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Abstract: A mathematical model is developed for describing malaria transmission in a population
consisting of infants and adults and in which there are users of counterfeit antimalarial drugs. Three
distinct control mechanisms, namely, effective malarial drugs for treatment and insecticide-treated
bednets (ITNs) and indoor residual spraying (IRS) for prevention, are incorporated in the model
which is then analyzed to gain an understanding of the disease dynamics in the population and to
identify the optimal control strategy. We show that the basic reproduction number, Ry, is a decreasing
function of all three controls and that a locally asymptotically stable disease-free equilibrium exists
when Ry < 1. Moreover, under certain circumstances, the model exhibits backward bifurcation. The
results we establish support a multi-control strategy in which either a combination of ITNs, IRS and
highly effective drugs or a combination of IRS and highly effective drugs is used as the optimal strategy
for controlling and eliminating malaria. In addition, our analysis indicates that the control strategies
primarily benefit the infant population and further reveals that a high use of counterfeit drugs and low
recrudescence can compromise the optimal strategy.

Keywords: malaria; structured population; reproduction numbers; backward bifurcation; optimal
control; counterfeit drugs

1. Introduction

Malaria, although preventable and treatable, continues to be one of the most prevalent and lethal
human infections worldwide [1]. Globally, 627,000 deaths were recorded in 2020, with Sub-Saharan
Africa accounting for almost 96% of them [2]. Children under 5 years become the most vulnerable
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to infection and death after losing their maternal antibodies, which protect them during their first six
months [3,4].

A massive deployment of effective prevention and treatment tools by the World Health Organization
(WHO) in 2000 has led to a reduction of cases in the Americas and the Western Pacific Region, no
indigenous cases in the European Region, a decline of 66% in all age mortality rates in Africa and 663
million cases being averted in Sub-Saharan Africa from 2001 to 2015 [5, 6]. During this period, it
is estimated that Sub-Saharan Africa saved US$900 million in case management costs. In 2019, the
governments of the endemic countries and their international partners invested funding estimated at
US$ 3.0 billion for malaria control and elimination [2].

Early treatment of infected humans with effective antimalarial drugs gives complete recovery and
prevents the transmission of infection to mosquitoes during a blood meal, recrudescence, severe
malaria and even death [7]. Recrudescence is common in Plasmodium falciparum infection and may
occur when parasites, which remain in the red blood cells after an episode of malaria, start
multiplying and cause the recurrence of the clinical symptoms due to treatment failure in the
patient [8]. P. falciparum is the most deadly species of malaria parasite globally and the most
prevalent in Africa. In most Sub-Saharan countries, after P. falciparum resistance was identified, the
treatment for uncomplicated malaria was changed to artemisinin-based combination therapy
(ACT) [7,9]. WHO recommends that an entire course of highly effective ACT must be used by both
semi-immune and non-immune malaria patients to have a complete cure from both sexual and asexual
forms of the parasites and partial immunity [5, 7].

The availability, distribution, trade and use of monotherapies and other substandard antimalarial
drugs continue throughout most malaria-endemic countries [10-16]. It is estimated that about a third
of antimalarial drugs that end up in Africa are counterfeit [13, 15]. These antimalarial drugs may
contain too few or too many required active ingredients and may fail to be adequately absorbed by
the body [17]. Recently, evidence has shown that counterfeit antimalarial drugs pose a public health
threat of prolonging the illness, incomplete recovery, treatment failure, recrudescence, severe disease,
spreading drug resistance and asymptomatic infection carriers, resulting in more than 122,000 deaths
of African children under five years annually [7,12,15,17,18]. According to [4,13], the use of these
drugs may jeopardize the success made so far in controlling and eliminating malaria, particularly in
Sub-Saharan Africa.

Several mathematical models have considered the effects of effective treatment [19-23], recovery
or immunity [19,24-28], reinfection [27,29,30] and age-structure [21,22,31,32] on the dynamics
of malaria. In particular, [19,24-28,33] incorporated into their models recovered or semi-immune
humans, who are reservoirs of infection to mosquitoes. In addition, [27] assumed that the recovered
humans could relapse. Evidence has shown that in most malaria-endemic areas in Sub-Saharan
Africa, symptomatic humans often use counterfeit and effective drugs for treatment [4,9, 11-16]. The
aforementioned models did not consider the effect of both effective and counterfeit antimalarial drugs
on the dynamics of malaria.

Many studies have also been carried out to examine the impact of control strategies on the
transmission of malaria infection. The potential impact of personal protection, treatment and possible
vaccination on the transmission dynamics of malaria was theoretically assessed in [20]. The optimal
control theory has been successfully used in decisions concerning the cost minimization of several
control intervention models after implementing Pontryagin’s maximum principle [34]. The studies
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[23, 24, 35-38] applied optimal control theory to determine the impact of control strategies on the
transmission dynamics of malaria. The studies investigated optimal strategies for controlling the
spread of malaria disease using treatment, treated bednets and spraying of mosquito insecticide in
models with mass action [24], standard [23, 37] or non-linear [36] incidence rates and
cost-effectiveness [23] of the controls. Other studies [38] used optimal control problem strategies to
study how genetically modified mosquitoes should be introduced into the environment. The
aforementioned studies did not consider optimal control in age-structured models, especially where
the treatment can be either effective or ineffective due to using effective or counterfeit antimalarial
drugs. Optimal control has, however, been applied to an age-structured model for HIV [39].

This paper seeks to answer the following question: What optimal control strategy best eliminates
P. falciparum malaria infection in an age-structured population where counterfeit drug use persists?
We do this by developing a deterministic model for malaria transmission incorporating the infant and
adult populations, counterfeit drug use and three of the malaria control measures adopted by most
endemic countries in Sub-Saharan Africa [4,40], namely, use of highly effective antimalarial drugs
(HEAs), insecticide-treated bednets (ITNs) and indoor residual spraying (IRS). The paper is
organized as follows. Section 2 briefly describes the formulation of the model and its basic properties.
In Section 3, the dynamics of the model is presented. The analysis of the reproduction number is done
in Section 4. In Section 5, the analysis of the optimal control problem is undertaken to find the
conditions for optimal malaria control using Pontryagin’s maximum principle, and the numerical
simulations of the model are illustrated. The discussion of results and conclusion are presented in
Sections 6 and 7, respectively.

2. Model formulation

The transmission model for malaria in human and female anopheles mosquito populations is
formulated with the total population sizes at time ¢ given by N,(¢) and N,,(¢), respectively. The human
population is divided into two mutually exclusive age subgroups: infants aged 0-5 years and adults
above five. Each age subgroup is divided into susceptible, infectious, counterfeit antimalarial drug
users and effective antimalarial drug users epidemiological classes. The mosquito population is
divided into susceptible and infectious epidemiological classes. Figure 1 shows the flows between the
classes. We let S4(Sp), 14(Ip), Us(Up) and T4(Tp) represent infants (adults) who are susceptible,
infectious, counterfeit drug users and effective drug users, respectively. For the mosquito population,
S .. and I,, denote the susceptibles and infectives, respectively. The total human population N,(f) at a
time ¢ is given by

Ni(1) = No(t) + Np(t) = S 4(1) + 14(t) + Us(t) + Ta(2) + S p(2) + Ip(2) + Up(t) + Tp(2).

The total mosquito population N,,(?) at a given time ¢ is given by N,,(¢) = S ,,(¢) + 1,,(?).

Susceptible humans are those with no merozoites or gametocytes in their bodies. Infectious
humans show clinical symptoms of malaria and can infect feeding mosquitoes. Users of effective
antimalarial drugs recover from malaria either naturally or due to using an effective antimalarial drug.
These humans have partial immunity and become susceptible when this immunity wanes. Counterfeit
drug users are humans who are removed from the infectious class due to using counterfeit drugs to
treat malaria. They are asymptomatic, can infect mosquitoes (at a lower rate compared to the

Mathematical Biosciences and Engineering Volume 20, Issue 7, 11895-11938.



11898

infectious humans) and can recrudesce into the infectious class. Adult counterfeit drug users can
become susceptible due to the high level of acquired immunity resulting from their repeated
exposures to malaria [3]. The susceptible mosquitoes have no sporozoites in their body. Infective
mosquitoes can infect humans during a blood meal. It is assumed that the infective stage of the
mosquitoes ends with their death due to their short life cycle. Merozoites are the parasites released
into the human bloodstream when a hepatic or erythrocytic schizont bursts, and gametocytes are the
sexual stages of malaria parasites that infect anopheline mosquitoes when taken up during a blood
meal. On the other hand, sporozoites are the motile malaria parasites inoculated by feeding female
anopheline mosquitoes to invade the human hepatocytes [7].

The susceptible infants class, S 4, is generated by the recruitment of newborns at a birth rate
and the loss of post-treatment prophylaxis by effectively treated infants at a per capita rate ¢,. This
class is decreased when infants in it die naturally, mature into susceptible adults or get infected, at a
per capita natural death rate y;, per capita rate T of maturing and per capita infection rate of infants
(1 — uy)p" A4, respectively. The control u; represents the effort of preventing malaria with insecticide-
treated bednets (ITNs), so (1 — u;) describes the failure probability of this prevention effort. The daily
survival probability of a human is assumed to be p; = e¢™#. The probability of survival of a human
over the average latent period of length n,, to be infectious is given by p" = e . A, is the force of
infection in infants.
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Figure 1. Schematic diagram of malaria transmission: (A) infants — humans five years old
and younger, (B) adults — humans older than 5 years and (C) female Anopheles mosquitoes.

Mathematical Biosciences and Engineering Volume 20, Issue 7, 11895-11938.



