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Iég%gf?; when the basic reproduction number is less than unity. Furthermore, it is shown that in
Co-morbidity the case of no re-infection, a unique endemic equilibrium point (EEP) of the model exists
Face-mask which is globally asymptotically stable whenever the reproduction number is greater than
Quarantine unity. From the global sensitivity and uncertainty analysis, we have identified mask
Vaccination coverage, mask efficacy, vaccine coverage, vaccine efficacy, and contact rate as the most
ODFimAI §0nt1'01 influential parameters influencing the spread of COVID-19. Numerical simulation results
Re-infection show that the use of effective vaccines with proper implementation of non-pharmaceutical

interventions could lead to the elimination of COVID-19 from the community. Numerical
simulations also suggest that the control strategy that ensures a continuous and effective
mass vaccination program is the most cost-effective control strategy. The study also shows
that in the presence of any co-morbidity and with the occurrence of re-infection, the
disease burden may increase.
© 2022 The Authors. Publishing services by Elsevier B.V. on behalf of KeAi
Communications Co. Ltd. This is an open access article under the CC BY-NC-ND license
(http://creativecommons.org/licenses/by-nc-nd/4.0/).

1. Introduction

The novel coronavirus (COVID-19) caused by SARS-CoV-2 became a global public health concern in 2020 and 2021 and is
still posing a health and economic threat throughout the world (Center for disease control and prevention, coronavirus
disease, 2022). Almost all the countries in the world are trying to deal with this new contagious disease and getting rid of
it has now become the most important challenge for all countries. It first appeared in China in December 2019 and due to its
high infectiousness, it spreads very fast all over the world, putting the world at extreme global crisis (Wu et al., 2020, Bubar
et al.,, 2021). It becomes more dangerous for people of any age with certain medical issues including cardiovascular disease,
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diabetes, high blood pressure, cancer, etc (World health organization emergencies preparedness response, 2022). A report
from a survey of 138 COVID-19 infected individuals confirms it by showing that more than 45% of the infected individuals had
one or more co-morbidities and that infected individuals who were admitted to the intensive care unit (ICU) had a higher
number of co-morbidities (72.2%) compared to the infected individuals who didn't admit to the ICU (37.3%) (Jain and Yuan,
2020). As of June 20, 2022, 539928791 people were infected with the Covid-19 and 6320448 people died worldwide (World
health organization, 2022).

On the one hand, its high infectious rate, and on the other hand, the frequent emergence of new variants have made the
control of COVID-19 even more challenging. In these circumstances, the invention of effective vaccines is not the only way to
address this challenge. Hence non-pharmaceutical interventions should also be maintained. At the beginning of 2020, the
genetic sequence of SARS-CoV-2 was published. After that, corporations, governments, international health organizations,
and university research groups started to work for developing vaccines against COVID-19 (Le et al., 2020, World health
organization timeline — covid-19, 2020). After the initial development and three-stage clinical trials for safety and effec-
tiveness, the following vaccines obtained World health organization's EUL (Emergency Use Listing): The Pfizer-BioNTech
Comirnaty vaccine on 31 December 2020, the SII/COVIDSHIELD and AstraZeneca/AZD1222 vaccines on 16 February 2021,
the Janssen/Ad26.COV 2.S vaccine on 12 March 2021, the Moderna COVID-19 vaccine (mRNA 1273) on 30 April 2021, the
Sinopharm COVID-19 vaccine on 7 May 2021, the Sinovac-CoronaVac vaccine on 1 June 2021, the Bharat Biotech BBV152
COVAXIN vaccine on 3 November 2021, the Covovax (NVX-CoV2373) vaccine on 17 December 2021, the Nuvaxovid (NVX-
CoV2373) vaccine on 20 December 2021 (World health organization timeline — covid-19, 2022). The Pfizer-BioNTech COVID-
19, the Moderna, and the Johnson and Johnson's Janssen vaccines are fully approved by FAD for people 18 years of age and
older and only the Pfizer-BioNTech COVID-19 has approbation for emergency use for children ages 5 years and older (Center
for disease control and prevention, 2022). More than 529 million vaccine doses have been administered in the United States
from 14 December 2020 through 18 January 2022. During this period, the mortality rate received by Vaccine Adverse Event
Reporting System (VAERS) was 0.0022% among the people who received a COVID-19 vaccine (Center for disease control and
prevention, 2022). Globally a total of 9,571,502,663 vaccine doses have been administered by 18 January 2022 (World health
organization, 2022).

