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Abstract

Dengue is a mosquito-borne disease which has continued to be a public health issue in
Malaysia. This paper investigates the impact of singular use of vaccination and its com-
bined effort with treatment and adulticide controls on the population dynamics of dengue in
Johor, Malaysia. In a first step, a compartmental model capturing vaccination compartment
with mass random vaccination distribution process is appropriately formulated. The model
with or without imperfect vaccination exhibits backward bifurcation phenomenon. Using the
available data and facts from the 2012 dengue outbreak in Johor, basic reproduction number
for the outbreak is estimated. Sensitivity analysis is performed to investigate how the model
parameters influence dengue disease transmission and spread in a population. In a second
step, a new deterministic model incorporating vaccination as a control parameter of distinct
constant rates with the efforts of treatment and adulticide controls is developed. Numerical
simulations are carried out to evaluate the impact of the three control measures by implement-
ing several control strategies. It is observed that the transmission of dengue can be curtailed
using any of the control strategies analysed in this work. Efficiency analysis further reveals
that a strategy that combines vaccination, treatment and adulticide controls is most efficient
for dengue prevention and control in Johor, Malaysia.
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Introduction

Dengue Fever (DF) is the most rapidly emerging mosquito-borne viral infection worldwide
[1, 2]. The disease is a major public health concern throughout tropical and sub-tropical
regions of the world [1, 3, 4], in more than 100 countries in South-East Asia, the Western
Pacific and South and Central America [1]. Nowadays, dengue is endemic in most tropical
and sub-tropical areas of the globe [3], and its transmission has increased predominantly
in urban and semi-urban areas recently [2]. Up to 2.5 billion people worldwide live under
the threat of DF and its severe forms—Dengue Haemorrhagic Fever (DHF) or Dengue Shock
Syndrome (DSS) [1]. The World Health Organisation (WHO) estimated that, annually, 9
million symptomatic cases and 0.5 million severe episodes of dengue occur globally [3].

Moreover, while dengue is a worldwide health issue, with a consistent increment in the
number of nations announcing the disease, presently near 75% of the worldwide population
at dengue risk are in Asia-Pacific region [2]. Since the 1950s, dengue has become a serious
health issue in South-East Asia region [5]. In recent decades, DHF has become a significant
reason for hospitalisations and deaths among children in the greater part of the Asian countries
[6], including Malaysia. In Malaysia, dissemination of dengue cases vary considerably among
states and districts where dengue cases are more pronounced in urban and suburban areas
[7, 8]. The first dengue outbreak in Malaysia occurred in 1902. Since then, the nation has
progressively well-known for ceaseless dengue endemic cases as a result of the continual
increase in reported cases of DF [5].

DF is transmitted by dengue viruses that are members of the genus Flavivirus and family
Flaviviridae [1]. There are four immunologically distinct but antigenically similar dengue
virus (DENV) serotypes, namely DENV-1, DENV-2, DENV-3 and DENV-4, causing dengue
disease [3, 4, 9]. The viruses are transmitted to humans by the bites of infected female
mosquitoes of the genus Aedes [3, 4]. Aedes aegypti mosquito is the primary vector of dengue
[4]. Dengue infection can cause a spectrum of clinical outcomes ranging from completely
asymptomatic, undifferentiated viral syndrome, DF, DHF to DSS [3, 10]. A person can be
infected with dengue virus up to four distinct times with an infection connecting to a particular
virus serotype. An individual that gets infected by any of the four virus serotypes develops
lifelong immunity to it, but just an impermanent cross-insusceptibility to the other virus
serotypes [3, 8].

There is no particular treatment for dengue disease [11]. Clinical management depends on
supportive therapy, mainly cautious monitoring of intravascular volume replacement [11].
Lately, dengue vaccine development has dramatically accelerated as a result of the increase in
the number of dengue infections, just as the prevalence of everyone of the circulating DENV-
1,2,3,4 serotypes [12]. The recently licensed dengue vaccine, Dengvaxia (CYD-TDV) made
by Sanofi Pasteur has been approved by regulatory authorities in more than twenty countries
[11], including Indonesia and Mexico [13]. The vaccine protects against DENV-1, DENV-3
and DENV-4 but only imperfectly against DENV-2 [13]. Thus, it may or may not be possible
to have any future perfect dengue vaccine that protect against the four virus serotypes [14].

Until Dengvaxia vaccine was licensed, dengue prevention and control rely on interven-
tions targeting the vector, for which WHO recommends integrated vector management [11].
Some basic control strategies intend to keep mosquitoes from getting to egg-laying habitats,
using ecological management interventions such as removal of artificial man-made habitats
for mosquitoes, application of suitable insecticides or predators to outdoor water storage con-
tainers, use of personal and household protection (like window screens, long-sleeved clothe,
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insecticide or mosquito repellents, vaporizers and coils) and open space spray of insecticide
during dengue outbreak [11].

Mathematical models describing the dynamics of interactions between host and vector
go back to Lotka [15] and Ross [16], first used to study vector-host dynamics in the context
of Malaria. Variations of such framework have been applied to dengue [8, 14, 17-25]. In
many previous studies, several authors have used compartmental deterministic models to
investigate the transmission dynamics of dengue disease in general [17-21]. Similarly, many
previous authors have used compartmental deterministic models to examine the dynamics of
dengue disease spread in specific regions or countries [14, 22-24].

In particular, mathematical study of the epidemiology of dengue disease in Malaysia has
been studied by many previous researchers. For instance, Side and Noorani [26] used a
mathematical model based on SEIR (Susceptible-Exposed-Infectious-Recovered) structure
to analyse dengue disease spread in Selangor state of Malaysia. Later, the work of Side and
Noorani [26] was revisited by Side and Noorani [27] to propose a new compartmental model
which excludes intrinsic and extrinsic incubation periods in human and mosquito, respec-
tively. The model was simulated for the 2008 dengue outbreaks in Selangor, Malaysia and
South Sulewesi, Indonesia. Recently, Hamdan and Kilicman [8] developed a mathematical
model involving fractional order differential equations to investigate the dynamical behaviour
of dengue disease transmission in Selangor, Malaysia. The model was analysed to derive the
basic reproduction number (R) for it, which was used to carry out sensitivity analysis of the
model parameters and discuss the global stability of the equilibrium points. Liang et al. [25]
constructed a compartmental mathematical model based on the classical SIR model structure
to investigate the impact of auto-dissemination trap on dengue disease transmission using
Shah Alam city in Selangor state of Malaysia as a case study.

Until now, there is no licensed vaccine for dengue in Malaysia. Dengue prevention and
control primarily depends on vector control or host-vector contacts interruption [8, 28]. In
Malaysia, vector control is mainly based on passive case surveillance which relies on health-
care professionals to notify public health authorities of all suspected or laboratory-confirmed
dengue cases [29]. Then, open space spray of insecticides is administered to kill adult Aedes
mosquitoes in the dengue hotspot zone to accomplish quick control of the new outbreak [28].
However, this responsive method of surveillance with the health specialists holding up until
the medical community recognises dengue cases before responding to actualize control mea-
sures is very unresponsive owing to the fact that doctors have low index for diagnosing dengue
during inter-epidemic periods [10]. In most cases, dengue outbreaks are possibly recognised
when the transmission is at its peak during which it is past the point where the implementation
of effective preventive measures that halt the disease spread is possible [30]. Another signifi-
cant thought is that the use of surveillance alone likewise disregards the patients who present
with undifferentiated febrile illness or viral syndrome. This group of patients speaks to a huge
extent of those with symptomatic dengue disease, contingent upon the age of the patient and
the strain of infecting virus [10]. Also, vector control has been shown to be only partially
effective in reducing disease burden [31]. At last, the prevention of dengue in Malaysia may
rely upon the accessibility of an effective vaccine in the country. Hence, there is the need for
a reliable deterministic model to better understand the mechanism of dengue disease spread
and control by incorporating vaccination into the present day control strategies for dengue
in Malaysia.

In this paper, our interest is to develop a compartmental deterministic model that creates
a framework for integrated vector management in order to examine the impact of separate
use of vaccine and efforts of combining vaccine with treatment and insecticide controls on
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the dynamics of dengue disease spread in Malaysia. The model is parameterized using data
from the 2012 dengue outbreak in Johor, Malaysia.

The remainder of this paper is organised as follows: Second section presents the devel-
opment of a mathematical model describing the dynamical behaviour of dengue disease
transmission between the interacting host and vector populations with effect of random mass
vaccination. In third section, theoretical analysis of the model is carried out. Fourth sec-
tion discusses the parameter estimation and model fitting. Sensitivity analysis of the model
parameters is discussed in fifth section. This is followed up by the formulation of a new
model incorporating triplet controls that are vaccination, treatment and adulticide control
measures in sixth section. Qualitative analysis of the basic properties of the model is also
discussed. Numerical simulation of the models and discussion of results are presented in
seventh section. Conclusion is finally drawn in last section.

Model Formulation

In this section, we formulate a mathematical dengue model including vaccination compart-
ment with consideration of the pre-intervention model presented in a previous work [21].

Model Assumptions

Depending on the epidemiological status of individuals, the total human population is divided
into susceptible (Sy), vaccinated (V},), exposed (E},), infectious (5 ) and recovered individuals
(Rp). In a similar manner, the aquatic mosquitoes are described by a compartmental class A,
the total population of female mosquitoes is grouped into susceptible (S, ), exposed (E,) and
infectious (7, ) mosquitoes. Itis assumed that there is no human and mosquito migration, so the
population is constant. It is assumed that standard (or proportional) incidence is appropriate
for a large population (state). Human and mosquito populations are homogeneously mixing,
implying that every mosquito has equal probability of biting any host. The virus can only
be transmitted by infectious humans (/,) and mosquitoes (/). Only one strain of dengue
virus is present in the population, and responsible for all the dengue infections. Primary
infections are generally asymptomatic and non-fatal [32], thus it is assumed that there is no
dengue-related deaths. Also, it is assumed that an imperfect vaccine with up to 90% efficacy
is administered in the human population with random mass vaccination scenario. There is no
consideration for vertical transmission in both human and mosquito populations. Mosquitoes
lack an adaptive immune response, hence they cannot form resistance to a pathogen.

The Model and Its Parameters

The total human population at any time ¢, denoted as Ny, (¢), is assumed to be constant, and
is given as

Np(t) = Sp(t) + Vi (t) + Ep(t) + I (1) + Ry (2). (D

Similarly, the size of total female mosquito at any time 7 is assumed to be constant and given
as

Ny(@) = Sy(t) + Ey (1) + L (D). (@)
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Let A be the constant recruitment rate of human population, which enters the susceptible
population. Individuals in the vaccinated class V;, with waning immunity join Sy, class at rate
w. This population is decreased either by natural death at rate u,, or following the infection
through an effective contact with an infected mosquito at the rate given as

Ny I b lgh I
A =bBp—~ =
Ny N Ny
where b is the biting rate per S, B, is the transmission probability of dengue virus from 1,
to Sp. Class Sy, is further decreased by vaccination at constant rate v.

The vaccinated class V}, is populated by the fraction v.Sj,. Since itis assumed that the dengue
vaccine is not 100% efficacious but highly effective, then the vaccinated class V}, decreases
by infection at the rate (1 — &)Aj, for 0 < & < 1, where ¢ is the vaccine efficacy. For instance,
& = 0 measures zero efficacy of the vaccine, while the vaccine is 100% efficacious at ¢ = 1.
The class is further decreased either by the fraction wVj, whose vaccine has waned out, where
w is the vaccine waning rate, or by natural death at rate 1.

When individuals in both classes Sj, and V), are infected, they progress to the exposed class
Ej,. Class Ej, is reduced either when individuals in the class developed clinical symptoms of
dengue and move to class I, at rate 1y, or individuals die naturally at rate wj,.