11899

The infectious infants class, 14, is generated by the per capita rate of acquiring infection (1 —u;)p" 44
and per capita recrudescence rate, &4, of infants who used counterfeit drugs. This class is reduced by
the per capita natural death rate y,,, per capita disease-induced death rate 94, per capita removal rate
due to the use of counterfeit drugs 74, per capita recovery rate due to the use of a highly effective
antimalarial and natural recovery u,y4 + y;, and per capita rate of maturing into infectious adults
7 of infants in it. The control u, represents the treatment efforts with highly effective antimalarials
and involves diagnosing patients, administering drug intake and follow-up of drug management. The
recovery rate in infants due to using a highly effective antimalarial drug is y4, and 7, is the natural
recovery rate in infants.

The infant class of counterfeit drug users, U,, increases at a per capita removal rate 174 of infectious
infants due to counterfeit drug use and decreases at a per capita recrudescence rate £, into infectious
infants, per capita natural death rate 1, and per capita rate of maturing into adults 7 of infants who used
counterfeit malaria drugs.

The infant class of effective drug users, T4, increases with the per capita recovery rate u,ys + y; of
infectious infants. This class decreases due to the loss of post-treatment prophylaxis at a per capita rate
¢4, natural death at a per capita natural death rate u;, and maturing into adults at a per capita rate 7 of
infants in it.

The susceptible adults class, S g, is generated when the susceptible infants mature above 5 years,
recovered adults lose their partial immunity and post-treatment prophylaxis at a per capita rate ¢, and
counterfeit drug users become susceptible at a per capita rate 6. This class is decreased by natural
death and infections, with, respectively, per capita natural death rate u;, and per capita rate of acquiring
infection from infectious mosquitoes (1 — u;)p" Az, where Ap is the force of infection in adults.

The infectious adults class, /g, increases when infectious infants mature above 5 years, and adults
recrudesce at per capita rate £z and acquire infection at rate (1 — u;)p"Ag. The class is reduced at per
capita natural death rate uy,, per capita disease-induced death rate dp, per capita removal rate np due
to counterfeit drugs use and recovery at per capita rate u,yp + 7y, of adults in it. The recovery rate of
adults due to using an effective malarial drug is y, and 7y, is the natural recovery rate of adults.

The adult class of counterfeit drug users, Up, increases when infants who used counterfeit drugs
mature above 5 years and when the infectious adults who used counterfeit drugs are removed at a per
capita rate ng. This class decreases by natural death, recrudescence and reverting to the susceptible
class of adults in it, with, respectively, per capita natural death rate y;, recrudescence rate &g and
susceptibility of adults 6.

The adult class of effective drug users, T, increases when infants in the infant class of effective
drug users mature above 5 years and when the infectious adults recover at a per capita rate uyyg + ;.
This class decreases by natural death, loss of immunity and post-treatment prophylaxis of adults with,
respectively, per capita natural death rate w;, and per capita loss of partial immunity and post-treatment
prophylaxis rate ¢p.

Susceptible female Anopheles mosquitoes are recruited at a per capita rate a,,(1 — %), where @, is
the birth rate of mosquitoes, and K is the environmental carrying capacity of pupa [41]. They die at a
per capita natural death rate u,, and a per capita indoor residual spraying (IRS) induced death rate ¢us.
The control u3 represents the prevention effort with the IRS and includes spraying with insecticide and
surveillance. ¢ is the proportion of mortality induced by IRS. We assume that the mosquito population
does not go extinct, and hence r,,=a,, — u,, — ¢usz > 0. Most of the analysis is redundant if r,, < O.
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The mosquitoes become infected by humans in the infectious and counterfeit drug users class at a rate
(1 —uy)p"A,,, where 4,, is the force of infection rate in mosquitoes. The daily survival probability of a
mosquito is assumed to be p, = e#~. The probability of survival of a mosquito over the average latent
period of length n,, and becoming infectious is given by p”" = e #»"n.

The infective mosquito population increases when mosquitoes acquire infection from humans at
a per capita rate (1 — u;)p"4,,. It decreases with a per capita natural death rate u,, and a per capita
IRS-induced death rate @us;.

Differences have been observed in malaria transmission rates, degree of infectivity, recovery and
immunity due to strains, exposure, locality, age and treatment [3,4,7,42,43]. In humans, the
gametocyte rate and density [42], as well as the parasite rate [42,44], have been found to decrease
with age. Thus, we assume that infants have higher infectiousness to mosquitoes than adults. The
degree of infectivity in the human population is denoted by the parameter n;,i = 1,2, 3, where m;, 1,
and 3 are associated, respectively, with Iz, U4 and Up such that 0 < 73 < m, < m; < 1. Further, the
transmission probabilities in infants, adults and mosquitoes are denoted by B4, B and S,
respectively. The average numbers of mosquito bites per infant and adult per time unit are denoted by
a and b, respectively, and c is the average number of bites given by a mosquito per time unit.

Usually, the recruitment of children is dependent on the adult population. At the same time, the
children mature and move to the adult population. If the population of adults is much larger than that
of children, we can assume that it is constant and not affected by the latter. In this case, the total birth
rate «, is just the per capita birth rate in the adult population ap multiplied by N, @), = agNp.

The above formulations and assumptions give the following system of ordinary differential
equations for the structured malaria model:

ds
d_tA = @+ ¢aTa — (€™"(1 = u) Ay + T + w)S 4, 2.1)
dSB —upn
7 = TSA + ¢BTB + QUB - (e Hi h(l - M])/lB + /’t/’l)SB’ (2'2’)
dl
d—? = e—#h”h(l - Lt])/lASA + fAUA —d1y, (23)
dlg o
— = Tly + e"""(1 — uy)ApS g + EpUp — dal, (2.4)
dU,
—2 = puly - dsUy, 2.5
dr nala 3U4A (2.5)
dUu
dT
d_tA = (upya +YOIa — (Pa + 7+ up)Ta, (2.7)
dTp
— = TT4 + (uayp + y2)Ig — (¢ + un)Tp, (2.8)
s, N, _
S0 a1 = SN = (€L = )+ i+ U)S (2.9)
dl, -
o = e "1 —u)A,S , — (W + Qu3)l,, (2.10)
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with initial conditions

$4(0) > 0,55(0) > 0,14(0) > 0, I5(0) 2 0, Ua(0) 2 0, Up(0) > 0,74(0) > 0,T5(0) 2 0,5,,(0) >0, 1,(0) = 0,

where
aﬁA b,BB cﬁm
Ap=—1,, Ag=—7I,, A,=—U4+milpg+mU,s+m3Up),
TN BN N, s +milp + mUy + m3Up)
di = O0a+ma+upya+yi+7+u, dy=0p+np+uyp+ys+ iy,

d3 = §A+T+/.lh and d4:§B+9+[.lh.

The parameter values of the malaria control model are shown in Table 1 in Section 5. The
age-structured models (2.1)—(2.10) is an extension of the malaria model developed in [45], by
including differentiated susceptibility, infectivity and infectiousness of infant and adult populations
and control measures to malaria.

2.1. Basic properties of the structured model

The first step in showing that the malaria models (2.1)—(2.10) makes sense epidemiologically is to
prove that the populations remain non-negative, that is, that all solutions of systems (2.1)—(2.10) with
positive initial conditions will remain positive for all times ¢ > 0. We define a feasible region €2, such
that

Q = {(SA’SB’ IA9IB’ UA9 UB, TA’ TB,Sm’ Im) € %-1{-0 :

mK
0<Nh§%;0<Nms il }
HMn Ay

(2.11)

Theorem 2.1. The feasible region Q is positively invariant and attracting.

Proof. The right-hand side of models (2.1)—(2.10) is continuous with continuous partial derivatives
in Q. Since S4(0) > 0, Sp(0) > 0, the Picard theorem gives the existence of solutions at least on
some (maximum) interval [0, w). It can be seen that S ;x >0ifS, =0, S'B >0if Sz =0, I;1 >0
ifIy =0,1, >0if Iy =0,U, 20ifUs =0, U, >0ifUsg =0, T, >20if Ty =0, T, > 0if
Tz =0,S, >0ifS, =0,and I, > 0if I, = 0. Therefore, given the initial condition, the solutions
(Sa,SpIa, Ig,Up,Up, Ty, Tg, S, I,,) are nonnegative on [0, w). We let 0 < 6, = min{d,,0p}. Adding
the first eight and last two equations of (2.1)—(2.10) gives, respectively,

dNy,

kLl — Ny — 0aly — 0l < aj, — ppNy, (2.12)
that is,
an — (up + 6N, < % < ay — unNp, (2.13)
and
dN,, U » U\
o (m = m — @u3)N,y, — ?Nm = 1Ny — ?Nm. (2.14)
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Solving the inequality (2.13) and Eq (2.14) gives

Nu(Oyebonr 1 (1 _ p=turonry < Ny < 204 (Nh(O) - Oﬁ)e-wmﬂ,
(un + 0n) Jm m

and

rmKNy(0)

N, (t) = ‘
€3] a,uN,,(0) + [r,K — a,,N,,(0)]e"nt

(2.15)

Thus, we see that if N,(0) > 0 and N,,(0) > 0, then neither N, nor N,, can become 0 at any finite
time (in particular, on [0, w)). Then, for 0 < N,(0) < :—; and 0 < N,,(0) < ’;"—K, we see that on [0, w),

K
0<Nt) < 0<N,) <™,
Mn

m

and thus, by the nonnegativity, the solution (S 4,S g,14,15,U,Ug,Ta,Tg,S n,1,;) 1s a priori bounded, and
hence it is defined for all # > 0 and stays in Q. Thus, the region is positively invariant. Further, if

N,(0) > Z—; or N,(0) > r;’—K then they are also isolated from zero, and limsup, ,  Nj(t) < Z—:

lim;_,o N, () = r(’l”—K Hence, N,(¢) either becomes smaller than Z—; or approaches Z—Z while N,,(?)
converges to ’Q—K Therefore, the region attracts the solutions in ‘RP with N,(0) > Z—;’ and
N,,(0) > 2K, O

Since the region €2 is positively invariant and attracting, it is sufficient to consider the dynamics of
the flow generated by the model in Q.

