; +ay(Jul»)2.
The proof of conditions (i) to (v) is now investigated below.

Proof.
(i) Following that model (11) is bounded over the modeling time interval as shown above, we apply the results from Lukes [52]
(see Theorem 9.2.1, on page 182) to prove the existence of solutions of (11). Hence condition 1 is satisfied.

(ii) For the second criterion, the definition of control set D, it depicts that the control set is closed and bounded.
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(iii) Since our system of equation (11) and the objective functional (10) is linear in u, we have that their right-hand side satisfies
condition (iii) using the results from boundedness solutions according to [52].

(iv) Considering the integrand £ for the objective functional L(E, I}, I,,u) =viE+v, I, +v3I, + %uz and let (w,,@,) € @ for t € [0, 1]
such that w; =u; |, w, =u;, and (rw; + (1 — w, = ruy; + (1 — ruy,). Now,
@ 2
Lo+ =-rw)=viE+vI+v;],+ 5(”411 + (1 =ruy,)

and

rL(w) + (1= L) =W E+vo Iy +v3 1, + %(rufl +(1 =iy,

From the above expression, we see observe that

(ruyy + (1= rup)? > (rud; + (1= rjud,).

As a result, for any (w,, w,) € ®%, r € [0, 1] it is guaranteed that L(r@, + (1 — r)w,) > rL(w;) + (1 — r)L(w@,). Thus, the integrand
L is concave.

(v) For the last condition, we have that since E, I, I, are bounded, then there exists a constant a; > 0 such that (E + I, + I,) < a,
and setting a, = max{®}

L(E, I}, I,u) < a) + ay(Jul®)

for ¢ =2. Following that all the conditions in Theorem 5 is satisfied, we conclude that there exists an optimal control u* such
that J (u*) attains its maximum value, which ends the proof.

5.2. Characterization of the optimal control problem

We define the Hamiltonian function by applying Pontryagin’s Maximum Principle, [53], as follows:

H(t,x,u,A) = 0, E + vy 1, + 031, + %diu(t)z

+<A_W+M—ﬂ$>ﬂl
+(w—“‘+“”)‘2

+(@E —u®sly — (1 —u)El; — pul;) Ay
+ (A= pu@®sI; + (A —u)EI — (u+7y +e)y) Ay
+ (pu)8I, +yI, — (u+mR)Is.

Thus, taking the partial derivatives of H respective to each state variables yields the given adjoined system below:

% _ _% _ <(ﬁ1 oI + ﬂZ(t)IZ)N]\;Z(ﬂI onL + ﬁz(I)IZ)S>(/1] )+ iy, (12a)
dd_/ltz _ _%:[ — o+ <(ﬂ1(t)11 +leiz(t)IZ)S>(/12 — )+ @y A)+ piha, (12b)
% _ _Z_;T - <(ﬂ1(t)N I—V/;l(r)ll)s>ul — 2+ u®8(hs = (1 = YAy — pis) (120)

+ (1= u(®)E(A3 — A) + uls, (12d)
S <—(”2(’)N 0 )12)S>ul ~ I 7y = As) + (1 Ay, (12¢)
% = —% = (—(ﬂl(’)ll ;fz(t)lz)s )(z2 — A)) +n(hs = Ay) + uds. azf)

Here, it is of great importance to note that (12) were obtained by considering the completed transversality conditions for which
A;(T)=0, in which j =1,2,...,5. Next, we solve for the control variable u for their respective optimality conditions by solving % =0,
which yields:

u §1 (A4 = A3) + 611 (43 — (1 = p)Ay — pds)
= - )
Now, using the upper and lower constraints on the admissible controls, we have the optimal intervention as given by
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u* =min{ 1,max<0, thlls=4y) +6Il(;3 —1-ph _[MS)> }

6. Optimal control simulation

In this section, we perform several scenarios to understand the best possible strategy for controlling Pneumonia’s spread. In order
to provide a better comparison of the success of a given control intervention, each scenario will be compared with a scenario without
any control. We use a forward-backward iterative method to solve the optimal control problem numerically. Please see [54-56] for
further references on the method. We run our simulation using the following strategies.