Individuals in I, class may recover at the rate &, or die at natural death rate pj. The
population of recovered individuals is reduced by natural death at rate .

The aquatic mosquito population is generated via the logistic oviposition function

3

b (1 — %) assumed to be proportional to the total number of female mosquitoes, so that

the aquatic mosquito is recruited at rate ( — %) (Sy + Ey + 1), where K is the larvae

carrying capacity and pp, is the mosquito oviposition rate. The population is reduced either
by the progression of larva to female mosquito at rate 1, or natural mortality of larva at rate
Ma-

The class S, is populated by the larvae mosquitoes emerging as female mosquitoes at rate
n4. The population of susceptible mosquito is decreased either following an infection as a
result of the effective contact between /;, and S, at rate

Iy N bBuly
Ay =bfy—— = 4
Np Np Np
where, b is the biting rate per susceptible mosquito and S, is the transmission probability of
dengue infection from [, to S, or as a result of natural death of the susceptible mosquitoes
at rate (L, .

The population of mosquitoes in class E, is increased by the contact rate b, between Ij,
ans Sy. It is decreased either as a result of exposed mosquitoes being moved to the infectious
class at rate n, or they die naturally at rate j,.

Infectious mosquitoes do not recover, and they may die naturally at rate .

In Eqgs. (3) and (4) respectively, A; and X, are the forces of infection in humans and
mosquitoes. The expression for A, can be interpreted as follows: the probability that a
mosquito chooses a specific human to bite is assumed to be N%, so that a human receives, on

Ny Ty
Np Ny~

average, b%—z bites per unit of times such that the infection rate per Sy, is given by bfj,
In a similar manner, the expression for A, can be interpreted as well.
Thus, the vaccinated dengue model consisting of nine time-dependent ordinary differential
equations (ODEs) given by Eq. (5) as
dSp

2 = A0S @) = S (@) = vS (1) + 0 Vi (@), (5a)
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Table 1 Description of the

variables of model (5) Variable Description
Sh Susceptible individuals
Vi Vaccinated individuals
Ey Exposed individuals
Iy, Infectious individuals
Ry, Recovered individuals
Ay Aquatic mosquitoes
Sy Susceptible mosquitoes
E, Exposed mosquitoes
I Infectious mosquitoes
dvy
e VS (1) — (1 = &)Ap () Vi (t) — wVi (1) — pn Vi (1), (5b)
dEy
e M (@) Sp(t) + (1 = &)Ap @) Vi (1) — np Ep(t) — un En(2), (5¢)
dl
T =mnEn(t) = §nln(t) — wnln(t), (5d)
dRy,
I =& n (1) — unRu (1), (5e)
dA, Ay(t)
PR 1 - X (Sv(@) + Ev(@) + L)) — naAv(1) — paAy(@),  (51)
ds,
dt =g Ap(t) — Ay (B)Sy (1) — o Su(?), (52)
dE,
dt = Ay(D) Sy (1) — Ny Ey(1) — oy Ey (1), (Sh)
dl, .
dr =M Ey(t) — poly(1), (51)

along with the initial conditions (ICs):

S$p(0) = Son,  Vu(0) = Vo, En(0) = Eon, 14(0) = Iop,  Ry(0) = Rop,

AU(O) = AOUv SU(O) = SOU! EU(O) = Eoy, IU(O) = Ioy.- (6)

Tables 1 and 2 give the description of the state variables and parameters of model (5)
respectively. The scheme of model (5) describing the vector-host interactions for dengue is
presented by Fig. 1.

Qualitative Analysis of the Model

Qualitative Properties of Solutions

Positivity of Solutions

This subsection establishes that the solution of each of the state variables of model (5) with

non-negative initial data remains non-negative for all time ¢ for the model to be biologically
meaningful since it describes the human and mosquito population dynamical behaviours.
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Table 2 Description of the

p t
parameters of model (5) arameter

Description

A

K
Bn

v
w
&€
Nh
n
b

Kb
K

v
Ha
Na
Bv
M

Recruitment rate of humans

Humans natural mortality rate

Transmission probability per contact of S, with I
Rate of vaccination

Waning rate of vaccine

Efficacy of vaccine

Infectiousness rate of individuals

Recovery rate of individuals

Biting rate of mosquitoes

Per capita oviposition rate of mosquitoes
Carrying capacity of larvae

Natural mortality rate of female mosquitoes
Natural mortality rate of aquatic mosquitoes
Maturation rate of aquatic mosquitoes
Transmission probability per contact of S, with I,

Rate of infectiousness of mosquitoes

I
(1 —e)bpfy N—Zsh

- >
E I \)
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Fig.1 Scheme of the SVEIR + ASEI dengue model (5)

Lemma 3.1 Suppose that X(t) = (Sh(t), Vi (), En(t), In(t), Ry(t), Ay(2), Sy(t), Ey(2),

I, (t)) T Suppose further that the initial data given in (6) are non-negative. Then, the solutions
X (t) of the vaccination dengue model (5) remain non-negative for all t > 0. Furthermore,

A
lim sup Ny (1) < — and limsup Ny (1) < 122
Mh

1—>00

K

t—00 12%%

where, Nj,(t) and Ny(t) are as expressed by Egs. (1) and (2), respectively.
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Proof Let t, = sup{r > 0 : S = 0,V > 0,E;, > 0,1, > 0,R, > 0,4,
>0,8>0,E,>0,1, > 0}. Thus ¢, > 0. Equation (5a) gives rise to

dSy bBi 1y (1)
— + 2 @OSh (@) + wnSh(®) +vSp(#) = 0, where A (1) = ———— )
dt N (1)
Equation (7) implies that
d t
) [Sh(t) exp {/ Ap(w)do + (up + v)t” > 0. ®)
0
Integrating Eq. (8) over time interval ¢ € [0, t.] yields
1
Sn(t:) exp {/ r(@)do + (up + V)t*} - 8,(0) = 0.
0
Consequently,
1
Sp(te) = Sp(0) exp {— (/ Mp(@)dw + (up + V)t*>} >0Vt >0. ©)
0

It can be shown by the similar approach that V;, > 0, E;(t) > 0, I(t) > 0, Ry(¢) > 0,
Ay() =0, 8,() =0, Ey(r) = 0and 1,(#) > 0.

For the second part of the proof, the time derivative of the total human population at time
t, Nu(t) in Eq. (1), along the solutions of the dengue model (5) for humans is expressed as

dNy (1) B ON, dS, ON,dV, ON,dE, n ONp dl, 0Ny dRy

dt 38, dt 3V, dt = 9E, dt I, dr  9R, dt’
dNy (1)
= A — upNy(0),
o WhNp(t)

so that

A
lim sup Nj (1) < —.
Kh

1—>00

Similarly, the time derivative of the total mosquito population at any time 7, N, (¢) defined in
Eq. (2), along the solutions of the dengue model (5) for mosquitoes is given as
dNy(t) ONydS, ONydE, 0N,dl,
dt  3S, dt ~ dE, dt  3l, dt’

dNy(t)
Tvt =g Ay — Uy Ny(1),
so that
A
lim sup Ny (1) < 1420
—00 v
K
= la (since Ay, < K)
v
as required. O
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Invariant Region

Analysis of the dengue model (5) is carried out in a biologically feasible region D given by
the set

D =D, xD, C R} x RY (10)

with

A
Dh={(Sh,vh,Eh,lh,Rh)eRi:Sh+Vh+Eh+1h+Rhsu—},
h

K
DU:{(AvrsU’Evvlv)e]R‘i:AUSKaSU+EU+Iv§na }

Mo

The positivity of region D is claimed in the following result.

Lemma 3.2 The region D C R‘i in Eq. (10) is positively invariant relative to the dengue
model (5) with positive initial conditions in IR?,_.

Proof We follow the idea in Abidemi et al. [24] and Ndii et al. [33] to verify that the feasible
region D is positively invariant. Model (5) is expressed as

d—X—M(X)X G (11)
dr +

where,

X = (Sn, Vi, En, In, Ri, Ay, Sy, Eyp, 1),

—mi,1 13 0 0 0 0 0 0 0
v —my2 0 0 0 0 0 0 0
Pl (1 — )20l —py — iy 0 0 0 0 0 0
0 0 Nh =& —un O 0 0 0 0
Mx)=| o 0 0 & —mn 00 0 0
0 0 0 0 0 —mss mse ms7  msg
0 0 0 0 0 Na —Mee 0 0
0 0 0 0 0 0 Zeho_p .y, 0
0 0 0 0 0 0 0 Ny — My
with myy = wp +v + b’,g\?,f“, myy = pp + o+ (1 — 8)bﬁN’7’hI“, mss = Mg + la +
Mbisﬁfzﬂv, mse = ms7 = msg = [p (1 - %‘L) mee = My + ‘b%lh’ and G =

(A,0,0,0,0,0,0,0,0).

It is clear that all the off-diagonal entries of M (X) are non-negative. Therefore, it is a
Metzler matrix. Based on the fact that G > 0, then system (11) is positively invariant in
]R?s-’ which implies that any trajectory of the system (11) starting from an initial state in the
positive orthant ]Rg+ remains in ]Ri forever. Therefore, all feasible solutions of the dengue
model (5) enter the region D given in Eq. (10). m}
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Qualitative Analysis of the Basic Properties
Existence of Disease-Free Equilibria

In this section, the steady state solutions (equilibrium points) of the dengue model (5) when
there are no variations in the state variables Sy, (¢), V,(¢), En(t), I,(t), Ry (1), Ay(t), Sy (1),
E, (), I,(t), Ni(t) and N,(¢) in respect of time ¢ are discussed.

Let A} and A} denote the human and mosquito forces of infection at the steady state,
respectively, and be given by

bpu I

h= N (12a)
bBu I}
A= # (12b)

Then, setting the right-hand sides of the equations in model (5) to zero, the solutions of the
state variables at a steady state (S}, V,*, E}\, I, R}, A%, S5, Ey, IY) in terms of the associated
form of force of infection are obtained as follows. Solving Egs. (5a)—(5e) yields

A1 = )2 + @ + 1p)

SF = , 13a
PO v+ (= or + o+ ) — ov (3
" Av

Vi =% - , (13b)

O+ v+ m) (1= X + @+ py) — v
. (1 —&)Af + o+ up) + (1 — )v]ALL 130
"+ ) [0 + v+ ) (L= oA+ o+ ) — ov]’

I — (A=A} + o+ up) + (1 —e)v]Anzd} (13d)
"+ ) En ) [ v+ ) (L — A + o+ pp) — ov]’

RY — (A =8)A; + o+ pp) + (1 —e)v]Any&ph; (13¢)
" G+ ) En + 1) [0+ v+ ) (L= &M + @ + ) — wv]’

Next, we solve for S}, EX and I} in system (5). It follows from (5g)—(5i) that
A*
S;k — %71)’ (14a)
()\z + [v)
AFAE
Ef = Na vy , (14b)
(nv + Mv)()\j + )
AF0E
I Nallv 2oy (14¢)

U (e )+ )

Using the results in (14), we have

S: + E: n 1: _ UaAj TiaAj)Lt nanvAj}tt ,
A5+ ) O+ )5 + ) oy + we) (A5 + wy)

— (Mapo (o + o) + Napbory + nonary) Ay

B Mo (M +/¢Lv)(}\;k; + [y)
[Mato (o 4 1o) + nalps + n0)A5] A%

= . (15)
Moy + ,uv)()hj + )