3. Model dynamics

3.1. Disease-free equilibrium

The disease-free equilibrium (DFE) of the models (2.1)—(2.10) is given by

) 5090305090309_30 .
T+ (T + pp) A

3.1

K
EO = (SZ’SZ’ IZ’IZ’ UZ’ U;’ TZ’ T;a Sjn’ 1:;1) = ( ah Tah T, )

The local stability of Ej is established by applying the next generation matrix method [46] to (2.1)-
(2.10). It follows that the basic reproduction number, Ry, of the age-structured malaria systems (2.1)—
(2.10) is given by Ry = p(FV~') where p represents the spectral radius. The associated matrices F, V
and FV~! are given in Appendix A.1. This way, we obtain

Ro = \/RA + Rp, (32)

where

_ac(l - uy)2e e B, B iy, K (ds + moma)
T @ + ous)(T + pp)(dids = 11aén)
ac(l — uy)>e e By B tpsr, K[ (dads + mad) + m3(pds + nads)]
ARy (i + Qu3) (T + up)(dids — naéa)(drds — npép)

(3.3)
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and
_ be(1 —uy)?e e BB, Ty, K(mydy + m3np)

A (i + QU3 )(T + pp)(drds — npép)
We note that d\d; — naé4 > 0 and dordy — ngép > 0.
The result below follows from Theorem 2 of [46].

Ry (3.4)

Lemma 1. The DFE, E,, of (2.1)—(2.10) is locally asymptotically stable if Ry < 1 and unstable if
Ry > 1.

3.2. Existence of endemic equilibrium

The conditions for the existence of an endemic equilibrium E, for the model (2.1)-(2.10) are
established in this section. Here, E, = (S}, S5, I, I, UV, Uy, Ty, Ty, S, 1), and the forces of

infection A}, A and A} are non-zero. Expressing S, S5°, I}Y, Iy*, Uy, U, T, T, S, I, 4, and
Aj in terms of 4}, we get

S** _ C7 I** _ C6/1: k% 7]AC6/lZ
AT DL+ B, Y D+ B, Y d(DWA + By )
— (urya +y1)Ce W KA+ KA+ K+ K
AT LD+ B TP KU+ KA + Ko+ Ko, + Ky
. G+ G . L7 + LA + Ly,
B

TGP C +Cs P dady(Eqd? + EsA2 + Eol, + Er)

~ LyAP + Ls % + Lo,
 J3(Ea3 + EsA2 + Eg + Ep)

K3k

B

* *

Kudsdy EgX? + Eo i + E gy + ayE;
" Fui> + FsA2 + Fod, + Fy
FI407 + Fodi + F3
(U + Qu3)(F4 i3 + FsA52 + Fo, + Fy)’
WBm(E\ 2 + 2% + E3A%)
dsdy(Es i3 + Eg i + E o + aiE7)

where o; B1;C; and F;,i=1,2,3,4,5,6,7,D;,i=1,2,3,4,5;E;,,i=1,2,3,4,5,6,7,8,9,10;
G,i=1,2,3;,J,i=1,2,3;K;,i =0,1,2,3,4,5,6,7,8; L;,i = 1,2,3,4,5, 6 are shown in Appendices
A.2 and A.3.

Substituting 7,,", I, and I3" into the expression for A, we obtain the following equation for A;:

FQ) = PeAil + Psy + P + P + P22 + LA + Py = 0, (3.5)

where P;,i =0,1,2,3,4,5,6, are given in Appendix A.3.
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Lemma 2. The malaria models (2.1)—(2.10) has at least one endemic equilibrium, E,, when Ry > 1.

Proof. From Eq (3.5) we see that f(1}) is continuous on [0, c0). We have that limﬂ;_,oo f,) = o0
(since Pg > 0) and f(0) = Py < 0, when Ry, > 1. This implies that (3.5) admits at least one positive
solution A} > 0. O

Lemma 2 ensures that there exists at least one endemic equilibrium provided R, > 1. There is also
the possibility of multiple endemic equilibria when Ry > 1 or Ry < 1, as f(4}) is a sextic polynomial.
The maximum number of positive roots of Eq (3.5) can be identified using Descartes’s rules of signs.
It can be determined that when Ry > 1, f(4}) will have one, three or five positive roots. On the
other hand, when R, < 1, there will be zero, two, four or six positive roots. The possibility of the
existence of multiple endemic equilibria when Ry < 1 suggests that a backward bifurcation may occur
[29,30,36,45].

3.3. Backward bifurcation

We explore the possibility and establish the conditions that ensure the existence of backward
bifurcation in the systems (2.1)—(2.10) using the center manifold theory (Theorem 4.1, [47]). To do
so, we introduce new variables and consider §, as a bifurcation parameter with 5, = g,
corresponding to Ry = 1.

Letx1 = SA,)C2 = SA,X3 = IA,)C4 = IB,X5 = UA,X6 = UB,)C7 = TA,Xg = TB,)C9 = Sm,xm = Im so that
Ny = X1+ X3+ X34 X4+ X5 + X6+ x7 + xg and N,, = xo + x19. Let X = (X1, X2, X3, X4, Xs, Xe, X7, X3, X9, X10) "
and ‘il—}f = (fis f2> 35 fas [5» fos J f35 fo, f10)T so that (2.1)—(2.10) can be written in the form

d 1- —Hnhh

Do = gan - | P L, (3.6)
dt ?:1 Xi

dx, b(1 — uy)e™ " Bpxig

— = fz =TXx1 + ¢Bx8 + 9x6 — [ + ,Llh]XQ, (37)
dt 2,8:1 X;

dx3 a(l — uy)e B, x10

— = = X1 + Eaxs — dixs, 3.8
T /3 S 1 +éaxs —dix; (3.8)
d b(1 — “HnaTth

ﬁ = f;‘ =Tx3+ ( ul)ge ﬁBXIO)Cz + 63)% — d2X4, (39)
dt X

d

% = f5 =1NaX3 — d3X5, (310)
d

% = f6 =TX5 + NpXg4 — d4x6, (311)
dX7

I fi = (uaya +y1)xs — (Pa + 7 + ) x7, (3.12)
ng

e fs =71x7+ (2yp + v2)x4 — (P + pp)xs, (3.13)
d +

% =fo = Olm(l - W)(% + x10) — Haxo, (3.14)

d)C]() -

7 = fio = —u)e ™™ Hixg — (U + @uz)xio, (3.15)

with  H, = Cﬁm“‘“”g;“””””m) and H, = (1 — uy)e™™ Hy + {1, + Qus.
i=1 %
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The bifurcation parameter 5* for which Ry = 1 is given by

(o + QU3 )(T + i) (d1ds — naéa)(dads — npE)
(1 — uy)?e+wme+Hnmmpy, r, K(Hs + Hy)

By = ,
where Hs = aBapy[(drds — npép)(ds + mana) + 1(mi(dsds + 1aép) + m3(npds + nady))],
and Hy = bBp7(did; — naéa)(midy + m3mp).

The Jacobian matrix, Jg,, of the transformed systems (2.1)—(2.10) evaluated at the DFE, E,, with
Bm = B;,, 1s given in Appendix A.2, where, in addition, explicit expressions are provided for the right
and left eigenvectors, w = (W1, Wa, W3, Wa, Ws, We, W7, Ws, Wo, Wio)| and
v = (Vi, V2, V3, V4, Vs, Ve, V7, Vg, Vo, Vio), respectively, corresponding to the zero eigenvalue of Jg,. The
associated non-zero partial derivatives of f evaluated at the DFE are also listed in Appendix A.2.

Using the approach in [47], we have the expressions for a; and b, as

10
0? 2mB;, U rmK
a, = Z VkWinﬁ(Eo) = Viog1| — 'Uhgz + Wy (3.16)
Kig=1 Xi Xj ay ana,,
and
b i & fi (Ey) = MrmKHn (3.17)
= VW ——— = % , .
1 L k 9x.08., 0 ana, 1081
where
wy < 0,W2 < 0,W9 <0, wsy > 0, wy > O,W5 > 0,W6 > 0,W7 > O,Wg > O,V10 > 0,
and

8
g1 =W+ mwy +mows +m3we >0, g, = Zw,-,
i=1
with g, < 0if wy + wp > w3 + wy + ws + we + w7 + wg or g, > 0 otherwise.

Clearly, b; > 0, and hence it follows from (Theorem 4.1, [47]) that the direction of the bifurcation
of the transformed systems (3.6)—(3.15) at Ry = 1 is determined by the sign of a; : if a; > 0, then it
will be backward, and if a; < 0, then it will be forward.

To determine the sign of a;, we expand the terms in parentheses in (3.16) and obtain

I KWy + wo) — (1, K (ws + wy + ws + we + wy + wg) + @@, Wo) (3.18)

a) =
apy

We note that a; > 0 if

. TmKup(wi +wy — w3 —wy — ws —wg — wy — wg)
ap < a, = .

(3.19)

aWo
The above result is summarized below.