Besides the use of effective vaccine and medical research, mathematical models can be a powerful means in getting insight
into the dynamics of any infectious disease like COVID-19 which can help decision makers take necessary decisions to prevent
the spread of COVID-19. It also helps assess the impact of vaccines and the use of NPIs in controlling the spread of the
pandemic and mitigating its life-threatening effects. A significant number of mathematical models have already been
developed and used to study the transmission dynamics of COVID-19 and also to control the disease burden. As for example, a
mathematical model with fractal-fractional operators has been designed by the authors in Atangana (2020) to assess the
effectiveness of lockdown before vaccination. A model for the dynamics of COVID-19 with re-infection has been proposed by
the authors in Zamir et al. (2021). The infection dynamics of COVID-19 is studied using mathematical models to assess the
impact of NPIs by the authors in Ngonghala et al. (2020). The authors in Gumel et al. (2021) proposed a nonlinear mathe-
matical model to understand the transmission dynamics of COVID-19 in the presece of vaccinations and non-pharmaceutical
interventions. A mathematical model with fractional order derivative has been formulated in Khan and Atangana (2020).
Impact of co-morbidity, re-infection and NPIs have been investigated by the authors in Saha et al. (2022). Again, to lessen the
disease burden, different control measures are implemented in the proposed model (Omame et al., 2020, Das et al., 2021, Shen
etal., 2021, Abioye et al., 2021, Asamoah et al., 2022 and so on). Infact, optimal control strategies and cost analysis has become
important to suggest effective control strategies to reduce the prevalence of COVID-19 and also to reduce the disease burden.
In Omame et al. (2020), using three control strategies authors showed that the most effective one of all the strategies is the
one which avoids COVID-19 infection by co-morbid susceptibles. Authors in Das et al. (2021), suggested that a combination of
non-pharmaceutical interventions and vaccination can reduce COVID-19 largely. In Shen et al. (2021), using four control
strategies authors showed that considering effective control strategies, infected cases can be reduced. In the work Abioye et al.
(2021), three control strategies are considered and it was shown that multifaceted approach is required to fight against
COVID-19. Bandekar and Ghosh (2022), also performed optimal control analysis. Their analysis reveals that if policies related
to testing, contact tracing, and mask-wearing are implemented, the spread of COVID-19 can be reduced. In Asamoah et al.
(2022), authors implemented four control strategies considering all possible combinations of the strategies and they
showed that practicing physical or social distancing protocols is the most cost-effective strategy. There are many other
interesting articles related to COVID-19, some of which can be mentioned here (Ivorra et al., 2020, Kucharski et al., 2020,
Mizumoto and Chowell, 2020, Ferguson et al., 2020, p. 20, Okuonghae and Omame, 2020, Mancuso et al., 2021, Srivastav et al.,
2021) and the references therein.

Motivated by the above investigations on COVID-19, we have formulated a new mathematical model for the transmission
dynamics of COVID-19 based on the model (Saha et al., 2022) incorporating vaccination of the susceptible individuals and also
considering re-infection of the recovered individuals. We have also considered vaccinating a portion of the recovered in-
dividuals who have yet to be immunized. The aim of this research is to assess the impact of vaccination and non-
pharmaceutical interventions (NPIs) on the spread of COVID-19. Our aim is also to highlight the effect of co-morbidity and
re-infection on the transmission dynamics of COVID-19. In this paper, we have also implemented four control strategies
considering all possible combinations of the strategies during the numerical simulation of the optimal control problem which
is a new feature of this paper as the control strategies are different from Asamoah et al. (2022) and Shen et al. (2021). The
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sensitivity analysis of the parameter of our model with respect to some response functions is performed to detect which
parameters have greater impact on the transmission of COVID-19.