’
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Thus, plugging the result in (15) into (5f) and simplifying lead to
A% + 11y) + + )X
" <1 3 71,) [nauv(nv o) na*(uv ) v} A% = (a4 1) A% = 0,
K o (ny + Nv)()w + o)
{ HbNa <1 B iﬁ) [uv(nv + o) + (o + M)A
Mo (1o + o) K AS +

:| —(Ma + Ma)} At =0. (16)

In (16), A} has a trivial solution
Al =0.
Putting A} = 0 in Eq. (14) yields
SE=E;=1I7=0.
Furthermore, we also have A;; = 0 when I;; = 0. Thus, the solutions in (13) reduce to
_ (@+umA . Av
W)@+ pn) —ov T+ )@+ ) — ov’
Hence, dengue model (5) has a trivial equilibrium (TE), denoted as &, obtained as
_ ( (0 + up)A Av
W+ up) @+ pup) — v’ (v+ up) (o + @) — wv

Ef=1If=R;=0, S}

,0,0,0,0,0,0, O). (17)

Next, we consider a non-trivial solution of A} (A} # 0)in (16). Then, the possible solution
of A} can be obtained from

HbNa <1 B Ai) (Mv(’?v + o) + O + o)Ay
Mo (My + 1y) K A+

> — (Ma + pa) =0. (18)

Resolving (18) for A}, we have

A7 ( Wona (o + o)ty + (qy + m)kt)

K\ (ny + my) ity A+ Wy
MbNa ((nv + o)ty + (7 + Mv))\:>
(o + o) ity AL+ iy
— (Na + 1a) =0,

i: [Mhna((nv + o)y + (7 + va))\:)i|

K Ho (v + o) (A + (o)
_mpnal (ny + o) o + 1y + o)Ay ]
B o (Mo + 1) (A% + o)

— (Na + 1a)-

So

Ky (ny + ﬂv)(}tﬁ + )
wunal(my + o) o + (y + o) AE]’

pNal(My + o)y + (ny + Mv)}tt
Mo (1 + ) (A + o)

MpNa oMy + ) + (7y + Mv)l/-brhz)hx — (Ma + ta)(ny + Mu)llv)»: — (Ma + 1a)(y + Mv)ﬂ%) K

Honal(y + o) io + (v + 1o)A3] '

e +ua>}

HbMNa

v [ pNal(My + o) ity + (My + 1) AE]

A

A
(771/ + /va),uh,uvnu (1 - w) + [(771) + ,va)//-bnu - (77(1 + U—a)("]v + l‘vv),uv])w*j:|

A K

A

19)

M tona (M + 1tv) (1 - é) + [ (Mo + o) = o (Ma + 1a) (o + 10)105
K,
mpNal(my + )by + (ny + l/«v))“z]
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— __Mbla
where G = (Ma+pa)ity”

To derive the equilibrium without dengue disease in the system, we set A; = Aj = 0 or
E, =1, = E, = I, = 0. Hence, we have from (19) that

A0 = (1 3 (na:;;a)uu) K — (1 3 é) K. 20)
bla

Consequently, the threshold G regulates the existence of mosquito. So, if G < 1,then A} =0
in (19). It follows that dengue model (5) corresponds to free-mosquito human population and
the equilibrium in this scenario is the TE &y given in (17).

If, on the other hand, G > 1, then the non-trivial biologically realistic disease-free equi-
librium (BRDFE), denoted as &, is obtained from (13), (14) and (20) with A} = A% =0
as

& = (5. v7,0,0,0,49, 59,0,0),

=< Alw + i) , Av 10,0,0, <1—1> K,
W+ pp) @+ pwp) —ov v+ pp)(w+ @y — ov g 21

1
da (1 - f>1(,0,0>.
Mo g
We then claim the following result.

Theorem 3.1 Let D be as defined by (10) and G = %, where G is the net reproduction

number. Then, the dengue model (5) admits at most two disease-free equilibrium (DFE)
points:

(i) If G < 1, then there exists a DFE, called TE given as

_ ( (0 + ) A Av
TN F @+ mn) — v’ v+ )@ + ) — wv

,0,0,0,0,0,0,());

(ii) If G > 1, then there is a BRDFE defined as

& = (89, v0,0,0,0, 49, 52,0,0)
_ ( (w4 pp)A
W+ up) @+ pmp) —wv’

Av 1 Na 1
,0,0,0,({1—=|K,—(1—=]K,0,0).
v+ pup)(@ + un) — wv g Moy g

Reproduction Number

It is necessary to derive the effective (or control) reproduction number, denoted as R, for the
dengue model (5). According to Hethcote [34], “the basic reproduction number is defined
as the average number of secondary infections that occur when one infective is introduced
into a completely susceptible host population”. The threshold R, gives an invasion criterion
for the initial virus spread in a susceptible population. For this reason, R, for model (5)
is computed using the BRDFE &; (which describes the coexistence of both the human and
mosquito without dengue infections in the interacting populations). The result is presented
in Theorem 3.2.
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Theorem 3.2 If G > 1, then the effective reproduction number R. related to the dengue
model (5) is expressed as
BBk (1 = e)v + o+ ) Bonany (1 - &) K

R2 = (22)
A + ) En + pr) (v + wp) (@ + wp) — o)y + o)

KbNa

Where’ g = o (Ma+a)”

Proof We adopt the notation of next generation matrix (NGM) method in [35, 36] to prove
Theorem 3.2. Now, note from model (5) that

(mn + pwn) En
bBuLySy |, (1—8)bBul,Sh

Ej e+ /S En + un) Iy — npEp

Iy A 9 My + 1) Ey

EU 51}\7:517 lev ﬂuEv
d é” 0 (Mh-i-V-i-b’gh’L)S — (A +wVp)
i |y, 0 (Mh +oy U= s)bﬂhll)vh S,

Ry, 0 Ry — &l

Igv 0 (Ma + ma)Av — (1_%) Sy + Ey+ 1)

v 0

(Mv + bﬁ/%) Sy — NaAy
(23)

Then, the infection matrix F and transition matrix V, respectively, are obtained from Eq.
(23) as

0 0 0 bﬂ/1[s/,+0t\/h]
N/I
F— 0 , 0 0 0
0l g
Ny
0 0 O 0
nh+un 0 0 0
V= —nn Eht+wpn 0 0
0 0 N+ iy O
0 0 —My My
Thus,
1
N+ 0 0 0
Nh 1 0
vl = | Ontmn)Entin) Entitn
0 0 Ny+y 0
0 0 n 1

— v
Ho(Mutuy)  Hoy

According to [35], R, = p(F V1), where p(A) is the spectra radius (maximum eigenvalue)
of matrix A. Therefore, R, is computed as

b2S9 By Bunn (S + (1 — &) VYD)
O+ 1) En + 1) (0 + 180) o (N9)?

Re =
O
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The expression R in (22) is the number of secondary infections in completely susceptible
population due to infections from one introduced infectious individual with dengue.

Existence of Endemic Equilibrium

This section explores the existence of endemic equilibrium (EE) of model (5). In this case,
the components of infected variables are non-zero, and consequently A; # 0 and A} # O in
(12). Then, we assume that G > 1. Let the EE of the system (5) be represented by

&= (S Vi Ep I Ry A SEESIY). (24)

v’ Tv

At equilibrium, it follows from Eq. (5f) that
K(ng + Ma)Az

S*+EF4+[F = . 25
T ) )
Similarly, summing up the terms in Egs. (5g) to (51) at equilibrium gives
S* b EF 4 IF = 19 p, (26)
v
Equating Eqgs. (25) and (26), and simplifying yields like before:
1
A::<1_M>K:<l—7>K:AS. 27)
HbNa g
Thus, the components of EE (&,) in (24) are defined by
o = A —e)A) + o+ up)
"G v+ (- ok + o+ ) — o’
V= Av
PO Ay (1 — oM + o+ ) — v’
B (A =e)A) + o+ up) + (1 —e)v]AL]
" ) [O v+ ) (= 04 + o + ) — ]’
1 (1= + o+ pup) + (1 — )v]An,A
" o+ ) Gn ) [ v+ ) (L — A + o + ) — ]’
_ * _ *
o (1 = ©)Af + @+ u) + (1 = evIAmEAS o)

N G+ ) @+ ) [0 + v+ ) (1 — 3 + @ + ) — wv]

=(-3)
ar=(1--)k,
g
s::<1—1>1<7"“ ,
G/ 5+ )

Ef = (1 - 1) K aky :
g (M +U«v)()\$ + y)
Iy = (1 — 1) Talluhy .
G) oy + pe) A5 + o)
Next, the appropriate solutions from Eq. (28) are plugged into A} and A} in Eq. (12). After

rigorous calculation, the endemic equilibria of the dengue model (5) satisfies the polynomial
obtained as

FO = As () + A3 () + A2 () + Al + A9 =0 (29)
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where,

Ag = Ay + 1) (1 — &) (n + ) En + wi) [bBunnn + to(n + ) En + 1)1,

Az = Aoy + )1 —&)p + pn) Gn + w) (A = & pp + (1 — &)y + 0 + )l
(bBuinnn + v + ) En + wn)l + Aoy + o)A — &) + wn) En + pn)
X {bBupnnn (1 — &)v + @ + wn) + o + ) En + w1 — &)pn + (1 — &)v

1
+ @+ unl} = b*Bunn (1 — )% 143 (i + i) En + ) Butan (1 - 5) K,

Az = Apppy (1 —&)n + n) G + ) My + o) (Vv + @ + wp) DBy pnnn
+ o+ 1) En 4 )]+ Apngey (1= &) (nn A+ 1) > En + 1) > (0 + 1) (v
+ o+ pp) + Ay (e + 1) n + pn) En + ) [(1— &) + (1= &)y + @ + up)]
X AbBuwnnn (1 — &)v + o + wa) + o + 1) En 4+ wi) (1L — &)
+ (1 =&+ o+ upl}
Al = Apoth o + 1) En 4+ w) (v + @ + ) (1= v + o + wp) (i + o)
[bBunn + (1 — &) (o + 1n)* En + 1)’

+ A2 + @ + )+ 1) En + 1) (e + ) — &)
1
+ (1= &) + @+ w1 — b*Buinn(nn + 1) En + 1n) Bonat (1 - 5) K
X [(1 = &)W+ up) + o+ ) (1 =) + o+ wp)
+ (1 =) (v + )@+ pp) — wv)],

Ao = A + ) En + 1) (v + ) (@ + r) — o)y + o) (1 - R?).

Therefore, the positive EE &; is obtained by solving for 1} in Eq. (29).

Remark 3.1 Whenever R, > 1 (R, < 1), the coefficient A4 in (29) is always positive and the
coefficient A is negative (positive). So, the signs of coefficients Az, A» and A determine
the number of possible positive real roots of polynomial f(A}) in (29). This is investigated
by employing Descarte’s rule of signs. Table 3 presents the various possibilities for the roots
of f(A}) when R, > l and R, < 1.

A look at Table 3, we deduce the following result summarizing the various possibilities
of positive solutions of f(A}) in Eq. (29).

Theorem 3.3 Suppose G > 1. Then, the vaccination dengue model (5) has

(i) a unique EE whenever case 2 in Table 3 holds and R, > 1;

(ii) more than one EE whenever R, > 1 and case 4 in Table 3 is satisfied;
(iii) more than one EE when R, < 1 and cases 3 and 5 in Table 3 hold;
(iv) no EE whenever R. < 1 and case 1 of Table 3 is satisfied.