Theorem 3.1. The models (2.1)—(2.10) exhibits backward bifurcation at Ry = 1 when (3.19) holds.
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Remark 1. We note that in this particular case, the existence of backward bifurcation can be proved
in a more elementary way. Consider again

FULBw) 1= Peil + PsAY + Pyt + P3A + PLAE + P, + P, (3.20)

We considered a bifurcation parameter (3, such that Ry and all coefficients P; can be expressed as
functions of this parameter. In particular, we defined (3, by Ry(5;,) = 1. Here, Py(5,) = K ,E7F(1 —
R%(Bm)) (K,E7F7 are independent of B,,) and Py = F7(K,E¢ — G3) + K E1F¢ — uaBa(E7F, + E¢F3). We
see that the equation

f(44.8,) =0

has an isolated single root Xy, = A4(B;,) = 0 as soon P(B,,) # 0. Using the implicit function theorem,
for B, close to B;, (that is, Ry close to 1), there are differentiable solutions A4(B,,), satisfying

FQaBn), B) = 0. (3.21)

Indeed,

of (43.8,)

= P,(B" 0.
o, 1(B,) #

/E\ :Oﬁm :ﬁ;

Differentiating (3.21) with respect to 3,,, we obtain

Of (A5, Bm) dA4(B,) N of(, Bm)
0, APy 2,=08,=B;, B 2,=08,=B;,
- dAB .
= Pi(B) ABn) — 2K,E7F7R)(B.,) = 0.
dﬁm /l;:()ﬁm:ﬁr*n

Since, by (3.2)—(3.4), Ry is an increasing function of B, if we assume that P,(3;)) < 0, then %(ﬂ;) <0,
that is, By = Aa(By) is decreasing (in some neighborhood of B,, = [,,). Since A4(B;,) = 0, we see that
Aa(Bn) > 0 whenever B,, < B, is sufficiently close to ;, that is, whenever Ry < 1 is sufficiently close

to 1. For such B, < B, we have f(0,8,) > 0, f(Aa(Bw).Bm) = 0, and, from the above, we see that
O L o) < 0. Therefore, f(A,,B,) < 0 for some X, > As(B,). Since /llim fA, By = oo, it
A—)OO

o, X =24(B)

A A\Pm

follows that there is another positive solution to f(A,B,) = 0, and consequently, we have backward
bifurcation.
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0.5+

L L L ’ L A
= A

-0.51

Figure 2. An illustration of the behavior of the function f when Py = 0 (Ry = 1) (solid line)
and Py = 0.2 (Ry < 1) (dashed line). We see the emergence of a new positive solution, giving
rise to at least two endemic equilibria for Ry < 1 and hence to backward bifurcation.

Previous malaria studies [29, 30,45] have shown the existence of backward bifurcation, with some
attributing this to the use of the standard incidence function instead of mass action, and also to partial
immunity, repeated infection and a high disease death rate. Our result in Theorem 3.1 indicates that
increasing the birth rate of the population above the threshold (a;) can remove the backward
bifurcation.

4. Analysis of the reproduction number

The formula for R, in (3.2)—(3.4) can also be expressed in the form (4.1) given below to provide
some insight into the adult, infant and mosquito malaria transmission and control. When a newly
infected mosquito is introduced into a completely susceptible human population, during its average
infectious period, m, it will infect humans (infants and adults) who are not using ITNs at the rate
(1=u)aBaS; | (1-u1)bBaSy

N v Humans survive the latent period with probability e and become infectious.
h

h
Thus, the total number of infants and adults who become infectious due to this mosquito during its

entire infectious period is approximately equal to R, = eiﬂhﬂ'&i’:ﬁg‘fﬁ }’;/Jr)bﬂ 50

Similarly, for humans, during the average infant’s (adult’s) infectious period, —% ( s ),the

> didz—naés \dads—npép
Aot )nS ((1_”1)"”’3 ’"S:") The mosquitoes survive the
N; N; :
h h

latent period with probability e and become infective, and hence the total number of mosquitoes

who become infective due to this infant (adult) during the infectious period is approximately equal to
R _ ei'umnm(l_ul )Cﬂmd&uhrmK R _ ei'umnm(l —Uuj )Cﬂmﬂ'l d4,uhrmK)
Tam — ap@y(did3—naéa) Tgm — ap@y(drds—npép) ’

Additionally, when an infant (adult) who used a counterfeit drug is infectious with a degree m,(r3),

then he/she has a probability — dz*‘_‘sA % ( % dZB_‘f;‘B fg) of surviving the infectious period using the

counterfeit drug, and i (i) is the average time of using the drug. This infant (adult) will infect

(l_ul)ﬂ'ZCﬁmS:n (1—”])71’3CﬁmS;,
Ny Ny

with probability e and then become infective. Hence, the total number of mosquitoes that

become infective due to the infant (adult) counterfeit drug user is approximately equal to
R — e Hmim (1 -y YeBmmanaptntmK (R - e Hmim (1 -y, )LﬂmﬂfinBﬂhrmK)
Uam apam(dids—naéa) Ugm @ (d2ds—npép)

infant (adult) will infect mosquitoes at the rate

mosquitoes at the rate ) The infected mosquitoes survive the latent period
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Finally, when an infant who is infectious (or used a counterfeit drug) matures to an adult during

the infectious period, the total number of mosquitoes that become infective due to it is approximately
— et (1w ) B T m K(dadatn4a€B) ( _ 8_”’"”’"(l—ul)CﬁmﬂsTﬂ/zrmK(led3+77Ad2))
RIAB’” - apam(dids—naéa)dads—npép) Uagm = p(d1ds—naéx)(drds—npép) . Therefore,

2
RO = (RIAm + RIBm + RUAm + RUBm + RIABm + RUABm) X RI

mh

4.1)

represents the average number of secondary infections in a completely susceptible human population
resulting from introducing one infective human who generates infections in a fully susceptible
mosquito population [25].

4.1. Effects of control strategies on R

The effective use of the control measures by infants leads to a reduction in R, since all local
reproduction numbers R;, , Ry, R, and Ry,, will decrease. Similarly, adults using control
measures will reduce R, because R;, and Ry, will also decrease. We analyze the impact of
insecticide-treated bednets (ITNs) on Ry when highly effective antimalarial drugs (HEAs) and indoor
residual spraying (IRS) are absent. Let us find the difference between the reproduction number with
no control measure and with only ITNs as control, and the partial derivative with respect to u; of the
reproduction number when ITNs are used. By (3.2)—(3.4), we obtain

R0|u1:u2:u320 - ROlul;tO,uz:u_gzo = ulRO|u1:u2:u3:0’ (42)
and
aROlm:}tO,uzzu_g:O _ _R0|u1¢0,u2:u3:0 (4 3)
Ou, (I —uy) '

We find that Roly,=u,=u;20 — Rolu;20.ur=u3=0 > 0 and m’l"‘g’+‘”=° < O for all u; € [0,1). Hence, if
humans sleep under the ITNs, contact between mosquitoes and humans will become difficult, reducing
transmission to and from mosquitoes and hence Ry.

On the other hand, treating infectious humans (infants and adults) will decrease the average length
of the infection period and transmission period, causing decreases in R, and the disease incidence.
The duration of the infection can be reduced if a highly effective antimalarial drug is used [7,48] and
also if the recovery rate due to using an effective antimalarial drug is increased [19,45]. Even though
using counterfeit drugs for treatment reduces disease symptoms and may prevent death, it creates
and increases a reservoir of infection. This is because humans who use such drugs can still transmit
parasites (gametocytes) to feeding mosquitoes and also can recrudesce. Hence, if more humans opt for
counterfeit drugs, then it will be difficult to control malaria transmission. On the other hand, if both
infants and adults use only highly effective antimalarial drugs for the treatment of malaria, then Ry, ,
Ry,, and Ry, will equal zero, and R, will be vastly reduced.

Lastly, the effects of the IRS on R, are considered. We let R;,, denote the local reproduction number
from mosquitoes to humans. Taking the difference between this reproduction number without control
and with the IRS control only, and the partial derivative with respect to u5 of this reproduction number
with the IRS control, yields

e M (af sy + bBpT) Pu3
(T + ) (U + U3y,

4.4)

lehlul:MSIO - leh|ul:05u3¢0 =
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and
IR}, | =0.u320 _ _e_“hnh (aBapn, + bBpT)¢

Ous - (o + Qu3)*(T + )

) R .
Since Ry, lu,=us=0 — Ry, lu, =020 > 0 and aTI:] < 0 for all ¢ > 0 and u3 > 0, using IRS also reduces Ry.

(4.5)

5. Application of optimal control

This section uses control theory to derive optimal prevention and treatment methods to curtail
malaria infection in an endemic area while minimizing the implementation cost. We apply
Pontryagin’s maximum principle to determine the necessary conditions for the optimal control of the
age-structured model. The controls used are based on treatment and preventive tools adopted by most
endemic countries in Sub-Saharan Africa [4,40].

5.1. Analysis of optimal control

Together with the malaria models (2.1)—(2.10), we consider an optimal control problem with the
objective (cost) functional given by

'y
J(uy, uz, uz) = f (2114 + 22l + 23U + 24Up + 25N,y + Yiur® + Yoo + Yuz®ldt, (5.1)
0

where #; is the final time, and the coefficients z;, z», z3, z4 and zs represent, respectively, the positive
weight constants of the infectious infants and adults, infants and adults who used counterfeit drugs,
and the total mosquito population. On the other hand, the coefficients Y;, Y, and Y; are positive
constant weights for prevention efforts with insecticide-treated bednets (ITNs), treatment efforts with
highly effective antimalarial drugs (HEAs) and prevention effort with indoor residual spraying (IRS),
respectively, which regularize the optimal control. The terms z,14, 221, 73U, 24U and z5N,, are the
costs of infection in infants, adults and in the total mosquito population. It is assumed that the cost
of prevention and treatment, given in the quadratic form in (5.1), that is, Y u;2, Ysu3*> and Y,u,?, are
the costs of prevention with ITNs, IRS and treatment with HEAs, respectively. The cost of prevention
is associated with the purchase and use of ITNs and IRS. Similarly, the cost of treatment is the cost
associated with the diagnosis or medical examination, HEAs and hospitalization.

Note that for bounded Lebesgue measurable controls and non-negative initial conditions,
non-negative bounded solutions to the state system exist [49]. Our goal is to minimize the number of
infectious humans, counterfeit drug users, the total number of mosquitoes and the cost of
implementing the controls u;(¢), u>(t) and u3(t). Hence, we seek to find optimal controls u;*, u,* and
u3" such that

J(uy, w5, uy) = min{J(uy, uy, uz)luy, up, uz € I'} 5.2)

where the control set is I' = {(uy, u», u3) such that uy, u,, us are Lebesgue measurable with 0 < u; < 1,
O0<u, <1,0<u; <1forte(0,1]}.

The necessary conditions that an optimal solution must satisfy come from the Pontryagin maximum
principle [34]. This principle converts (2.1)—(2.10) and (5.1) into a problem of minimizing pointwise
the Hamiltonian H, given below, with respect to u;, u, and us.