The entire paper is decorated in the following manners. In section 2, the formulation of the COVID-19 model is presented
and non-negativity and boundedness of the model solutions are proved. Section 3 is engaged with the rigorous theoretical
analysis of the model to discuss about the stability of equilibrium. In section 5, the model is extended based on optimal
control theory and analyzed mathematically to prove the existence of an optimal control using the Pontryagin's maximum
principle. Numerical simulations are presented in section 6. Section 7 is devoted to the discussion and conclusion about the
findings.

2. Model formulation

We develop the model by dividing the total human population at time t, denoted by N(t), into twelve mutually exclusive
classes: susceptible (S(t)), susceptible with co-morbidity (S/(t)), vaccinated (S,(t)), exposed in early stage (Ei(t)), pre-
symptomatic (Ex(t)), asymptomatic infected without co-morbidity (I,(t)), symptomatic infected without co-morbidity
(It)), asymptomatic infected with co-morbidity (Ig(t)), symptomatic infected with co-morbidity (Is(t)), quarantined
(Q(t)), hospitalized (H(t)) and recovered (R(t)), so that.

N(t) = S(t) + Sc(t) + Sy(t) + E1(t) + Ex(t) + Io(t) + Is(t) + Iac(t) + Is(t) + Q(t) + H(t) + R(t).

To formulate the model we consider the following assumptions:

e Birth rate is not considered.

e Exposed individuals in early stage are asymptotically infected and unable to infect others.

e Pre-symptomatic infectious individuals are shedding viruses and can infect others.

e Quarantine and hospitalization are perfect and individuals belonging to these classes can not infect others.
e Individuals recovered from COVID-19 may again return to exposed in early stage class at a lower rate.

Susceptible individuals acquire infection with COVID-19 upon contacting with individuals in the Ey, I, I, I and I classes,
at a rate A, where

(1—em)B (e Ey + 1gla + Is+7 1 lac+7 2 Isc)

N—(Q+H) ’ (1)

where, (§ represents the contact rate for effective transmission of COVID-19. 0 < m < 1 represents the percentage of mask
coverage and O < e < 1 indicates face masks efficacy. It is assumed that pre-symptomatic individuals (E; class) and asymp-
tomatic infected individuals (I, class) infect others at a lower rate, . § and 74 8, respectively with 0 < 7, 7q < 1. Furthermore
modification parameter .71, .7, > 1 indicate individuals in I, and I classes can transmit COVID-19 at an increased rate,
71 B and .7, B, respectively.

The equations for the transmission dynamics of COVID-19 with co-morbidity in the presence of vaccination is given by the
following system of non-linear differential equations (the schematic diagram of the model is shown in Fig. 1 and the pa-
rameters are described in details in Table 1).

02¢s

Fig. 1. Schematic diagram of the COVID-19 model (2).
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Table 1
Model parameters with description.
Parameter Description
A Recruitment rate
6 Effective contact rate for COVID-19 transmission
& Vaccination rate for susceptible individuals
€ Vaccine efficacy
m Proportion of individuals who use masks
e Face mask efficacy
T1,T 2 Relative risk of high infectiousness of individuals in I,. and I classes
compared to individuals in I class
T3 Modification parameter accounting for increased susceptibility
to COVID-19 infection by co-morbid susceptible
Ne» Na Relative risk of low infectiousness of individuals in E; and I, classes
compared to individuals in Is class
Q Proportion of co-morbid susceptible individuals
a Re-infection rate of recovered individuals
71 Progression rate of early exposed individuals (E;) to pre-symptomatic (E;) class
a2 Rate of progression of pre-symptomatic (E;) individuals to infectious classes
(I, Ls, Ioc and I, respectively)
dy, dy and d3 Fraction of pre-symptomatic individuals who progress to the I, I and I, classes, respectively
(di +dy+d3<1)
1—(dy +dy+ds) Fraction of individuals move from E; class to I class
g5 and g Transmission rate from Iy and I classes to Q class, respectively
@5, ¢sc and g Transition rate from I, Isc and Q classes to H class, respectively
Va, Vs, Vacr Vser Yg and Yy Recovery rate of individuals from I, I, Iac, Ise, Q and H classes, respectively
Oe, 0a, Os, Oqcy Osc and Op Disease related death rate for individuals in the Ey, I, I, Iac, Isc and H classes, respectively
n Natural death rate
01 modification parameter (f; > 1) implying high vaccination rate provided to the co-morbid susceptible individuals
[ modification parameter (0 < 6, < 1) implying low vaccination rate provided to the recovered individuals