6.1. Endemic prevention/reduction scenario

The simulations in this subsection are given to understand the cost consequences that must be faced when control interventions
are carried out just before a potential outbreak (endemic prevention scenario) appears and when an outbreak (outbreak reduction
scenario) has occurred. These simulations were carried out using different initial conditions. Endemic prevention is when there is a
low number of infected individuals, while the endemic reduction scenario is when there is a higher number of infected individuals.
We choose a parameter value for the endemic prevention scenario as in the previous section, while the initial condition is given
by (8). We call this scenario S;. On the other hand, for the endemic reduction scenario, we use the same parameter values as in S|,
except for a new initial condition where the number of initially infected individuals is 100 times larger than in S, as follows:

(S,E,I,,1,,R)=(10.589.700, 300, 1600, 1300, 9100)

We call this scenario S,. Each scenario is compared with its own non-controlled scenario, namely scenario S, and S,, respectively
for scenario S; and S,. The numerical result on the number of infected individuals in E, I,, I,, and the total infected individuals,
along with the optimal trajectory for endemic prevention and reduction scenario, is given in Fig. 11 and Fig. 12, respectively. The
optimal cost for scenario S; is 6.698 x 103, while for scenario S, 4.777 x 10°, which is more expensive compared to the endemic
prevention scenario. The optimal control simulations shown in Fig. 11 depict the endemic prevention scenario, while Fig. 12 shows
the endemic reduction scenario with their control profiles, respectively. In Fig. 11, we observe a significant decrease in the number
of exposed, first-stage, and second-stage individuals and the total infective population size as time increased over the simulation
time frame in the presence of optimal control compared to without control measure. Also, it can be seen from Fig. 11 that if
treatment is not implemented on day 220, there will be an increase in the number of individuals in the exposed, infected, and total
infected population. This result agrees with the fact that if a Pneumonia infection is not treated immediately within a few days of
the disease, it can progress to a lung abscess, which is a more severe illness [57]. Conversely, a similar pattern is obtained in the
simulation, considering the endemic reduction scenario with the implementation of control. On the other hand, in the absence of
control measures, when Pneumonia is not treated immediately upon infection, we will see a rapid increase in the number of exposed,
infected, and total infected individuals starting from day 120. The control profile in Fig. 12 shows that a maximum level of control
should be maintained throughout the simulation time horizon. In contrast, Fig. 11 starts at u = 1 and remains over time but can be
decreased from day 350.

6.2. Different quality of treatment

In this subsection, we will see the impact of treatment quality on the behavior of the optimal trajectory of the control variable u.
This simulation can be done by varying the value of p, where a larger p indicates better treatment since more people succeeded in
the treatment program. To conduct this simulation, let us call scenario S, as a good treatment quality scenario. For the worse quality
of treatment, we use the same parameter value and initial condition as in scenario S;, except we choose p = 0.5, which represents the
quality of treatment decreased to only 50% chance that people are successfully treated. We call this simulation scenario S; where
time-dependent control is given and S, where no control is applied. The results are presented in Fig. 13, and the optimal cost for
this scenario is 1.4559 x 10°. Considering the quality of treatment as explained in the above paragraph, we combine the treatment
parameter p and implementation of time-dependent control » and simulate to investigate their impact in our optimal control model
as given in Fig. 13 with the control profile. In Fig. 13, it is envisaged that in the numerical simulation without control, we obtain a
higher number of exposed, first stage, second stage, and the total number of infected Pneumonia individuals over the modeling time
horizon. Furthermore, we have fewer infections in the community induced with the disease after implementing an optimal control
intervention strategy, such as successive treatment.