H = ziIy+2lg+73U4 +74Up + 25N, + Yll/tlz + Y2u22 + Y3M32
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Asdan + @aTa — (S1+ 7+ u)Sat + A5, {784 + ¢pTp + 0Up — (S35 + up)S p}

AS18a +EaUn — dilpa} + A {7Is + S38S 3 + EpUp — da 1}

Ay, nala — dsUs} + Ay {tUs + nplp — dyUp}

Ar fuaya + yla = (pa + 7+ )Tl + Ar,{7T4 + (w2ys + y2)Ip — (5 + n) T}

As fanNo = 2N, = (S5 + b+ Us)S ) + A1, S5 = Gt + otz (53)

m

+ o+ 4+ o+ 4+

where S| = e (1 —u) %82, S5 = e (1—u)Bl,, S5 =e#mn(l—u)Be(y+mlp+mUs+
m3Upg), and As,, As,, A1, A1y, Au,s Augs Ar,s Arys As,, and A, are the adjoint variables.

Theorem 5.1. Given the solutions S 4, S g, Ip, I, Up, U, T, T, S, and I, of the state system (2.1)—
(2.10) and optimal controls uj, u5, uj that minimize J(u,, u, u3) over I, there exist adjoint variables
/lSA, /lSB, /l]A, /l[B, /lUA, /lUB’ /lTA, /1TB: /15’" and /l]m SCll‘iSfyil’lg

dis,
dt

= —(As,[=S1+ 82— (@ + ) + As, [T+ Sal + 4,[S1 = S2]
+ A[=S51+ (A, — A4,)[S6]),

ds,
d_i = —(As,[S2]+ A5, [S4 =83 — pn] + A, [=S2] + 21,[S3 — S4]
+ (A, — A4,)[S6]),
i,
dtI = —(z+ As [S2] + As, [Sal + A, [=S2 —di] + Ay [T =S4l + Ay, [1a]
+ Arluwaya + il + (As,, — 4, )86l + (As,, — 4, )[=S7]),
dAa
d—tIB = —(22+ A5, [Sal + A5, [Sal + A, [-S2] + A, [-S 4 — do] + Ay, (5]
+  Aplurys +v21 + (As, — A,)[S6] + (s, — A,)[-1157]),
day,
d;/ = —(z3 + A5, [S2] + A5, [Sal + A, [=S2 + éal + A, [=S 4] + Ay, [—d5]
+ Ay,ltl+ s, — 4,)[S6] + (s, — A;,)[-m2S7]),
daA
TUB = —(za + A5, [S2] + A5, [Sa + 601 + A, [=S2] + A, [=S4 + ] + Ay, [—d4]
+ (As, — A,)[S6] + (s, — A;,)[-7357]),
s,
dtT = —(As,[Pa + S2]+ A5, [Sal + A, [=S2] + A [=S 4l + A, [—(da + T+ p11)]
+ Apltl+ (s, — 4,,)[S6]),
s,
d_tT = —(As,[S2] + As, [ + Sal + A, [=S2] + A, [=S 4] + Ar, [—(¢5 + )]
+ (ds, — A,)[S6]),
da Ay
= (s Al = 2N = ()] + (s, = A1, )[=S 5)),
d, S1S 4 S8 s S 1S4 S+S 5
7 (z5 + As,[ I 1+ Ag,[ I 1+ 4,1 I 1+ A0 I ]

Oy
+ Ag,[am - 2?Nm] + A7, [=(un + @u3)]),
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where
S8 A RN SsSm Ss5Sm
Sy=""A0 s, =280 §e="2" and S, = > :
N, Ny, Ny, (Ia + milp + MUy + m3Up)
with transversality conditions
A(ty) = 0, (5.4)

Jor i = 84,8, I3, Uy, Up, Ty, T, S, and 1,,. Furthermore, the controls uj,u;,u; satisfy the
optimality condition

e MhaB S A(A, — Ag,) + e H"bBel,S p(Ar, — As,)

uy = max{O,min{l,

2Y1Nh
+ 6_#’"nmCﬂm(IA + 7T113 + 7T2UA + 713 UB)Sm(/llm — /lsm)}}
2Y1N, ’
(A, — Ar,) +vplp(d;, — A
u, = max{O, min{l,yA Al = Ar) *+ ypla(, TB)}}, (5.5)
2Y,
% . QD(Sm/lSm + Im/ll,,,)
u; = max{O, mm{l, }}
2Y;

Proof. Corollary 4.1 in [50] gives the existence of an optimal control on account of the convexity of
the integrand of J with respect to uy, u,, us, a priori boundedness of the state solutions and the Lipschitz
property of the state system with respect to the state variables. The differential equations governing
the adjoint variables are obtained by differentiating the Hamiltonian, evaluated at the optimal control.
Then, the adjoint system can be written as

dA; OH

e 5.6

dt oi (5.6)
for i = Sa,Sp,Ia, I, Ua,Up, Ta,Tg,S,, and I,,. To obtain the optimality conditions (5.5), we also
differentiate the Hamiltonian with respect to (u;, u, u3) € I' and set it equal to zero. Thus,

aH —unn aBA —upn bﬁB
a_ul = 2Y1M1 + e H hEImSA(/lSA - /1]A) + e Hh /IThImSB(/lSB - /l[B)
+ €_’umnm%(IA + JTIIB + 7T2UA + 7T3UB)Sm(/1Sm - /l]m),
h

OH
e 2Youy — yalady, + yaladr, — yplpdi, + yplpdry,

2
o0H
— = 2Y3u3 - QD(Sm/lSm + Im/llm)-
(?u3

Solving for the optimal control, we obtain

e FhaBal,S a(d;, — As,) + e " bBel,,S p(;, — As )
2Y1N,
N e‘“’"”'"cﬁm(IA +mlpg+mUy + ﬂSUB)Sm(/llm - /lgm)
2Y,N, ’

*

u] =
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o= Yala(Ay, — A7,) + veIp(A1, — A1)

> 2Y, ’
@(S mds, + 1,;,)
2Y3 '

*

u3 =

By standard control arguments involving the controls’ bounds, we conclude that

0 ifXj<l1 0 ifX;<1 0 ifX;<1
uy=4X; if0<X; <1, u,=4X; ifO<X;<1, uz=4X; ifO<X;<1,
1 x> 1 1ifx;>1 1ifxi>1

where

e aByly,S Ay, — As,) + e " bPpl,S p(Ay, — As,)

2Y N,
N e tmmef, (Ix + milp + maUy + m3Up)S (A, — As,,)
2Y\N, ’
X = Yala(Ay, — A1) + velp(dr, — A7)
2 - 2Y, ’
o = Emdsntlds)

2Y;

O

The optimality system consists of the state systems (2.1)—(2.10) with initial conditions, the adjoint
system (5.4) with transversality conditions (5.4) and the optimality condition (5.5).

Table 1. Parameter values for the age-structured malaria models (2.1)—(2.10).

Parameter Value/Range Unit References Parameter Value/Range Unit References
ay, 0.3002 day™! Estimated 0.5/[0,1] Assumed
ap 0.2 day™'  Estimated 7 0.2/[0,1] Assumed
T ﬁ day™! Estimated 3 0 1/[0 1] Assumed
a 11/[1-34] day™! [52-55] A 7—% day™! [7,9,48]
b 5/[1-34] day™ [52-55] 7 1% day™ [7]

c 3 day™  [35] Ya /1555 day™  [7,9]

B 0.0005 Estimated g 4/[3 ] day™! [7]

Bs 0.0005 Estimated &, 7—5 day™! [7]

Bon 0.1 Estimated &3 7 - % day™! [7]

ny, 12/[9 - 17]  days [24,25] o 30/[ T 130 day™ [7]

i | days  [25] b5 millrgl  dao 7]

Yi 5 day™'  Assumed 7y, willss-77] day™! [20,25]
S 1.476x107°  day™'  [56] 0 o day™'  Assumed
Op 8.209x107°  day™! [5] m m day™ [57]

7 0.09 day™'  Estimated p,, 0 day™! [25]

K 17500 Estimated
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5.2. Numerical simulation

As mentioned in the introduction, our next objective is to investigate numerically the optimal
control strategies that can eliminate malaria infection in the age-structured population using two main
scenarios, namely, the population without counterfeit drug use, i.e., 4 = g = &1 = &3 = 6 = 0, and
the population with counterfeit drugs. For the first scenario, we use the following control strategies:
(i.) insecticide-treated bednets only, (u;,0,0), (ii.) highly effective antimalarial drugs only, (0, u», 0),
(iii.) indoor residual spraying only, (0,0, u3), (iv.) insecticide-treated bednets and highly effective
antimalarial drugs only, (u;, u,,0), (v.) insecticide-treated bednets and indoor residual spraying only,
(u1,0,us3), (vi.) highly effective antimalarial drugs and indoor residual spraying, (0, u,, u3) and (vii.)
insecticide-treated bednets, highly effective antimalarial drugs and indoor residual spraying,
(uy,ur,u3). For the second scenario, we shall use the best control strategy results from the first
scenario and incorporate the effects of counterfeit drug use considering the following sub-categories:
(1) high removal rate and high recrudescence rate using n, = %, ng = %, &y = %, ép = %, (i1) high
removal rate and low recrudescence rate using 74 = 1, 75 = 1, &4 = 55, &5 = 5, (iii) low removal rate
and high recrudescence rate using 17, = %, ng = %, éy = %, ép = % and (iv) low removal rate and low
recrudescence rate using 174 = %, ng = %, &y = %, ép = %. A fourth-order Runge-Kutta iterative
scheme is used to solve the optimality system. The state system is solved forward in time with initial
conditions (S 4, S g, 14, I, Ua, Up, Ta, T, S m, 1,,)=(508, 6505, 100, 300, 0, 0, 0, 0, 14583, 300), and the
adjoint system is solved backwards in time with transversality conditions (5.4). The initial total
populations are estimated using (2.15) and the parameter values in Table 1. At first, the state system
and the adjoint system are solved with an initial guess for the control (u(t), u,(¢), u3(t)) = (0,0,0).
The control functions are updated using the optimality conditions given by (5.5), and the process is
repeated. This iterative process terminates when the values converge sufficiently: the differences
between the current state, adjoint and control values and the previous state, adjoint and control values
are negligibly small [51]. The current values are then taken as the solution. The numerical values of
the parameters used for solving the optimality system to obtain the optimal solution are given in Table
1. Most of the parameter values are taken from the literature on Ghana. Other parameter values not
directly found in the literature were estimated using the assumptions made during the model
formulation and following literature indications. The following weight constants were used:
Y, =20,Y, =40,Y; =25and z; = 30,2, = 25,23 = 20,24 = 15, z5 = 20. The control is applied over 5
years (1825 days).