S = A—2S—(Q+& + S,

SC = QS—-T3ASc— (01&s+u)Se,

Sy = &S+01&Sc+ 03 EsR—(1—€)ASy — uSy,

Ei = AS+93ASc+(1—¢)AS, +aAR— (1 + u) Eq,

Ey = 01E1 — (03 + e +p) E,

la = dio2Ey — (Vg + 0a + ) la, @)
Is = dyoy Ey — (05 + Y5 + 95 + 05 + ) Is,

loc = d3 03 Ey — (Ygc + Oac + i) lac,

Le = (1 —d) 03 Ey — (sc + Vs + @sc + Osc + 1) Isc,

Q = UsIer(TscIsc*(‘ﬁququJr,u)Qy

H = (PsIer(PscIstr(PqQ*(‘pthéhJﬂu)Hz

R = ‘fl/aIa+‘l/515‘Hpaclac+¢sclsc+‘//qQ+‘j/hH_aAR_(6253+N)R7

where, d = dq + dy + ds.

A is the recruitment rate of susceptible humans into the population. Q represents the ratio of susceptible individuals who
have co-morbidity. It is assumed that susceptible individuals having co-morbidity are more susceptible to COVID-19 infection
(773 A with .773 > 1) than susceptible individuals having no co-morbidity.

3. Theoretical analysis

3.1. Fundamental properties
3.1.1. Non-negativity of the solutions
To show the non-negativity of the solutions we prove the following theorem.

Theorem 1. The solutions of the model (2), with initial conditions S(0) > 0, S/(0) > 0, 5,(0) > 0, E1(0) > 0, Ex(0) > 0, I5(0) > 0, Is(0)
>0, I,(0) > 0, I;{(0) > 0, Q(0) > 0, H(0) > 0, and R(0) > 0 are positive for all time t > 0.

Proof. Let {S, S¢, Sy, E1, Ez, Ia, Is, Iac, Isc, Q, H, R} be the set of solutions of the model (2). From the first equation of the
model (2) we can write
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;t[S(t)exp{/t/l(u)dquk] tH = A exp{/tl(u)du+k1 tH, (3)
0 0

where, k1 = Q + & + u.
From (3),

X

exp{/ Au) du + kq t” dx.

0

t t
S(t)exp{o//l(u)du—i-k] t}—S(O): O/A

Hence,

X

exp{/l(u)du—s—kl t”dx>0.

0

t t t
Sit) = S(O)exp{—o/k(u)du+k1 t}+exp{—o/l(u)du+k1 t} 0/ A

Proceeding in the same way, it can be shown that.
S¢>0,S,>0,E{>0,E;>0,I;>0,I>0,Igc>0,Ic>0,Q>0 H>0,and R >0 for all t > 0. [J

3.1.2. Boundedness of the solution
Adding all the equations of the model (2), we get

dN
v A —puN —0eEy — 0qlqg — 05 Is — dac lac — 0sc Isc — Op H. (4)
It is obvious that 0 < E; < N,0<I; <N,0<Is;<N,0<I;c <N,0<Ic<N,0<H<N.
It follows that

dN
A—(M+5e+6a+65+6ac+6sc+5h)N < E < 1\—,‘,’.1\17 (5)
Thus,W‘W < lirtnﬁioglf N < lil‘lt‘l_'Sol;lp N < %

This implies lim sup N <4.

t—o0

3.1.3. Invariant regions
Now let us consider the region & = {(S, Ses Sus E1, Ea, Ia, Is, Iac, Ise, @, H, R)ERI? : N < %}

From equations (4) and (5) we can write

dN
- — 6
t < A-uN. (6)

Solving this and using a comparison theorem as described in Lakshmikantham et al. (1989) we have N(t) < N(0) e #t +
% (1 —e~#%). Particularly, it can be shown that N(t) < % if N(0) < % This implies all the solutions of system (2) with initial
conditions in & remains in & for all time t > 0. Thus, the region & is positive invariant and attracting (Hethcote, 2000).