In Theorem 3.3, it is clear from case (i) that model (5) has a unique EE whenever R, > 1.
In addition, case (iii) of the theorem suggests the possibility of the coexistence of DFE and
EE for the vaccination dengue model (5), and hence the potential of the model exhibiting the
phenomenon of backward bifurcation when R, < 1.
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Existence of Backward Bifurcation

Here, the center manifold theory (CMT) is used to explore the existence of backward bifur-
cation in model (5). CMT was popularized by Castillo-Chavez and Song [37] and has been
applied to epidemiological models by many other researchers [14, 38, 39]. For convenience,
we make changes in the state variables of the vaccination model (5) by setting S, = xi,
Vi = x0, Efy, = x3, I = x4, Rjy = x5, Ay = x¢, Sy = x7, E, = xg and I, = xg.
Let X = (x1, x2, x3, X4, X5, X6, X7, X8, X())T. Then, model (5) can be rewritten in the form
dX/dt = G(X), where G(X) = (g1, g2, 83, 84+ &5+ 86 87- 83, 89)" , as follows:

dx; bBnxix9
——=A- - —v = g1, 30a
di N, HhX1 x| +wxy =g (30a)
dx; bBrL(1 — &)xax9
= - —— T — e — = g, 30b
PTE N, WX = UpX2 1= 82 (30b)
dxs  bBpxixg  bBp(1 — &)xaxg
—== — NAX3 — X3 = g3, 30¢
i N, + Ny NhX3 — UWhX3 1= &3 (30c)
dxy
T Enxy — UpXxs = g4, (30d)
dxs
—— = &pxa — upxs == gs, (30e)
dt
dxe X6
ar = Wb (1 - ?) (x7 4+ x8 + x9) — NaXxe — HaXe := 86, (30f)
dx7 bByxax7
— = = laXe — ———— — JX7 =g, 30
di NaX6 N My X7 87 (30g)
dxg bByxax7
T ”Nih — NuXg — [yXg = g8, (30h)
dxg .
ar = NyXg — MUyX9 = g9, (301)
5 9
with N, = Y x;and Ny, = ) x;. Take B, = B} as abifurcation parameter. Then, at R, = 1
i i=7

i=1
from Eq. (22), By = B;; is calculated as

A+ ) En + ) (v + pwp) (0 + i) — w")/‘%(ﬂv + 1)
bznh'u%((l — &)V + o+ un)Bvnany <1 - é) K

B =B, =

The Jacobian of system (30), evaluated at the BRDFE &) and 8 denoted by 7 (€1, B)), is
obtained as

o _ (T
‘7(51,/3;1)—<\73 j4>, (31)
where

—(v + pn) 2 0 0 0

v —(w+ up) 0 0 0
J = 0 0 —(n + wn) 0 0 1,

0 0 Nh —&n+un) O
0 0 0 &n —Uh
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000 — b i (@+un)

(+pup) (@+pp)—wv
bpj; (1—e)upv
000 - (+pup)(@+pp)—wv
T = bpj; n (@+up+v(l—e)) |,
000 W+up)(0+pp)—ov
000 0
000 0
000 0 0
bumnnaK (1-¢
P 000 _# 0
3= Y
bﬁuMmaK I-z
000 ——\9J (=8) 0
Ky
000 0 0
_ bna po(atia)  Ho(atia)  po(latita)
13 Na 77(()1 761
Ja = Na —Hy
0 0 — (v + wy) 0
0 0 v —My

The characteristic equation associated with Eq. (31), given by |7 (€1, Bj) — Aox9| =0,
gives a simple zero eigenvalue with other eight eigenvalues having negative real part. Thus,
CMT can be used to analyze the dynamics of the vaccination dengue model (5) near g8 =
B [37]. Furthermore, a right eigenvector, w = (w1, wz, w3, w4, Ws, We, W7, W, wo)T,
corresponding to the simple zero eigenvalue of J (&1, B)) can be determined by solving
J (&1, B;)w = 0. Consequently,

_ bBiunlvo(l — &) + (@ + up)’]

w; = wo,
[(v + wn) (@ + up) — wv]?
v — _bB v — &)V 4 ) + o + »
? [V + )@ + ) — wv]? >
bB;un (1 —e)v + w+ pup)
w3 = wo,
mn + ) (v + wp) (@ + wp) — wv)
bBwnnn ((1 — &)v + @ + wp)
w4 = wo,
Mn + wn)Ep + wp) (v + wp)(@ + wp) — wv)
we — bBinER (1 — &)v 4+ o + wp) »
ST O )G+ ) (0 ) @+ ) — vy
e = | PPl (= v + 0 + 1B (e + pa) K ( L L)
o Ap + pr)En + )V + wp)(@ + wp) — ovlupng \nv + 1y Ko
2
n wy(Na +I/LL11) wo.
Mhm% (1 - g)
v — B2 B uinal(1 — e)v + o + wplBona K ((na +1a) ﬂalLb)
T T A + )G+ 0+ )@ + ) — ovlimpiia \ (o + 110) 122
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+
+ o (Na + Ha) wg,

MbNa (1 - é)

. b2 Biudnn((L— v + o + ) BunaK (1 — %)
8 NG+ i) En + i) (0 + ) @ + n) — o) (o + o)

we > 0. (32)

Similarly, a left eigenvector, v = (v, v2, v3, V4, V5, Vg, U7, U8, V9), associated with the
simple zero eigenvalue of 7 (&1, /3;:) can be obtained in terms of vg from v.7 (&1, ,3,’:) =0as

oV + pwp) (@ + wp) — wv]

vi=m=vs=v5=v7=0, v3 =
b unl(1 — &)y + o + pp]

’

bBununatn K (1 = é)

vy = Vg, 33
ACn + ) io My + o) (33)
My
= Vo,
My + w)
vg > 0.

Using the result by Castillo-Chavez and Song [37] (see Theorem 4.1), we calculate the
bifurcation coefficients a and b whose their signs determine the direction of bifurcation at
Re=1as

a= Z vkw,wja a (1/311)

ki, j=1
a— Aj(AT + A3) vgwg
A2(nn + )2 En 4 )20 + ) (@ + an) — oV pna (e + 11y)> ( _ é)
ALAL + 20 (ﬁh) HAR2L(L = £)v + 0 + i PBENuna K[(1 — &)v + o + 1] p
TN+ 102G+ )P + )@+ ) — o2y + (A — v o+l Y
where
A = 20 B umal(1 = &) + @+ wilBuno i e + o),
1
= BE2mal(l = £V + 0+ i BunaK (1 - 5) ,
A5 = A+ n) En 4 w0 + ) (@ + ) — oVl + iy,
A; = ZbﬁZMhAM?;(nv + o) (n + Mh)z(gh + ,uh)Z[(y + i) (@ + pp) — ovl,
Ap =@+ )@+ + (1= &) + (1= e+ (1 =) + )],
and

b—kaw, : (1,3;,)

k,i=1 xid

b= U9 wo.

5;,
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It follows, by making use of the property v.w = 1, that

1
A+ wn) TV + un) (@ + wn) — oVl + o)ty + O + pn)l
+ DBl = v + 0+ walBomanaK (1= &) [0 + o) + @ + )]

wo = Ay + 1n) En + 1) [V + wi) (@ + wp) — ovley (ny + 1)

Obviously, the coefficient b is positive since the model parameters are non-negative. Conse-
quently, according to Theorem 4.1 in [37], the vaccination dengue model (5) will undergo
backward bifurcation if the bifurcation coefficient a is positive. This implies that model (5)
will exhibit backward bifurcation if the following inequality holds:

AG(AT + A3)
A2 (g + ) En + wn) L0 + ) (@ + n) — oV ppna g (ny + o) (1 - é)

vgwé

) (34)

- ASAL +2b% () i [(1 — e)v +  + wa*B2nuna K[(1 — &)v + o + 4] -
A2(n 4 ) En 4+ mn)? [ + wn) (@ + pn) — ovPuZ(my + w1 — &)v + o + upyl o

In addition, if the inequality (34) is reversed, then the model exhibits a forward bifurcation
phenomenon. Hence, the result in Theorem 3.4 holds.

Theorem 3.4 The vaccination dengue model (5) undergoes a backward bifurcationat R, = 1
whenever

AG(AT + A3)

. vow)
A2(np + ) En + w10 + ) (@ + pn) — oV ppna el (ny + po)? (1 - g)

- A3AL + BBl — o)y + o + up* BEnuna KI(1 — )v + o + py) onl
QWG .
A2+ )2 En + w210+ w) (@ + wn) — ovPu(ny + ) [ — v+ + pupl 7

If the reversed inequality holds, then the model exhibits a forward bifurcation at R, < 1.

In a case when model (5) exhibits backward bifurcation, a stable DFE coexists with a
stable EE at R, < 1. So, there exists a critical value of R, (say R}) as indicated in Fig. 2a,
such that for R} < R, < 1, the solution trajectories either attain the stable DFE or stable EE
depending on the initial data. If it attains the stable DFE dengue disease will be eradicated,
and if it attains the stable EE dengue will persist in the society. The epidemiological insight
from the existence of backward bifurcation is that the well-known necessary requirement of
R¢ < 1is not sufficient for an effective control of the spread of dengue in the community.

The backward and forward bifurcation diagrams associated with Theorem 3.4 are illus-
trated in Fig. 2. Figure 2a shows the existence of backward bifurcation using the parameter
values given in Table 4, except v = 0.5, ¢ = 0.7. The result indicates that during the era of
backward bifurcation, reducing the control reproduction number, R, below one will not be
sufficient to eradicate the disease and that control measures should be applied to make R,
be far below the critical point as shown in Fig. 2a. Figure 2b shows the existence of forward
bifurcation by making use of the parameter values in Table 4, except b = 0.25272, v = 0.5,
& = 0.7. The result obtained indicates that during the era of forward bifurcation, reducing
the control reproduction number, R, below unity will be sufficient to eradicate the disease
in the population.

@ Springer



Int. J. Appl. Comput. Math (2022) 8:45

Page 210of51 45

3
6 x10

" Stable EE

Stable DFE

Unstable EE

Unstable DFE

0.5 1 1.5
Reproduction number R,

(a) Backward bifurcation

Fig. 2 Bifurcation diagrams for the vaccination model (5)
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Analysis of the Dengue Model Without Vaccination

To study the worst-case scenario where public health interventions such as vaccination are
not implemented in the community, the reduced version of the vaccination dengue model (5)

is given as

dasy
dr
dE}
dr
dly
dr
dRy,
dr
dA,
dt
ds,
dt
dE,
dt
dl,

dt

=A-b L) Sp(1) Sp(1) (352)
= _ﬂhNh(t)h — unSp(1), a
=b L@ Sy (1) En () En@t) (35b)
= 'BhNh(t) n(t) — npEp(t) — up En(t),
=npEp(t) — &nln(t) — upln (1), (35¢)
=&l (1) — pn Ry (1), (35d)
Ay(1)
= p (1 - ) (Sy(t) + Ey(t) + I, (1)) — ng Ap(t) — g Ay(t), (35¢)
=14Ay(t) — DBy Iu(®) Sp(t) — Sy (1), (351)
Np (1)
= 08, D 5 (1) — e Eu (1) — moEu 1), (359)
Ni(t)
=y Ey(t) — poly(1), (35h)

subject to initial conditions at time ¢t = 0. The flow diagram describing the vector-host
interactions for dengue disease transmission in the community is shown in Fig. 3.
The dynamics of the dengue model (35) is analysed in the feasible region Dy defined as

A
Dy = [(Sh’ Ep, Iy, Ry, Ay, Sy, Ey, Iu) € Ri_ Sh+Ep+ I+ Ry < —, Au <K,

Sy

K
+E,,+1vg'7”—}.

v

(36)
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L

Fig.3 Scheme of the SEIR + ASEI dengue model (35)

It can be shown that Dy is a positive invariant set in respect of model (35).