5.3. Simulation results
5.3.1. The control strategies without counterfeit antimalarial drug use

We investigate the effect of each of the seven control strategies mentioned above on the dynamics
of the population when no counterfeit antimalarial drugs are used (i.e., 74 =g = &s = €5 =60 = 0).

1) Insecticide-treated bednets only:

The strategy considers insecticide-treated bednets (u#;) as the only control. The highly effective
antimalarial drugs (1) and indoor residual spraying (u3) are set to zero to optimize the objective
function (5.1). The benefits of using ITNs are seen in the reduction of the number of infectious
individuals in both mosquito and human populations, as compared to when there is no control, as
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shown in Figure 3(a)—(c). Also, the number of susceptible mosquitoes is higher than when no control
is used (Figure 3(d)). The control profile in Figure 3(e) indicates that, in this case, the coverage of
insecticide-treated bednets (#;) should be maintained at 75% for the entire duration of the
intervention.

2) Highly effective antimalarial drugs only:

Here, only highly effective antimalarial drugs (u,) are used to optimize the objective function (5.1),
while the insecticide-treated bednets () and indoor residual spraying (u3) are absent. From the results
in Figure 4(a)—(c), we observe a significant decrease in the numbers of the infectious human and
mosquito populations as compared to when no control is used. The results also show an increase in
the susceptible mosquito population. (Figure 4(d)). From the control profile shown in Figure 4(e),
we observe that strategy (u,) should be maintained at coverage of 75% for 148 days, then gradually
reduced to 25% by day 350 and maintained at this level for the remaining intervention period.

3) Indoor residual spraying only:

We use indoor residual spraying (u3) to optimize the objective function (5.1), while
insecticide-treated bednets (u#;) and highly effective antimalarial drugs (u,) are absent. The results
reveal a reduction in the number of infectious humans 1, Iy and mosquitoes I, when the control is
applied as compared to the case without control, as observed in Figure 5(a)—(c). The graph in Figure
5(d) also shows an increase in the susceptible mosquito population. We observe from the control
profile shown in Figure 5(e) that the IRS (u3) only strategy should be maintained at coverage of 75%
for the total duration of the intervention.

4) Insecticide-treated bednets and highly effective antimalarial drugs:

We use the strategy which has both insecticide-treated nets (#;) and highly effective antimalarial
drugs (u,) as controls while setting the indoor residual spraying to zero (u3 = 0) and optimize the
objective function (5.1). Figure 6(a)—(d) shows a significant decrease in the number of infectious
humans and mosquitoes and a considerable increase in the number of susceptible mosquitoes due to
the application of this control. Its profile in Figure 6(e) also reveals that to be optimal, the highly
effective antimalarial drugs coverage should be at 75% for 74 days, and then gradually be reduced to
25% on day 230 for the rest of the duration, while the insecticide-treated net’s coverage should begin
at 44%, then increase to 45% from day 91 to day 1735 and finally be reduced gradually to 25% by the
end of the intervention.

5) Insecticide-treated bednets and indoor residual spraying:

When the insecticide-treated bednets (#;) and indoor residual spraying (u#3) are used to optimize
the objective function (5.1) without highly effective antimalarial drugs (#, = 0), we observe a reduced
number of infectious humans I, Iz and mosquitoes /,, and an increased number of susceptible
mosquitoes (Figure 7(a)—(d)) as compared to the populations with no control. The control profile in
Figure 7(e) shows that for this strategy to be optimal, the insecticide-treated bednets and the indoor
residual spraying must both be maintained at 75% coverage for the total duration of the intervention.
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Figure 3. Numerical simulation of the dynamics of (a) infectious infants, (b) infectious
adults, (c) infectious mosquitoes, (d) susceptible mosquito population and (e) control profile
when the optimal strategy (insecticide-treated nets only) is used without counterfeit drugs.
The parameter values used are shown in Table 1.
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mosquitoes, (d) susceptible mosquitoes and (e) the control profile, in the absence of
counterfeit antimalarial drug use. The parameter values used are shown in Table 1.
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Figure 7. Simulation results of the optimal strategy (both insecticide-treated bednets and
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Figure 8. Simulation results of the effect of the optimal strategy (highly effective antimalarial
drugs and indoor residual spraying), in the absence of counterfeit antimalarial drug use,
on the transmission of malaria in (a) infectious infants, (b) infectious adults, (¢) infectious
mosquitoes, (d) susceptible mosquitoes and (e) the control profile. The parameter values
used are shown in Table 1.
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Figure 9. Simulation results of the optimal strategy (insecticide-treated bednets, highly
effective antimalarial drugs and indoor residual spraying), in the absence of counterfeit drug
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mosquitoes (d) susceptible mosquitoes and (e) the control profile. The parameter values used
are shown in Table 1.
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6) Highly effective antimalarial drugs and indoor residual spraying:

Here, we use highly effective antimalarial drugs (#,) and indoor residual spraying (u3) while setting
the control on insecticide-treated bednets to zero (#; = 0) to optimize the objective function (5.1). As
shown in Figure 8(a)—(d), with this control, the infectious populations /4, I and I, are significantly
smaller, and the susceptible mosquitoes population S ,, is larger, as compared to the populations without
control. The control profile in Figure 8(e) shows that the coverage of indoor residual spraying should
be maintained at 75% for the whole duration of the intervention. At the same time, administration of
highly effective antimalarial drugs should begin with 75% coverage for 61 days before being reduced
to 25% by day 132 and maintained at this level for the remaining treatment time.

7) Insecticide-treated bednets, highly effective antimalarial drugs and indoor residual spraying:

We explore the combination of all three controls by using insecticide-treated bednets (u;), highly
effective antimalarial drugs (u#,) and indoor residual spraying (u#3) to optimize the objective
function (5.1). The benefits of this strategy are a significant decrease in the populations of infectious
humans and mosquitoes and a significant increase in the number of susceptible mosquitoes in
comparison to when no controls are used (Figure 9(a)—(d)). The control profile indicates that for the
strategy to be optimal, the indoor residual spraying coverage at 75% should be maintained for the
entire intervention period, the insecticide-treated bednets should be applied with coverage of 32%
between day 1 to day 1769 and then reduced gradually to 25%, and, lastly, highly effective
antimalarial drugs should be administered with coverage of 75% for the first 47 days and then reduced
to 25% by day 105 and maintained at this level to the end of the period (Figure 9(e)).

5.3.2. The effect of counterfeit drugs on the best control strategy

In this section, we examine the impact of four possible cases resulting from counterfeit drug use
on the performance of the best control strategies discussed in Section 5.3.1, i.e., the insecticide-treated
bednets, highly effective antimalarial drugs and indoor residual spraying.

1) Counterfeit drug with high removal rate and high recrudescence rate:

As the control we use insecticide-treated bednets (u;), highly effective antimalarial drugs (u,) and
indoor residual spraying (u3) and set the per capita removal rates 7, = % and g = % and the per capita
recrudescence rate £, = % and &g = % for both infants and adults. Figures 10(a)—(g) show significant
increases in the populations of susceptible humans S 4 and S 5 and significant decreases in the numbers
of infectious individuals 14, I, I,, and counterfeit antimalarial drug users U,, Ug when the control is
used. The control profile in Figure 10(h) shows that maintaining indoor residual spraying coverage at
75% for the whole intervention period, highly effective antimalarial drugs coverage at 75% for the first
94 days and gradually reduced to 25% by day 191, and, lastly, the insecticide-treated bednets coverage

at 36%, reduced to 35% on day 1744 and then gradually to 25%, is optimal.

2) Counterfeit drug with high removal and low recrudescence rates:

Similarly, we use the insecticide-treated bednets (i), highly effective antimalarial drugs (#,) and
indoor residual spraying (u3) control to optimize the objective function (5.1) and take the per capita
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removal rates 74 = % and 7 = 1 and the per capita recrudescence rates & = 35 and &g = 55 for
both infants and adults. We observe in Figure 11(a)—(g) that the control strategy causes a significant
difference in the populations. Namely, the number of susceptibles increases while that of the infectious
and counterfeit drug users decreases, as compared to when no control is used. The control profile
in Figure 11(h) shows that it is optimal to use the indoor residual spraying coverage at 75% for the
entire intervention period, the insecticide-treated bednets coverage at 60%, reduced to 55% by day 27,
increased to 57% until day 1532 and again gradually reduced to 25%, and, lastly, starting with highly
effective antimalarial drugs coverage at 75% for 258 days and then gradually reducing it to 25% on
day 575 and maintaining this level to the end of the period.

3) Counterfeit drug with low removal and high recrudescence rates:

We use insecticide-treated bednets (i), highly effective antimalarial drugs (u,) and indoor residual
spraying (u3) to optimize the objective function (5.1) and take the per capita removal rates 4 = %,
ng = % and the per capita recrudescence rates &, = %, ép = % The control produces an increase in the
susceptible population compared to when no control is applied (Figure 12(a),(b)). Also, the infectious
and counterfeit antimalarial drug users populations are observed to decrease (Figure 12(c)—(g)). Figure
12(h) illustrates that indoor residual spraying with coverage of 75% for the entire intervention period,
insecticide-treated bednets coverage at 33% at the beginning, then reduced and maintained at 32% for
1794 days and reduced again to 25%, and, lastly, highly effective antimalarial drugs coverage at 75%
for the first 61 days and reduced to 25% by day 127 is optimal for disease control.