7. Discussion and conclusions

Pneumonia continues to be a health problem faced in Jakarta, Indonesia, for many years to date. Following the historic level of
the case of mortality due to the infection, we are motivated to develop and analyze a deterministic model of Pneumonia incorporating
treatment and finding an optimal control strategy to prevent the disease. Our modeling consists of a model with and without optimal
control. Mathematical analyses were carried out and numerical simulations were presented. The existence and local stability of all
equilibrium points are analyzed in detail. Using Castillo-Song bifurcation theorem [37], we show that our model never exhibits a
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Fig. 11. Numerical result of endemic prevention scenario with (S,) and without control (S,,) in red and blue color, respectively. The trajectories for each panel from
(a) to (e) are for exposed, first-stage infected, second stage infected, total infected, and control trajectories, respectively.

backward bifurcation phenomenon. This indicates that a condition when the basic reproduction number is smaller than one is enough
to guarantee that Pneumonia will die out in the population.

To calibrate our model with real-life situations, we estimate our parameter values by fitting our model output with the incidence
data from the city of Jakarta, Indonesia. We find that Pneumonia in Jakarta will periodically appear every year, but with the level
of the outbreak getting smaller every year. From the PRCC analysis on the size of infected individuals in the endemic equilibrium
point, we found that the treatment intervention and treatment duration are key potentials in reducing the endemic size significantly.

Optimal control analysis conducted in the last part of this article is done to determine the best possible strategy to control the
spread of Pneumonia in Jakarta. The existence of the optimal solution was also proved. A forward-backward iterative method is
used to solve the optimal control problems. Several possible scenarios are discussed, such as initial conditions and transmission rates.
Our simulation shows that treatment of infected individuals needs to be given with maximum effort almost in all simulation time
to prevent the increase of infected individuals. Furthermore, we also found that it is better to implement the control strategy for
Pneumonia in the early stage of infection rather than waiting for the number of infected individuals to increase. This study provides a
health policy argument/implementation by supporting the calls to action for early diagnosis and treatment of Pneumonia at its early
stage with high-quality treatments for any Pneumonia infectious individuals or its outbreak. Several possibilities will be available in
the near future as a result of the above-mentioned discoveries.

In many public reports, most pneumonia cases occur in children and end up with death [58,59]. Hence, it is important to improve
this work by considering an age-structured model for Pneumonia because evidence has shown that Pneumonia affects mainly infants/
young children and people older than age 65 and the weakened immune systems. The improvement could be using a simple age
class as in [60] or by using a partial differential equation [61,62]. Another fact that might attract huge interest by the readers is the
possible coinfection of pneumonia with COVID-19 [63]. Recently, from the COVID-19 pandemic, we understand the importance of
community awareness to help the control of the disease. This phenomenon is not yet included in our model. Hence, one can be done

18



D. Aldila, N. Awdinda, Fatmawati et al.

Heliyon 9 (2023) 18096

5 Exposed 105 First stage infected
2 10 i ‘ 400 16 *,1\? . o , 1600
™\ 14+ N\ {1400
S 15f 4300 _ B 12} \ {1200 _
< g E1of {1000 £
q e 9 N =
e 1f 1200 8 £ 8¢ \ 1800 8
3 : < 3 I -
= E £ 6 = 1600 §
205 1100 S 47 = 1400
— 2+ —= {200
0 : : 0 0 : . . 0
0 100 200 300 400 0 100 200 300 400
Days Days
(@) (®)
6 Second stage infected 6 Total infected
g X10 , 9 ‘ 1500 4210 ; : . 4000
IS _ B3F\ {3000 _
£27 1000 8 £ g
o c Q =
= 8 =2t 12000 8
3 £ 3 b £
£1t 500 £ £ = g
ES = 21t — {1000 =
0 0 0 : - : 0
0 400 0 100 200 300 400
Days Days
© ()
1 - T T ™ -t T ™
«» 0.8 E_
2
S 06 1
o
S04t -
=
o
Oo2- 4
0 | | | | | | |
0 50 100 150 200 250 300 350 400
Time (Days)
(e)
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from (a) to (e) are for exposed, first-stage infected, second stage infected, total infected, and control trajectories, respectively.

in the future is to continue our proposed model by incorporating the effect of community awareness. Please see [64-66] for some
awareness-based model on disease transmission.
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