Existence of Equilibria and Basic Reproduction Number

Considering the scenario of no control interventions for the steady state solutions of the
dengue model studied in [23], it follows that the basic dengue model (35) has BRDFE, &3,
given by

A 1 1
& =(89,0,0,0, 49, 59,0,0) = (—,0,0, 0, (1 - 7> K, (1 - 7>,0, 0)
Hh g Ko g
(37)

provided that G > 1.
Also, following the standard notation of NGM method, it can be shown that the basic
reproduction number of the basic dengue model (35), represented by Ry, is

bzﬁhnhﬂhﬁvnvna (1 - é) K

Ro = . (38)
An + pn)En + pn) ity (my + o)
—_— I”L 7](1
Wher?, g = m.
It is easy to deduce from (22) and (38) that

r((l — &) + o+ wp)n
Re = Ro | Y el (39)

(v + un)(w+ pp) — wv)

Clearly, the effective reproduction number R reduces to the basic reproduction number R
when vaccination is not administered in the human population (i.e., v = 0) or when there
is a very low level of vaccine efficacy (¢ — 0) as indicated in (39). Contrarily, the basic

reproduction number R is decreased by a factor of , / % < 11in the presence
4
of vaccination.

In addition to BRDFE &3, the dengue model (35) has a unique endemic equilibrium
represented by

Ey = (S**,EZ*, w Ry AT, SO I**). (40)

v T
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Let the respective human and mosquito forces of infection in model (35) at the steady state
be defined by

b [**
oy %: (41)
h
and
b I**
e = 2 (42)
h

Then, the components of &4 in Eq. (40) are obtained as follows: Setting the right-hand sides
of the equations in model (35) to zero, and solving (35a)-(35d) for S;*, E;*, I} and R}*
yields

S A 43
h Mv (43a)
=87, (43b)
(mn + un)
I = i o @30)
" O+ ) GEn )
;,:* T)hSh)LZ* % (43(1)

= G+ ) En )

In a similar manner, the solutions of (35f)—(35h) at a steady state for S;*, E}* and I
respectively are given by

n
S = m/a;*, (44a)
v
- Nk A, (44b)
v (nv + /»Lv)()ki* + [y) v
Kk nanv)\’i* K%k (44C)

v o (M +Mv)(ki* + M) v

Substituting (44) into (35e) and simplifying leads to the non-trivial solution for A%* given
by

sksk 1

Ay =1|1- G K, (forGg>1). (45)

Next, the results from (43)—(45) are substituted into the human force of infection expressed
by (41) and simplified as follows:

)"** nh}"**

N = gF* + E* + o + R — §** + h S + h ok

P T e T b )T G ) En )

nn€nhy* s
1nn + ) G + ) "
jﬁ*z(Mw+mx&+MMMA%&+MMMJ?+MMMF+W@MF) A ’
wn @+ n) En + n) B* + un)
Lan (i + n) En + wn) + (wnEn + wn) + mann + nnér) A, 1A
n (i + ) En + ) AFF + i) '

Kk _
Nh -

(46)
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Now, using (44c) and (46) in (41), we have

ok _ blghnanv)\:*Az* LAk
T e F )G ) "
S Ay bBunany ( B i) wn i+ pn) En + ) O + pn)
h A5* + ) po(y + 1y) g Al (o + wen) En + wn) + (nEn + wn) + wann + nr€) A1

W bR+ )G+ ) (1- 5 ) K
T+ ) (M + o)t A
» A%+ pn)
Ln Gon + wr) En + pn) + (nEn + wr) + wann + mn€)A 1’
‘. AF + )t ’
[en Onn 4 ) Grn + ) + (e G+ wn) + wnnn + maE) AT + 1)
X, O+ wn)Ay*
Lin (o + wr) En + ) + (n + ) En + wp) AT 4+ py)

Hk
Ay =

Hk
Ay =

bBuaorn i) @) (1- & ) K S
.00

where Kl = v+ iy A
2
K1+ im0k = [+ 1)@+ i)+ O+ )@ ) (572 03 + 1),

47

The two forces of infections are perturbed by using (42) in (47) to obtain the quadratic
polynomial governing the existence of the dengue-present equilibria as follows:

b vl**
KAO 000 P08 = (o ) @ 02+ O+ )@+ ) (457)°)
h
b I
[ e uv] , (48)

with

Hok b Ay A
by I, PV Qo) Grt i) (G i)

N N |
bBuI;” _ bBunn AL wn (i + ) En + 1) A + pn)
N;* e + 1) Gn + ) OFF + ) Gen O+ ) En 4 ) + @+ i) Gn + )5 A
bBu I _ bBunnpnry* (49)
Ny wn(nn + ) En + ) + n + ) En + wn)As*
and
bBuI;* _ (Bunnpn + o KA + o i + 1an) (En + ) (50)

+ = .
Ny U a4 ) En A+ ) + O+ ) En + )R
Using (49) and (50) in (48) gives
bBunnnAy*
(nn ~+ ) Gn + ) + O + wn) En + )AL

= Ay (n (o =+ 1) Gn 4 1) + (i =+ 1n) G + i) A7)

DBunnin + to(n 4 wn) En + wp))A*
+ wp ey + n) Ep + an)
(en (n 4 ) En + i) + O+ wn) En + )AL

K1(A" + pn)

’
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implying that
K1 4 wn)bBonnmn = (un(n + n) Gn 4+ wn) + 0n =+ mn) En + wn) Ay ) (BBunnitn
+ o A ) En 4 )AL 4 o i+ 1) En + wn))-
Thus,
(o + 1) En + 1) BBt + s + i) En + 1)) (057)°
+ (bBumn iy (e + 1n) En + 11n) + 2tkntto O + 1) En + 1n)* = bBunien KA
+ O+ mn)* G + ) gt — DB Ky = 0.
It follows that
po (M) + piaf 4+ p2=0 (51)
where,
po = (n + wn)En + wn) OBvnnpn + o + wn)En + wn)),
1= bBunnity, (i + i) En + pn) + 2o O + 1n)* En + 1n)> — bBumann K1,
P2 = (i + tn)> G + 1) 1w o — bBumn i K1,
bBunnii K1
A )2 En + Mh)%%,l@) ’
b B Bunntianvith (1 - é) K
T A G+ im0 1)

m=W+Mﬂ&ﬂW%ﬁ4l

P2 = (nn + n)> G + 1) 1 tho

P2 = (n + 1n)*En + )ity (1 - R3) .

In Eq. (51), it is clear that pg > 0, and p; is positive whenever Ry < 1 and negative
when Rg > 1. Thus, the positive solution of Eq. (41) depends on the value p; and p».
Consider the case Rg > 1. Then, Eq. (51) has two roots; positive and negative. If Rg = 1,
then py = 0, so there exists a unique non-zero solution obtained as A}, = — 2L for p; < 0.
From this discussion, it can be deduced that the equilibria continuously depend on the basic
reproduction number, R, which gives the possibilities of existence of an interval to the left
of Rp on which two positive equilibria exist, and are obtained as

Y 4 BV, Pt —4pop2 —pi+4/Pi —4pop2
AL .

S 2po ©Tha T 2po

Moreover, there is no positive solution for Eq. (51) if pp > 0 and either p; > 0 or p% <
4 pop2- So, no EE exists. Hence, we summarize the above discussion in the following result:
Theorem 3.5 The pre-intervention dengue model (35) has

(i) a unique EE if and only if p» < 0and Ro > 1;

(ii) a unique EE if p1 < 0 and p>» = 0, or pf —4pop2 =0;

(iii) two EE if py > 0, p1 < Oandp% —4pop2 > 0;

(iv) otherwise, no EE.

In Theorem 3.5, case (i) clearly shows that model (35) has a unique EE whenever Ry > 1.
Furthermore, case (iii) of the theorem indicates the possibility of the co-existence of DFE
and EE for the dengue model (35), and hence the potential of the model exhibiting backward
bifurcation whenever Ry < 1.
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Existence of Backward Bifurcation

Again, CMT [37] is employed to explore the possibility of the uncontrolled dengue model
(35) exhibiting the phenomenon of backward bifurcation. For this purpose, consider the
change in the variables of model (35) as S, = z1, En = 22, In = 23, Ry = z4, Ay = 25,
Sy =26, Ey = 27, I, = z8. Let Z = (21, 22, 23, 24. 25, 26, 27, 28) | , s0 that model (35) can
be rewritten in the form dZ /dt = H(Z), where H(Z) = (hy, h, h3, ha, hs, he, h7, hg)T,
as follows:

dz) bBpzizs

——=A—-— = = hy, 52
dr N, HhZ1 1 (52a)
dzo  bBnzizs

- = - - = ha, 52b
dr N, NhZ2 — KhZ2 2 (52b)
dz3

7 = i &nzz — mnz3 := h3, (52¢)
dzo

= 5h3 T e = ha, (52d)
dzs &

Z5 =y (1= 22) o+ 27 + 28) = nazs — azs = hs, (52¢)
dt K

dze bByz3z6

=% =125 — o — JuZ6 = he, 52f
5 = lals o toze = he (52f)
dz7  bByz3z6

= T =2y — ez = h, 52
yr N, NvZ7 — MyZ7 7 (52g)
dzg

T = AT T iy = hg, (52h)

with Nj, = 2?21 z; and N, = Z?:G z;. Take B, = B as a bifurcation parameter. Then, at
Ro = 1 from Eq. (38), B, = B, is calculated as

An + ) En + ) sy + 1ay)
b2nnpnBoinnaK (1 - é)

The Jacobian of system (52), evaluated at the BRDFE &3 and g} denoted by J(&3, B;7), is
obtained as

(53)

Bn =B, =

—Uh 0 0 0 0 0 0 —b,B;[*
0 —(mn+ wn) 0 0 0 0 0 bB;*
0 N —(n + wn) 0 0 0 0 0
0 0 &y —up 0 0 0 0
Mblla PoMatita)  Ho(atia) — po(latita)
J(&, B = 0 0 0 ( | ) 0 -5 Ml Mla Ml
bBypnnaK(1-
0 0 ng 0 Na —My 0 0
bBuinnaK (1-%
0 0 Auv( < 0 0 0 —(v + 1y) 0
0 0 0 0 0 0 Ny — Uy
(54)

The characteristic equation associated with Eq. (54), given by |J(&3, ﬂ;f*) —MIgxg| = 0, gives
a simple zero eigenvalue with other seven eigenvalues having negative real part. Thus, CMT
can be used to analyze the dynamics of the uncontrolled dengue model (35) near g, = B,*
[37]. Further, the right eigenvector of (54), w = (w1, wa, w3, wa, wWs, We, W7, wg)T, is
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determined from

w1 0

wo 0

w3 0

~ w | wa | 1O

J(&s, B,7) ws | = 1ol

we 0

wy 0

wsg 0

implying that
— ppwi — bp T wg =0, (55a)
— (nn + p)wa + by ws =0, (55b)
nrw2 — (&n + up)ws =0, (55¢)
Ehws — ppwga =0, (55d)
_ Hbla ws + Mo(Ma + Ha) we + my(ng + /'La)w7 n o (Na + ,ua)wg -0, (55¢)
My Na Na Na
bBuinnaK (1 - é)
- AL w3 + Naws — nywe = 0, (55f)
v
bBynnaK <1 - é)
An w3 — (My + py)wy =0, (552)
v

nyw7 — uywg = 0. (55h)

Solving (55) for wy, w3z, w4, ws, we, w7 and wg in terms of wy yields

(mn + 1)
= ——wy,
[t
wy = wy >0,
w3 = nihwz
TGt T
nnén
wy = ————wup,
wnEn + mn)
A+ ) En + wn) s o + 1) Ma + 1a) = BB i Bunona (e + a) K (1 - é)
ws = w2,

ADBY* (En + ) Na(pNa — o (e + La))
bBuinnuna K (1 - é)

we = wy + Laws
A.U«%(g;_h + ) ) ’
bBupnnnnaK (1 - é)
w7 = w2,
AGEn + pn) ey (y + (y)
_ (nn + mn) w
bB

(56)
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Similarly, a left eigenvector v = (vy, vz, v3, v4, Vs, Vg, V7, vg) corresponding to the simple
zero eigenvalue of J(&3, B;;*) is obtained from

(U] V2 VU3 V4 V5 Vg V7 vg)3(53,/3;;*) = (OOOOOOOO)T. 57

Solving the resulting system of equations from (57) for vy, v3, v4, vs, v, v7 and vg in terms
of vy gives

(n + 1n)
V= =v5=0=0, 1, =1 >0, v;3 = —""12,

Nh
Ay + n) En + 1an) ;

U7 = 25 58
bBurnnnn.K (1 - é) o8
b ok

vg = ﬂh V2.
Wy

By making use of the result of Theorem 4.1 in [37], the bifurcation coefficients A and B
whose their signs determine the direction of bifurcation at Rg = 1 are computed as

Z vkw,wja (53 Bi)s

ki, j=1
20 + uh)2u3(na + la)
bz K (1 - é) (ona = o (Ma + ta))
2000+ ) vow?
A

(Mn + ) En + wn) oMy + o) (WpNa — o (Ma + 1a))
+ bBuinnnlitony(Ma + 1a) + My + o) (pNa — (Mg + Ha))]

Gn + )y My + o) (pNa — o (Ma + Ka))

2
A= L2W;

and

B—kawl : (3/5h)

k,i=1 2id
_ (9n + pn)

B
Bi

vawy.