4) Counterfeit drug with low removal and low recrudescence rates:

Finally, we use insecticide-treated bednets (u), highly effective antimalarial drugs (u#,) and indoor
residual spraying (u3) to optimize the objective function (5.1) and take the per capita removal rates
na = % and np = % and the per capita recrudescence rates &4 = % and & = %. The control
produces significant decreases in the infectious classes 14, I, I,, and also in the number of counterfeit
antimalarial users in the classes Uy, Up (Figure 13(c)—(g)) in comparison with the populations without
control. The control profile indicates that maintaining the indoor residual spraying coverage at 75%
for the entire intervention period, beginning with the insecticide-treated bednets coverage of 37%, then
reducing it and maintaining it at 36% from day 4 to day 1735 and reducing it to 25% by the end of the
intervention period, and lastly, administering the highly effective antimalarial drugs with coverage of

75% for 127 days before reducing it to 25% by day 308 is optimal for disease control (Figure 13(h)).
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Figure 13. Simulations of low removal and recrudescence rates due to the counterfeit drugs
in the scenario of the optimal strategy (ITN, highly effective antimalarial drugs and IRS)
with values in Table 1 — (a) S 4, (b) S5, (¢) 14, (d) I, (€) I,, (f) Ua, (g)Up and (h) the control

profile.

Mathematical Biosciences and Engineering

Volume 20, Issue 7, 11895-11938.



11928

5.3.3. Comparison of control strategies

The simulation results from all seven control strategies without counterfeit drugs (in Figures 3-9)
reveal that all the strategies reduce the populations of infectious humans and infectious mosquitoes and
increase the susceptible populations.

When counterfeit drug use is absent in the population, we observe that any strategy with highly
effective antimalarial drugs achieves a 100% reduction in the infectious population. Still, any strategy
without highly effective antimalarial drugs reduces the numbers of infectious adults and infectious
mosquitoes significantly more than the number of infectious infants. Also, a strategy with only one
prevention control measure, either IRS or ITNs, may be insufficient to reduce the disease burden in
humans and to control malaria unless they are combined with the other controls.

Comparing the four strategies with highly effective antimalarial drugs, we observe similar benefits
of the 100% reduction in the infectious populations (Figures 4, 6, 8 and 9). However, the four strategies
differ in the increase in the susceptible mosquito population and the control profiles. The two strategies,
(D highly effective antimalarial drugs and indoor residual spraying and (II) insecticide-treated bednets,
highly effective antimalarial drugs and indoor residual spraying, give the smallest increases in the
susceptible mosquitoes numbers, which is a part of the objective of our optimal control problem. From
the control profiles, the duration of the coverage of highly effective antimalarial drugs in (I) must be
longer than in (II) (Figures 8(e) and 9(e)).

We observe that using the different sub-categories of counterfeit drugs without control significantly
reduces the population of susceptible infants (in Figures 10—13). However, when the combination of
insecticide-treated bednets, highly effective antimalarial drugs and indoor residual spraying is used as
control, we observe a considerable increase in that population. We also observe that a combination of
insecticide-treated bednets, highly effective antimalarial drugs and indoor residual spraying achieves a
100% reduction in the infectious population even when counterfeit drug use persists. From the control
profiles in Figures 9(e), 10-13(h), we observe that the required intervention periods with high coverage
are more extended when there is counterfeit drug use. This is particularly visible when applying
highly effective antimalarial drugs or insecticide-treated bednets as controls. On the other hand, the
rates of removal or recrudescence of counterfeit drugs seem to have no impact on the increases in the
susceptible population.

Ranking the effect of the four subcategories of counterfeit drugs on the performances of the best
control strategy, we see that when the counterfeit drugs used have a high removal rate and low
recrudescence rate, then the control strategy has to be applied for the most extended period to achieve
the elimination; this is followed by counterfeit drugs with low removal and recrudescence rates, then
counterfeit drugs with high removal and recrudescence rates and, finally, counterfeit drugs with low
removal rate and high recrudescence rate. Thus, counterfeit drugs with low removal and high
recrudescence rates are the easiest to deal with using the considered control strategies (Figure 12(h)).

6. Discussion

A deterministic model for P. falciparum malaria infection in a structured human population that
uses counterfeit drugs was developed. The model incorporates the infant and adult populations, users
of counterfeit drugs and three malaria control measures adopted by most endemic countries in Sub-

Saharan Africa, namely, highly effective antimalarial drugs (HEAs), insecticide-treated bednets (ITNs)
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and indoor residual spraying (IRS). The model was developed to comprehensively understand disease
transmission dynamics in children under five years, adults and mosquitoes and identify the best control
strategy for disease elimination. We performed a standard analysis of the reproduction number R, and
the equilibria. Our model revealed the possible existence of a backward bifurcation.

The R, and bifurcation analysis indicate that to control malaria transmission from the infectious
population to others, it is necessary to reduce the value of Ry below 1. However, this approach may
not be sufficient for elimination when backward bifurcation is present. We found that a backward
bifurcation occurs in our model when the birth rate of humans is lower than a determined threshold.
Further, the analysis of R, showed that the control measures negatively impact malaria transmission.
Thus, increasing coverage of the three control measures in the endemic setting through easy access,
affordable pricing and individual adherence will reduce R, and hence the malaria burden.

Also, the optimal control analysis revealed that using any strategy without counterfeit drugs
reduces the size of the infectious populations while increasing the susceptible populations, especially
infants. For infectious diseases, when the infectious population is reduced, there is a reduction in the
disease and the value of Ry. We also found that the ITNs-only or IRS-only strategy was less effective
than the highly effective antimalarial drugs-only strategy for reducing disease in humans and
mosquitoes. Thus, the ITNs-only and IRS-only strategies are only effective when used together or
with highly effective antimalarial drugs. This result is supported by the evidence from previous
studies [6,7,26], which showed that in an endemic region, where P. falciparum malaria infection is
common, intervention strategies that involve highly effective antimalarial drugs are very effective in
reducing the disease burden. In particular, our results suggest that the combination of highly effective
antimalarial drugs and indoor residual spraying, and the combination of insecticide-treated bednets,
highly effective antimalarial drugs and indoor residual spraying, have the best impact on malaria
control and elimination. These strategies eliminate the infection from the population of infants, adults
and mosquitoes, giving the highest increase in the susceptible human population and the smallest
increase in the susceptible mosquito population. The study in [24] also confirmed that the
combination of the three controls was the most effective, and the study in [23] even proved that the
combination of highly effective antimalarial drugs and indoor residual spraying was the most
cost-effective. Considering which of these two strategies should be adopted must be guided by the
availability of resources, possible levels of coverage and their cost.

Finally, we observed that using the combination of insecticide-treated bednets, highly effective
antimalarial drugs and indoor residual spraying as a control strategy, where counterfeit drugs persist,
requires an increase in the duration of the coverage, especially for highly effective antimalarial drugs
and insecticide-treated bednets, to achieve elimination. This increase is the highest when counterfeit
drugs have high removal and low recrudescence rates. Since the counterfeit drug users remain
asymptomatically infectious and may not seek further treatment, if many people in a community are
using counterfeit drugs as an alternative to highly effective antimalarial drugs, then more resources,
effort, time and funds will be required to control and possibly eliminate the disease [2]. Efforts to
determine the level of use of counterfeit drugs are thus necessary to decide how an intervention can be
properly implemented, especially when resources are scarce [58].

Our results exposed the negative impact of counterfeit drugs, even when the best control strategies
were used. Hence, we conjecture that the effects will worsen when other strategies are used. The
counterfeit drug effects could also be further compounded when factors such as the effects of
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environment, weather and movement of both humans and mosquitoes [25, 33, 54, 59, 60] on the
disease dynamics and control are considered.

7. Conclusions

The control and possible elimination of malaria can be achieved if the existing control strategies of
insecticide-treated bednets, vector control methods and prompt treatment of infected humans with
highly effective antimalarial drugs are accessible, affordable and duly implemented. This will also
relieve infants under five years of the burden of the disease. However, the widespread use of
counterfeit drugs may jeopardize the timely achievement of the malaria elimination milestones,
especially in endemic areas.
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Appendix

A.l.

The associated non-negative matrix F and the non-singular M-matrix V of (2.1)—(2.10) are,
respectively, given by

0 0 0 0 q d 0 =& 0 0
0 O 0 0 q -7 d, 0 -3 0
F=| 0 O 0 0 O |,V=| -nx 0 ds 0 0 ,
0O O 0 0O O 0 -ng -1 d, 0
g3 mqs mq; mqs 0O 0 0 0 0 W, + pus
where
Hh

K
q1 = a(l —uy)e™" By s q2 = b(1 —uy)e ™™ B »q3 =c(l - Ml)e_”'"n"’ﬁ;—r a3
(T + ) (T + ) appy

di =04 +Na+Uys+y1+T+ Uy, dr =0p+1np+uyg+ Yo+, ds =4+ 7T+, dy = Ep+ 60+ py,.
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Further calculation gives V=!, FV~! and p(FV~") as follows:

d
@ 0 f—A 0 0
dyds — Eama didsy — Eama
T(EpNa + dsdy) dy T(d € + dséa) ép 0
(didy — Eana)dads — Epnp)  dody — Epnp (dids — Eana)(dady — Epnp)  dads — Epmip
vl = L — 0 _4h 0 0
dydz — Eana dids — Eana
7(dana + d3mp) N T(éanp + didy) d> 0
(dids — Eana)dads — Epnp)  dods — Epnp  (dids — Eana)(dads — Epnp)  dads — Epnp :
0 0 0 0 _—
HMm + wus
and
0O 0 0 0 Zz
0O 0 0 0 2z
Fv'i={0 0 0 0 0|
0O 0 O 0 O
Zi Zi Zs Zo O
with
7 = qi Z, = q2 7y = q3ds + q3ma1)A + q3m17(dsdy + Epna) + qamsT(dana + dinp)
|\ =———Lh=——, /3= )
U + QU3 M + U3 dyds — Eama (didz — Eana)(dads — Epnip)
7, = q3m1dy + q3737)8 7 = q3éa + q3702 N @3m17(di&p + daéa) + q3m37(didy + £am1B))
4 — s L5 —
dordy — Epnp dydy — Eama (did3 — Eana)(dads — Epnip)
and Ze = qzmidy + q3m3np
drdy — Epnp

The spectral radius of FV~! = \/Z,Z; + Z,Z,.

A2,

The Jacobian matrix of the transformed systems (3.6)—(3.15) evaluated at the DFE, E,, with §8,, =
B, 1s given by

-J; 0 0 0 0 0 s O 0 —q1

T = 0 0 0 0 0 ¢ O —q>
0 0 —d, 0 éx 0 0 O 0 q1
0 0 T —-d, 0 ép 0 0 0 9>

I 0 0 n 0 —ds 0 0 O 0 0

Foo ™ 0 0 0 N5 T -dy, 0 0 0 0 ’

0 0 Uryas + v 0 0 0 -J> 0 0 0
0 0 0 Uy + v2 0 0 T —=J3 0 0
0 0 —q3 -mqs —mqs —mqy; 0 0 -ry @ —2ry
0 0 93 m1g3 mqg;  mqy 0 0 0 —(un + ous)

where 1, = @ — U — Uz, Jy =T+ p, Jo = da + 7+ up, J3 = dp + Wy,
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The right eigenvector corresponding to the zero eigenvalue of Jg, is given by

T
w = (Wl’ Wa, W3, Wq, W5, We, W7, Wg, W9, WIO) )

where
_ Galuaya +y)ds — 2By _ ds _ Tq1By + q2ds By
wp = ws <0, wy3=—ws, wy= 55
J1J2na NA q1MaB>
_ _ Tq1Bs + qonsB, _ (uaya +v1)ds _ B
Ws = Ws, We = 5 Wp = ———Ws, Wio = Ws,
q1MaB2 Jana qiMa
_ 1q1(Bs — J2J3B1By) + q2J2B1(B7 — J3B7)
Wy = w5 < O,
qinaB2J1 T3y,
e = @2(uryp + y2)da 2By + 1q1((uaya + y1)d3 By + (uyyp + )’2)-]234)W
g = 5
q1Mat2J3By
and

Bg + (2ry, — a,)B1 B,
Ymq1MaB2

Wg = ws < 0,
with By = dyds — &éama, By = dody — Epnp, By = dsdy + Epna,  Bs = dsnp + domja, Bg = (upya +
YDd3By(J394 + J1¢p) + J1J2(J30Bs + ¢p(urys + y2)Bs), By = Jingt + ¢p(urys + y2)ds and By =
q193[B2(d3 + mama) + 7(w By + m3B5)] + q2q3B1(m1dy + m3mp).

We note that Bg — J,J3B1B, <0, B;—J3B, <0, and By > (a,, — 2r,,)B1 B>.
Similarly, the left eigenvector corresponding to the zero eigenvalue of Jg, is given by

v = (V1,V2, V3, V4, Vs, V6, V7, V8, V9, Vi0),

where

_ W + 9u3)Bs — grq3(midy + 7T3'73)v _ 3(mida + 7T3773)V
q1B> B,
e = Ea((Um + Qu3)By — qrq3(midy + m3mp)) + 1q1q3(m1ép + m3ds) + 7T241Q3Bzv
s =
q1d3B;

V3 10, V4 105

b

_ q3(miép + m3dh)
Ve =
B,

V10, Vio = V1o and Vi =V =V7 =Vg = Vg = 0.

For the transformed systems (3.6)—(3.15), the associated non-zero partial derivatives of f (evaluated at
the DFE), which are needed in the computation of a; and b,, are given by

Pfo _ 2mBuraKiy Pfio  Pfo  mBa(l+ K

0x3 - ala,  0x30x © Ox40x3 @, ’

o Pfio _mﬁm(l + m)ruKp; 8% fio _ Pfio  mBup
0x30xs  Oxs0x3 Oy, T 0x30x9  Ox90x3 a,
B fo _ Pfo _ mBu(l +m)ruKu 0% fio _ 2mBumiraKu;
Ox30xg  Oxg0x3 aray, " ox? iy, ’
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& fio _ & fio __mﬁm(ﬂl"‘ﬂz)l’mKﬂi % fio 3 % fio _ mBumiy,

(9x48x5 B (9X5(9)C4 B aiam ’ 6X4(9X9 - (9)@(9)64 B ap ’
82f10 _ 62]‘10 _ _mﬁm(ﬂ'l +7T3)rmK,u;2, azflo _ _2m,8m772rmK,u%l
0x40xg  Ox60x4 aray, ’ oxZ aray, ’

& fio _ & fio _ _m,Bm(nz + 1)K, 8 fio _ & fio _ mBuTtapy,

6x56x6 B 8x6(9x5 B aiam ’ aX5aX9 B 6X9(9)C5 B ap ’

P fo _2m,8m7r3rmK,u,21 Pfo  Pfio  mBumsy,
ﬁxé a%a/m ’ 6X6(9X9 6X96X6 ay ’
azflo _ mrmK,uh 82f10 _ mmrmK/,th

0308, anay, 008, apay,

Pfio  mmraKuy, 8 fig  mmsrKuy,
0xs0p;, | 0x60p;,  owa,

where m = ¢(1 — uy)e ™" Fori=1,2,7,8,

Pho _ Pho _ _mBurnKiy Pfo _ Bfo _ mBumirnKig

Ax30x;  Oxi0x3 A,  0x0x; © Ox0xq aa,
@fio _ Pfio _ _mﬁmﬂﬂmKﬂ}% Pfo _ fio _mﬁmﬂﬂmKﬂi
Oxsd0x;  Ox;0xs aa,  0xe0x; © Oxi0xg aca,

A3.

The parameters in the endemic equilibrium, E,, and (3.5) are defined as follows:

b K
u = a(l —u)e™™, o= ﬁ, Ky = %, K, = r—,
afa Mhn (7
C, = ta,oDsu, C,=71ay(cD,+ Ds), C3;=D;D;o, C4= BzJ3D1/Jh
+B1Ji\xaDso,  Cs = BiByJ1 b sy, Co = apdsJou, Cq; = ayBiJs,
Dy, = (BiJy = ¢aluaya +y1)d3)u, D, = B\JryJzdsu, D3 =[ByJs— (¢p(urys+ y2)ds
+ng0J3)u, Dy = [JoJ3(Bs + 60na) + dsdspp(urys +yi)lu, Ds = JrJ3Bapu,
E, = C3Ce(ds(ds + mona) + tm3na) + C1Di(d3(mids + m3np)),  Er = C4Co(da(ds + mona) +

t3n4) + (C2Dy + B1J12Cr)(ds(midy + m3mp)),  Es = CsCs(da(ds + mama) +
t3n4) + B1J12Co(ds(midy + m3mp)),  Ei = C3Dy,  Es = Cy4Dy + B1J,1J,Cs,
Es = CsDy+ BJ1Jx:Cy, E7=B1J12Cs, Eg =apEy—(64C3C +65C1Dy),
Ey = apEs — (64C4Ce + 6p(CoDy + B1J1J2C1)),  Ero = apEs — (04C5Cs + 63B1J1J2C),
Fy = mKuuBnEr, Fr=mKupunfBnEr, F3=mKupyfBnEs,
Fy = muBnEr + (W + gu3)dsdsEg,  Fs = muyB,Es + (ty + uz)dsdyEg,
Fe = muBnEs + (tn + pu3)dsdiEro,  F7 = an(un + guz)dsdyEr,
G, = 04C5C6+ 05C 1 D1,Gy = 04C4Ce + 05(CoDy + B1C1J1J2),G3 = 0,C5C¢ + 6B 1CrJ 1 J>,
Ky = 71d3dyJ>J3CsCq, Ky = 1d3dyJ,J3C4C7 + 0J,J3L5 + d3dygpLe,
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K, =
Ks =
L =
Ly =
Ls =
Ly =

Td3dy J,J3C3C7 + 00,030, + dsdydpls, Kz = 0J,J5L + dzdspply, K4 = uckEy,
uockEs + u,Es, K¢ = uocke + upEs, K; = uock; + u,Es, Kg = u,kEy,

™aC3Cs + d3npCi Dy, Ly = TNy CyCs + d3npB C1J 1 J2 + d3npCaDy,

™aCsCs + d3npB1CaJ1J2, Ly = T(uaya + ¥1)C3Ce + Jo(uayp + v2)C1 Dy,

T(Uaya +¥1)Cs5Cs + Jo(uayp + ¥2)CaDy + (uzyp + ¥2)B1C1J1J5,

T(uzya +¥1)Cs5Cs + (2yp + ¥2)B1C2J1 J5.

The coefficients of (3.5) are defined as

Py

4

==

% AIMS Press

= FyKyE4s—Gy), Ps=Fs(KyEy—Gy)+ Fy(KyEs —Gy) —uaBaEsF,,
= Fo(KyE4 — Gy) + Fs(KyEs — Gy) + F4(KyEs — G3) —uafBa(EsF, + EsFy),
= Fi(KyEs — Gy) + Fo(KpEs — Gy) + Fs(KyEg — G3) + KyE7F 4 — uaBa(EsF3

+EsF, + EcFy), P, =Fi(KyEs —Gy) + Fo(KpEg — G3) + KyEsF7 — uafa(EsF3
+E¢F, + E7Fy), Py = F(KyEs — G3) + KyE7Fg — uaBa(E7F, + EgF3),

= KyE;F7 — uafE,F3 = K,E;F,(1 — RY).
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