It follows, using the identity v.w = 1, that

1
o My + ) En + 20 4+ 11) + i+ wn) En + wn) (1o + 2000)
wy = (& + )y (y + ty).

V) =

Clearly, the coefficient B is positive since the parameters of model (35) are non-negative.
It follows from Theorem 4.1 in [37] that the dengue model (35) will undergo backward
bifurcation if the bifurcation coefficient A is positive. Alternatively, model (35) will exhibit
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(a) Backward bifurcation (b) Forward bifurcation
Fig.4 Bifurcation diagrams for the vaccination-free model (35)
backward bifurcation if the following inequality holds:
200 + wi)* w3 (g + ) )
VW5

bEFRK (1= &) (g — o + 1))
20 + 1) o
> 7[\ V2w, (59)

Mn + ) En + pn) iy My + o) (pNa — o (Ma + a))
+ bBunnnlitony(Ma + ta) + My + o) (UpNa — o (Ma + a))]

Gn + )y (My + o) (WpNa — o (Ma + 1a))

If the inequality in (59) is reversed, then the model exhibits a forward bifurcation phe-
nomenon. Hence, Theorem 3.6 gives the summary of the foregoing analysis.

Theorem 3.6 The dengue vaccination-free model (35) undergoes a backward bifurcation at
Ro = 1 whenever

200n + mn)* 12 (e + ha) 5
| vzll)2
bB K (1= §) Guoma — oGt + 1))
- 2(nn +Mh)v w2
A 252
Mn + ) En + pn) iy My + o) (pNa — o (Ma + a))
+ bBuinnnlpvny(Ma + ta) + My + o) (UpNa — v (a + 1a))]
Gn + ) oy + o) (Upna — oM + Ha))

If the reversed inequality holds, then the model exhibits a forward bifurcation at Ry = 1.

From epidemiological point of view, the implication of the existence of backward bifur-
cation is that the classical necessary requirement of the threshold inequality Ro < 1 is
not sufficient to effectively control the spread of dengue in the community. The bifurcation
diagrams associated with Theorem 3.6 are demonstrated in Fig. 4.
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Figure 4a shows the graphical illustration of the existence of backward bifurcation with
the use of parameter values seen in Table 4, except f, = 0.5221. The result indicates that
during the era of backward bifurcation, reducing the basic reproduction number, R, below
one will not be sufficient to eradicate dengue disease and that much more control measures
should be put in place to make R be far below the critical point as shown in Fig. 4a. Figure
4b shows the existence of forward bifurcation by making use of the parameter values given
in Table 4, except b = 0.49972. A look at Fig. 4b indicates that during the era of forward
bifurcation, reducing the basic (uncontrolled) reproduction number, R, below unity will be
sufficient to eradicate the disease in the community.

Parameter Estimation and Model Fitting

This section is concerned with the estimation of parameters of the basic dengue model
(35) without vaccination based on the weekly reported data of 2012 dengue cases in Johor,
Malaysia [40]. In this paper, the values for parameters such as recruitment rate of humans
(A), effective transmission probability per contact of susceptible humans with infectious
mosquitoes (fy), effective transmission probability per contact of susceptible mosquitoes
with infectious humans (B,), infectiousness rate of humans (), recovery rate of humans
(&), maturation rate of aquatic mosquitoes (7,) and rate of infectiousness of mosquitoes
(ny) are estimated, while the values of other parameters are chosen from the literature. To
estimate the parameters, we employ the least squares method with a view to minimizing
the sum of squared errors defined by Y (y(z,6) — ﬁ)z subject to model (35), where y is
the reported data, and y(¢, 6) denotes the model solution corresponding to the cumulative
number of reported cases over time ¢ with the set of estimated parameters 0 [41-43].

In 2012, the total population of Johor state of Malaysia was estimated as 3,247,700 [44—
46]. Thus, the initial total population is taken as N, (0) = 3,247,700. The human natural
death rate is estimated as u, = % per year [44], so that u, = ﬁ per week. Since
N,(0) = 3, 247 700, it is assumed that the limiting total human population when there is no
disease is -~ = 3,247,700, so that A = 843.99688 per week. Moreover, the model is fitted
to the real data along with the following ICs: S, (0) = 3247543, E;,(0) = 120, I;,(0) = 37,
Ry (0) = 0, A,(0) = 3 x Nj(0), S,(0) = 12,990,600, E,(0) = 100 and 7,(0) = 100.
The model fitting with cumulative reported number of cases is depicted in Fig. 5, while the
corresponding values of the estimated parameters are given in Table 4. Consequently, the
basic reproduction number value for the 2012 Johor dengue outbreak, using the expression
R in (38) along with the parameter values defined in Table 4, is approximately Ry = 2.1144.
From biological point of view, this estimated threshold value implies that dengue epidemic
will invade the population.

Sensitivity Analysis

To determine the model parameters most responsible for dengue disease transmission and
spread in the interacting human and mosquito populations, this section explores the sensitivity
analysis of models (5) and (35).
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Fig.5 Fitting of the dengue model (35) with the cumulative number of weekly reported dengue cases in Johor
from January to December 2012

Table 4 Parameter values of the

dengue model (35) and sources as Parameter Value Source
applied to Johor 2012 dengue A 843.99688 imed
outbreak X
Hh 7Ax52 [44]
b 0.66272 (23]
Bn 0.31890 Fitted
Bu 0.29294 Fitted
Nh 0.12899 Fitted
&n 0.54116 Fitted
Kb 3.01766 [23]
Na 0.08056 Fitted
Ha 0.20174 [23]
Ho o [47]
Ny 0.00396 Fitted
K 3 x 3,247,700 (23]
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Table 5 Sensitivity analysis of

the parameters of models (5) and Parameter Sensitivity index
(€ b +1
Na +0.510160
Hh +0.500048
Bn +0.5
Bu +0.5
K +0.5
Ny +0.428699
w +0.248921
Wp +0.014217
un +0.001005
e —1.494820
My —1.442916
A —0.5
&, —0.499760
v —0.250215
a —0.010160

LoCal Sensitivity Analysis

According to [24, 42, 43, 48], local sensitivity analysis, based on the normalised sensitivity
index of the effective reproduction number R, of model (5) is defined as

IR, (o}
So =

X —
d R,

where ® is a generic parameter of the vaccinated dengue model (5). The sensitivity index
So is useful to measure the relative change in the response function R, when the parameter
® changes.

In particular, the computed analytical expression of the sensitivity index for R, in respect
of the transmission probability of dengue from an infectious mosquito to susceptible human
(Br), which is a constant value, is given as

R, o Bn _ +l'
9Bn Re 2

In a similar manner, the sensitivity indices for the parameters of dengue models (5) and
(35) using R, and R respectively as response functions are computed and evaluated at the
baseline parameter values given in Table 6. The results of the computation are presented in
Table 5.

It is observed from Table 5 that the sensitivity index is positive for some parameters of
models (5) and (35), while it is negative for the other parameters of the models. The positive
sign of the sensitivity index of R, and Rg to the parameters of the corresponding models
suggests that an increase in the value of each of the parameter in this class will result in an
increase in the reproduction numbers (R, and Ry), and vice versa. For instance, S, = +1
indicates that decreasing the parameter b (mosquito biting rate) by 10% will increase the
reproduction numbers, R, and R, by 10%, and the other way round. The negative sign of
the sensitivity index, on the other hand, indicates that when the value of each parameter in this

)

Sp, =
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category is increased (or decreased), the basic reproduction numbers, R, and Ry, decrease
(or increase). Thus, sensitivity analysis of models (5) and (35) provides a very good insight
into the dynamics of transmission, prevention and control of dengue disease. In particular,
effort should be made to reduce the value of parameter with positive sensitivity index, while
the value of parameter with negative sensitivity index should be increased at all cost when
focusing on an appropriate intervention strategy for the prevention and control of dengue
disease spread.

GlobAl Sensitivity Analysis

The input parameters govern the outputs of the compartmental mathematical models, which
may possess some uncertainty in their selection or determination. Thus, using the idea in
[14, 42, 43], global sensitivity analysis is carried out to examine the effect of uncertainty
and the sensitivity of the numerical simulation outcomes to changes in each parameter of the
dengue models (5) and (35). To do this, Latin Hypercube Sampling (LHS) and partial rank
correlation coefficients (PRCC) are employed.

LHS is a statistical technique which obeys a stratified sampling without replacement. It
is suitable for an efficient analysis of parameter variations across simultaneous uncertainty
ranges in each parameter [14]. PRCC measures the strength of the relationship between the
model outcome and the parameters, stating the degree of the effect that each parameter has
on the outcome [14]. LHS matrices are generated by assuming that all the parameters of
models (5) and (35) are uniformly distributed. A total of 1000 simulations of the models per
LHS run are performed with reference to the baseline values of parameters defined in Table
6 and the ranges as 20% in either direction from the baseline values.

Figure 6 presents the PRCC values for the parameters of models (5) and (35) using the
respective reproduction numbers R, and Ry as the response functions. The parameters with
highest PRCC values most impact the reproduction numbers as shown in Fig. 6. In agreement
with the results obtained from the local sensitivity analysis of model parameters, the key
parameters that influence R and R are categorized into two; those that have positive PRCC
values and those that have negative sensitivity indices. An increase (or decrease) in each
parameter value in the first category causes R, and Ry to increase (or decrease), while R
and Ry increase (or decrease) due to a decrease (or increase) in each parameter value in the
second category.

It follows from Fig. 6a and b that the parameters that have negative influence on the
dynamics of dengue disease transmission in the population are the mosquito natural death rate
(), vaccine efficacy (¢), human recovery rate (&), vaccination rate (v), human recruitment
rate (A) and larva natural mortality rate (1, ). While the mosquito biting rate (), larva maturity
rate (1,), human natural death rate (5, ), probability of dengue virus transmission per contact
of an infectious mosquito with susceptible human (8;,), transmission probability of dengue
virus per contact of an infectious human with susceptible mosquito (8,), larvae carrying
capacity (K), progression rate of dengue disease in mosquitoes (7,), vaccine waning rate
(w), oviposition rate of mosquitoes (14p) and progression rate of dengue infection in humans
(1) are the parameters that positively impact the reproduction numbers R and R of models
(5) and (35) respectively. This is consistent with the results of local sensitivity analysis as
summarized in Table 5.
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(a) Global sensitivity indices for R, against the parame- (b) Global sensitivity indices for Ry against the param-
ter values in Table 6 eter values in Table 6

Fig.6 PRCC values for the parameters of model (5) and model (35) using R and R as response functions
respectively

Model with Multiple Interventions

Since the proposed vaccine in this study is imperfect (with assumed 90% maximum efficacy),
then combining vaccination with other control mechanisms is more suitable. It is evident from
the results of sensitivity analysis (as shown in Table 5) that a control intervention strategy
that inhibits the host-vector contact, decreases the probability of dengue virus transmission
per contact of I, with S (B), probability of dengue virus transmission per contact of Ij,
with S, (B,), vaccine waning rate (), and increases the vaccination rate (v), vaccine efficacy
(¢), natural mosquito death rate (1, ) and human recovery rate (&) will significantly reduce
dengue disease spread, or even lead to dengue-free population, in the community. Hence,
three different control parameters are considered as follows:

(i) The vaccination rate v in model (5) is consideredas 0 < uy < 1 to represent vaccination
control.

(i) 0 < ur < 1 represents the rate of treatment of infectious humans (symptomatic
patients). It consists of the use of paracetamol, corticosteroids and non-steroidal
anti-inflammatory drugs. Depending on the human immune response, the efficacy of
symptomatic treatments varies from one person to the other. The essence of this con-
trol is to enhance the infectious patients recovery rate. Suppose that the fraction ur Ij,
of infectious individuals are given a timely supportive treatment so that they recover
quickly at an incremental rate our. Then, the enhanced recovery rate of infectious
individuals becomes &; = &, + our, where o accounts for the proportion of effective
treatment [49].

(iii) 0 < ua < 1 accounts for the effort of mosquitoes adulticiding. The control focuses
on the reduction of the size of female mosquito population. Thus the mosquito natural
mortality rate becomes p$ =y + u4.

Note that the bounds: 0 < uy < 1,0 <ur < 1,0 <us < 1imposed on the three controls
indicate that when u; = 0 (fori = (uy, ur, u,)), it means that no effort is invested on the
control u;. Also, u; = 1 implies that maximum effort is invested on the control u;.
Therefore, the three control parameters described above are incorporated into the dengue
vaccination model (5), and the autonomous system describing the dynamics of dengue disease
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transmission with effect of multiple control interventions is given as

% =A—bBy [{[vh((tt)) Sh(t) — wnSu(t) — uy Sp(t) + @ Vi(t), (60a)
d{% =uySp(1) — (1 = )by Iill;,((t,)) Vi(t) — @Vi(t) — pn Vi (t), (60b)
d% = bBun ;’h ((tt)) Si(6) + (1 — &)bBy 1{71;,((?) Vi(t) — mEn(t) — unEn(t),  (60c)
I = BN ~ @+ oun) 0) — (), (60d)
% = En +our)Ip(t) — unRy(1), (60e)
d;\tv = [ <1 _ AvK(t)> (Sy(t) + Eo(t) + In(t)) — 1aAv(t) — 1taAu(t), (60f)
B Ao —bﬂhv%sv(t) (o + 1S 1), (608)
df,“ = bﬂhu%svm — e Ey(t) — (o + ) Ey (1), (60h)
% =y Ey(t) = (o + ua) Iy (1), (60i)

subject to suitable ICs given at time r = 0.

Existence of Equilibria and Reproduction Number

In line with the steady-state solutions of the dengue model (5), it is easy to show that model
(60) has, in addition to a TE which coincides with & of model (5) except that v = uy, a
BRDEFE (&4) expressed as

A A |
&:( (@ + ) , uy .0,0,0, (1_7) K,
(uwy + pp)(w + wp) —ouy’ (wy + pp)(@ + wp) — ouy W
1
_Ma (1 B 7) X.0. O) o
(Uy +ua) w
if W > 1, where W = HbTla

. (ytus)Matita) . .
Also, it can be shown that the effective reproduction number of the dengue model (60),

denoted as R, is

_\/ 2Bty (uy (1 = &) + (@ + ) Bumotia (1 = yy) K

A+ ) Gn +our + wp)((wy + pwp)(@ + wp) — ouy) My + o + ua) o (ly + 1a) '
(62)

where W = m. The threshold R given in (62) can be used to evaluate the impact

of implementing the three controls uy, ur and u 4 in the bid to curtail dengue disease spread
in the community.
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Table 6 Other parameter values

of models (5) and (60) Parameter Value Source
) 0.05 week ! [20]
v 0.25 week ™! Assumed
£ 0.90 (90%) Assumed
o 0.30 [20]

Numerical Simulations, Results and Discussion
Numerical Simulations

To illustrate the impacts of vaccination (uy ), treatment (#7) and adulticide (u# 4) controls on
the dynamics of dengue disease population using different control combination strategies,
the autonomous system (60) is numerically solved in MATLAB with ode45 solver based
on the fourth-order Runge-Kutta method.

Initial conditions for the state variables of the dengue model (60) are taken to mimic
the 2012 dengue outbreak in Johor. Keeping in mind that the total population of Johor,
Malaysia is estimated at N, = 3,247,700 people in 2012 [44-46], we assume that no
individual was vaccinated initially so that V;,(0) = 0. Other initial conditions are taken
as Sp(0) = 3,247,543, E;(0) = 120, 1,(0) = 37, R4(0) = 0, A,(0) = 3 x N(0),
Sy(0) = 12,990,600, E,(0) = 100 and 7,(0) = 100 [23]. In addition to the parameter
values depicted in Table 4, the other parameter values used for the numerical simulations of
model (60) is presented in Table 6. The simulation period is considered up to the final time
tend = 156 weeks.

In the absence of control intervention implementation, the value of the basic reproduction
number estimated in fourth section suggests that the threshold value, Rg = 2.1144 > 1, is
beyond the acceptable level. However, the implementation of different control strategies for
the combination of vaccination, treatment and adulticide controls can help in lowering the
epidemiological threshold R to the acceptable value (Rg < 1).

Results
Impact of Vaccination, Treatment and Adulticide Controls on R

The numerical values of the expression R in (62) is computed to evaluate the significance
of implementing vaccination (u#y ), treatment (#7) and adulticide (1 4) control measures in
the bid to curtail or eradicate dengue disease in the community. Figure 7 demonstrates the
impacts of three different control combination strategies on R.

It is observed that it is possible to put R below the invasion level of dengue disease in the
population (i.e., Ro < 1), if about 90% of the symptomatic infectious individuals get timely
treatment support and adulticiding is carried out at about 3% of the residential areas in the
community (as shown in Fig. 7a). Figure 7b reveals that it is possible to reduce Ry below
one, if vaccination is administered on about 30% of the population and adulticide control is
implemented in about 3% of the residential areas in the community. Further, the application
of combined efforts of vaccination (#y ) and treatment (u7) controls can help to reduce the
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Fig.7 Contour plots of R

Ro value below unity, if about 90% of the symptomatic infectious individuals receive timely
treatment support and about 32% of the population are vaccinated (see Fig. 7c).

Impact of Controls on the Population Dynamics

Here, seven different control strategies are used to analyse the efficacies of vaccination,
treatment and adulticide control measures (uy, ur and u 4, respectively) implementation on
the dynamics human population and infectious mosquito subpopulation.

Strategy 1: Use of Vaccination Control (uy) Only

Figure 8 illustrates the results of the simulation of model (60) when only vaccination control
intervention at different proportions is in use. With the implementation of vaccination control
strategy, most of the susceptible individuals are either protected or vaccinated against dengue
infection (as shown in Fig. 8a and b) thereby resulting into a fewer number of individuals at
the risk of dengue infection (see Fig. 8c and d). Consequently, the numbers of individuals
recovering from the disease infection drastically reduced as depicts in Fig. 8e. It is seen from
Fig. 8f that the number of infectious mosquitoes reduced drastically with control implemen-
tation. This control strategy indicates that it is possible to achieve a dengue infection-free
population if about 80% of the susceptible population is consistently vaccinated against the
disease over the simulation period.
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Fig.8 Dynamics of dengue model (5) with and without vaccination control (uy ) implementation

Strategy 2: Use of Treatment Control (ur) Only

Figure 9 shows the effects of the application of various proportions of only treatment control
(ur) on the dynamics of dengue disease transmission and spread between the interacting
human and mosquito populations. With the application of treatment control, the number of
susceptible individuals considerably increases with an increasing level of control implemen-
tation between the 35th week and 156th week as reveals in Fig. 9a, the peak of infection
reduces (see Fig. 9b and ¢), and the number of individuals recovering from the disease infec-
tion reduces (Fig. 9d). Figure 9e depicts that the number of dengue infections in mosquito
population reduces when control is implemented. Overall, the results of simulations indi-
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Fig.9 Dynamics of dengue model (5) with and without treatment control (17 ) implementation

cate that the use of only treatment control strategy may help in reducing dengue burden in
the population (particularly if about 80% of infected individuals receive a timely treatment
support), but only the effort is insufficient to eliminate dengue disease from the population.

Strategy 3: Use of Adulticide Control (us) Only

Furthermore, the effects of application of only adulticide control strategy (u4) on the pop-
ulation dynamics of dengue disease is illustrated in Fig. 10. It is seen that with control
implementation, the numbers of susceptible and recovered individuals are consistently held
almost at the initial conditions over the simulation period (as shown in Fig. 10a and b), and
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Fig. 10 Dynamics of dengue model (5) with and without adulticide control (u 4 ) implementation

the number of dengue-infected individuals diminishes to zero after about 20 weeks count-
ing from the commencement of the control implementation (as shown in Fig. 10c and d)

when compare with the case

of no control implementation. Also, the number of infectious

mosquitoes with control drastically diminishes to zero as against the number without control
(see Fig. 10e). Therefore, this control intervention strategy suggests that, if about 10% of
the residential areas in the community are covered with adulticide per week during a dengue
outbreak, then it is possible to eradicate dengue in the population.

@ Springer



Int. J. Appl. Comput. Math (2022) 8:45 Page 410of51 45

Strategy 4: Use of Vaccination and Treatment Controls (uy, ur) Only

The effects of implementing a control strategy which combines the efforts of vaccination and
treatment interventions on the dynamics of dengue disease transmission in the interacting
populations is demonstrated in Fig. 11. The results obtained are similar to those when only
vaccination intervention is put in place (Fig. 8). It is shown that with the use of the present
control strategy, most of the susceptible individuals are either protected or vaccinated against
dengue infection (see Fig. 11a and b) thereby leading to a fewer number of dengue infections
in the population (see Fig. 11c and d), which eventually leads to fewer number of humans
recovering from the disease infection as depicts in Fig. 11e when compare with no control
implementation case. Also, it is observed from Fig. 11f that the size of infectious mosquito
sub-population with control diminishes rapidly to zero in comparison with the situation of no
control implementation. Hence, This control intervention strategy indicates that dengue-free
population is possible if about 80% of the susceptible population is vaccinated against the
disease and timely treatment support is given to about 80% of the symptomatic infectious
individuals in the population on a weekly basis throughout the control implementation period.

Strategy 5: Use of Vaccination and Adulticide Controls (uy, ug) Only

Figure 12 presents the results of simulations of model (60) with the effects of combination
of vaccination and adulticide control measures on the transmission and spread dynamics of
dengue in the interacting human and mosquito populations. It is observed that with the imple-
mentation of this control strategy, most of the susceptible individuals are either protected or
vaccinated against dengue infection (as shown in Fig. 12a and b) thereby putting the numbers
of exposed and infectious individuals to zero (see Fig. 12c and d) and constantly keeps the
size of recovered individuals almost at the initial condition (Fig. 12e) when compare with
the case without any control intervention. For the mosquito population, the size of infectious
mosquito sub-population with control decreases to zero after about 5 weeks counting from
the beginning of control intervention period. Thus, the control strategy reveals that if about
10% of the susceptible population is vaccinated and adulticiding is conducted in about 10%
of the residential areas per week during dengue outbreak, then eradication of the disease in
the population is possible.

Strategy 6: Use of Treatment and Adulticide (ur, ug) Only

To illustrate the effects of treatment control intervention combined with the effort of adulticide
control measure, model (60) is numerically simulated, and the results are given in Fig. 13. With
control implementation, it is revealed that the sub-populations of susceptible and recovered
individuals are constantly maintained close to the initial data (see Fig. 13a and b) leading to
a drastic diminishing of the numbers of exposed and infectious individuals, and infectious
mosquitoes to zero (as seen in Fig. 13c—e). It follows from the simulated results for this
control strategy that a dengue-free population can be achieved by continuously giving a timely
treatment support to about 10% of the symptomatic infectious individuals and carrying out
adulticiding in about 10% of the residential areas of the community when a dengue outbreak
occurs.
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Fig. 11 Dynamics of dengue model (5) with and without combined use of vaccination (#y ) and treatment

(uT) controls

Strategy 7: Use of Vaccination, Treatment and Adulticide Controls (uy, ur, ua)

Figure 14 demonstrates the results of the simulation of (60) with the effects of simultaneous
implementation of vaccination, treatment and adulticide control interventions on the trans-
mission and spread dynamics of dengue disease. It is seen that with the implementation of
this control strategy, most of the susceptible individuals are either protected or vaccinated
against dengue infection (as shown in Fig. 14a and b) thereby resulting into the numbers of
exposed and infectious individuals being diminished to zero (see Fig. ¢ and d), while a few
number of individuals get recovered from the infection (Fig. 14e) in comparison with the case
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Fig. 12 Dynamics of dengue model (5) with and without combined application of vaccination (xy) and

adulticide (u 4) controls only

of no control application. Further, Fig. 14f shows that the number of infectious mosquitoes
is held at zero from about 5th week after the commencement of control intervention till the
end of intervention period when compare with the no control application scenario. Hence,
this control strategy suggests that, if vaccination is administered on about 10% of the sus-
ceptible population, a timely treatment support is given to about 10% of the symptomatic
infectious individuals and adulticiding is carried out in about 10% of the residential areas of
the community per week, then it is possible to eradicate dengue in the population.
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Fig. 13 Dynamics of dengue model (5) with and without the combination of treatment (17 ) and adulticide

(u 4) controls implementation only

Efficiency Analysis

In the current section, efficiency analysis is conducted in order to compare the control inter-
ventions Strategies 1 to 7 evaluated on the dynamics of dengue disease transmission and
spread between the two interacting populations in this study. This helps us in our decision
making on the best control intervention strategy for an effective control of dengue transmis-
sion and spread in the population. Following [21, 50, 51], we compare the effects of various
possible strategies in reducing the size of symptomatic infectious individual subpopulation
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Fig. 14 Dynamics of dengue model (5) with and without the combination of vaccination (uy ), treatment (u7)

and adulticide (u# 4) controls implementation only

(Ip). To this aim, the efficiency index, denoted as IE, is defined as [21, 50, 51]:

E =

where, P = fot“"" I, (t)dt and PO = fot“"" I5,(t)dt measure the cumulative number of

1

(S)

PO

x 100

(63)

symptomatic infectious individuals in the population over the time interval ¢ € [0, #,,4] With
and without any control intervention strategies respectively, and f,,4 = 156 weeks. Thus,
the best control intervention strategy is the one with the biggest It value.
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Table 7 Efficiency index

Strategy Cumulative number of 7}, IE (%)
PO p(S)

In absence of all the controls 1.7418 x 10* — 0
Strategy 2: ur - 6.6915 x 103 61.5828
Strategy 1: uy - 8.5582 x 102 95.0866
Strategy 4: uy, ut - 5.4194 x 102 96.8886
Strategy 3: u 4 - 3.5601 x 102 97.9561
Strategy 5: uy, 4 - 3.3544 x 102 98.0742
Strategy 6: u7, u s — 25319 x 102 98.5464
Strategy 7: uy, ur, uz - 2.3894 x 102 98.6282

Using the simulated results for the implementation of Strategies 1—7 in subsection “Impact
of Controls on the Population Dynamics™ and setting all the control parameters uy, ur and
uy at 0.8(80%) and considering 90% vaccine efficacy (i.e., ¢ = 0.9), the results obtained
from the efficiency analysis are given in Table 7.

Itis shown in Table 7 that Strategy 7 (which combines vaccination, treatment and adulticide
controls) most averts or reduces the number of symptomatic infectious individuals in the
population, followed by Strategy 6 (combination of treatment and adulticide controls only),
Strategy 5 (combination of vaccination and adulticide controls only), Strategy 3 (use of
adulticide control only), Strategy 4 (which combines vaccination and treatment controls
only), Strategy 1 (application of vaccination control only), and lastly Strategy 2 (the use of
treatment control only).

Discussion

Dengue is the most prevalent viral infection transmitted principally via the bite of infected
females Aedes aegypti mosquito leading to either a mild DF or DHF [14]. There are four
distinct DENV serotypes (DENV-1, DENV-2, DENV-3 and DENV-4), which are all circu-
lating in Malaysia [52]. Dengue is endemic in Malaysia, and has become a significant public
health issue [52]. Since 2010, the number of reported dengue cases has continued to increase
in the country [8], whereby Johor, Selangor, Kuala Lumpur and Putrajaya have been part of
the mostly affected populations [40].

Malaysia has no licensed vaccine for dengue currently [8, 23]. To combat dengue epidemic
in the country, the government of Malaysia has invested many efforts on vector control, case
management and public enlightenment. It was reported that the government spent US$175.7
million on preventive activities and national dengue vector control program in 2010 [29].
However, there was a sudden rise in cases recently [53], indicating the ineffective of these
intervention strategies.

In this study, we propose an appropriate deterministic model governed by an autonomous
system of ODEs given in (5) to gain insightful information about the impact of administering
an imperfect vaccine with waning immunity based on random mass vaccination scenario on
the dynamics of dengue population in Johor, Malaysia. Qualitative analysis of the model
suggests that the model with or without imperfect vaccination exhibits backward bifurcation
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phenomenon. This occurrence of backward bifurcation in the dynamics of dengue transmis-
sion makes the disease control more taxing.

We further perform both the local and global sensitivity analyses on model (5) and (35)
(using the respective reproduction numbers R, and R as response functions) to identify
the key parameters that most influence the transmission and spread of dengue in the popula-
tion. The results obtained from the analyses suggest that the most significant parameter that
contributes to the transmission and spread of dengue disease among the positive sensitive
parameters is mosquito biting rate (b). While the vaccine efficacy (&) and mosquito mortality
rate (j4,) are the most significant negative sensitive parameters that influence the reproduction
numbers R, and Ry.

In particular, the spread of dengue in a population can be effectively curtailed by enhanc-
ing the human recovery rate and increasing the mortality rate of female mosquito. Thus,
model (60) involving triplet controls (v, ur and u 4 accounting for vaccination, treatment
and adulticide controls) with constant rates is proposed. The associated reproduction number
R is computed. Using R, it is graphically demonstrated that it is sufficient to put the basic
reproduction number R of model (35) below unity in the long run by continuously imple-
menting a control strategy that combines any two of vaccination, treatment and adulticide
interventions (see Fig. 7).

By investigating the effect of implementing the separate use and different combined efforts
of the three control interventions in controlling the transmission of dengue in the population,
it is found that the number of infectious (exposed and infected) considerably reduced in
the population by implementing any of the seven strategies considered in this paper. Our
results agree with the previous results reported in [14], which revealed that the use of optimal
vaccination combined with the effort of optimal adulticide can reduce dengue prevalence in
the community.

However, the results of efficacy analysis suggest that a strategy that combines the three
control interventions (that is Strategy 7) is considered most effective, followed by Strategy
6 (the use of treatment and adulticide controls), Strategy 5 (simultaneous implementation
implementation of vaccination and adulticide controls), Strategy 3 (implementation of adul-
ticide control only), Strategy 4 (combined efforts of vaccination and treatment controls),
Strategy 1 (administration of vaccination control only) and Strategy 2 (use of treatment con-
trol only), which is the least effective control (as shown in Table 7). Consequently, Strategy
7 indicates that if about 10% of the susceptible individuals is continuously vaccinated with
about 10% of the symptomatic infectious individuals receiving timely treatment and open
space spray of adulticide is carried out in about 10% of the residential areas in the community,
then it is possible to eliminate dengue in the population. This shows that, even with low vac-
cination coverage, it is possible to quickly eliminate dengue in the population by combining
vaccination with treatment and adulticide controls, which is an improvement over the result
of the singular use of vaccination reported in [22], whereby the continuous administration of
an imperfect vaccine on 80% of the population only reduces but insufficient to eliminate the
susceptibility to dengue infection.

Conclusion
This section summarizes some of the major theoretical and epidemiological findings of

this work. In this paper, an appropriately developed compartmental deterministic model
governing a system of eight ODEs describing the vector-host interactions in the presence

@ Springer



45 Page48of 51 Int. J. Appl. Comput. Math (2022) 8:45

of vaccination for dengue disease transmission has been proposed and analysed. The pre-
intervention version of the model has also been presented and some basic properties of
it have been discussed. Furthermore, the vaccination dengue model has been modified to
assess the impact of different strategies involving the use of at least one of the three control
parameters accounting for vaccination, treatment and adulticide controls with constant rates
on the dynamics of dengue disease population based on the 2012 dengue outbreak in Johor,
Malaysia. From the theoretical analysis and numerical simulations, the following results are
observed:

(i) It was shown that the dengue model exhibits backward bifurcation whether imperfect
vaccination property is present or not as both the dengue models with and without
vaccination undergo the backward bifurcation phenomenon. Thus, bringing the basic
reproduction number, R, below unity is insufficient to secure an effective control or
elimination of dengue disease in the community.

(i1) Sensitivity analysis of the models suggests that mosquito biting rate (b), vaccine efficacy
(¢) and mosquito mortality rate (1¢,) among other parameters are the most significant
parameters that influence the epidemiological thresholds R, and Ry.

(iii) By investigating the impact of vaccination (uy), treatment (#7) and adulticide (u4)
control measures (based on the sensitivity analysis result) on the disease transmission
and spread in the population, it is observed that

(a) Combining any two of controls uy, ur and u 4 reduces the reproduction number R
considerably below unity.

(b) The most efficient control strategy among the various control strategies analysed
in this work is the strategy that combines vaccination, treatment and adulticide
controls.

Therefore, the results of this study suggest that the Malaysian government and any other
concerned authority should consider the implementation of a control strategy combining
vaccination (when it becomes available) with the efforts of treatment and adulticide control
to effectively control the transmission and spread of dengue and prevent the future occurrence
of disease outbreak in Johor, Malaysia.

In the present work, we have used an autonomous system of ODE:s to assess the impacts
of different control strategies involving the use of at least one of the three control parameters
(uy, ur and u ) with constant rates on the dynamics of dengue disease transmission and
spread in the population. However, further study can be conducted by analysing the impact
of time-dependent controls uy (t), ur(t) and u4(t) based on some combination strategies
using optimal control theory, and determination of the most cost-effective strategy is also of
future interest by performing cost-effective analysis on the control strategies.
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