3.2. Local asymptotic stability of the DFE

From the COVID-19 model (2), the disease-free equilibrium, &, is obtained as

Zo = (5,50 S B Eay Ia Iy Jaes I, @ HL RY) = (% ,fff; Ags,g‘i;ki”” 0,0,0,0,0,0,0,0, 0)‘ 7)
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To establish the condition for local asymptotic stability (LAS) of the DFE, the next generation operator method described in
Diekmann et al. (1990), Van den Driessche and Watmough (2002) is used. The next generation matrices for the new infection
terms and remaining transfer terms, denoted by F and V respectively, are given by

O Fo Fo F; Foe Fc 0 O kg 0 c 0 0 0 0 0

PR S S S —0; ks 0 0 0 0 0 O

00 0 O 0 0 0 0 0 —d102 kG 0 0 0 0 0

F=|lo o o0 o 0 0 00 V= 0 *d20’2 0 k7 0 0 0 0
00 0 O 0 0 00 ’ 0 *d30’2 0 0 I(g 0 0 0 ’

00000 000 0 —(1-dja 0 0 0 ke 0 O

0 0 0 0 0 0 0 0 0 0 0 —0s 0 —0sc klO 0

0 0 0 —os 0 —9 0 ki

where.

Fo=(1- em)ﬁneSUrn SC+(IJ;e)S,,+aR" Fa=(1-— em)ﬂnaS‘Mg Sﬁ%;@ SVJrozR‘7 F, = (1 —em)B S+13 Sﬁ?\};d S, taR

)

S +7135.+(1-¢S, +aR’
N**

S +735.+(1-€S, +aR"
N**

ok

. N™ = N —(Q*+H",

Foe=(1—em) (1, , Fe=(1—em)f,
ki =Q+8&+u, kp =018 +u, k3 = p, kg =01+ p, ks =03 + 0 + 1, ks =Yg+ 0a +pt, k7 = 05 + Vs + @5+ 0s + 1,

ks = Yac + Oac + 1, kg = Osc + Ysc + @sc + Osc + 1, k1o =Yg +@q + 1, K11 =Y +0p +p, kKig =68 +pand d=dy +dy +d3

Following the approach described in Chavez et al. (2002), Hethcote (2000), it can be shown that the basic reproduction
number, denoted by .%, is given by

Fe = p(FVY) = RetRq+Fs+Ract+Fse, (8)

where, p represents the spectral radius of the next generation matrix F V! and

%e = FeBe, »%a = Fa Ba, %s = Fs Bs, %ac = FacBaa %sc = Fschc,
with,
o 71 _ 0'10'2d1 _ O']O'Zdz _ 0'10'2d3 _ 0']0'2(1—d)
Be = k4 k57 Ba = k4 k5 k(;7 Bs = k4 k5 k77 Bac = k4 k5 kg’ Bse = k4 k5 kg

Consequently, using Theorem 2 of Van den Driessche and Watmough (2002) the following result can be established.

Lemma 1. The DFE of the COVID-19 model given by (2), is locally-asymptotically stable (LAS) if %. < 1, and unstable if %, > 1.

3.3. Endemic equilibrium point (EEP)

e *

Let &1 =(S*, S., S,, E1, E5, I, It I, I, Q°, H, R*) be any equilibrium point of the model (2) and let

]* _ ﬁ(l *em) (neE; +77a12+1: +71 12C+T21:C)
N = (@Q +H)

(9)

Now setting the left hand side of each equation of system (2) to zero and solving for the variables we have,
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- Qs
(13 /ff -‘rkz)7

¢ Ar 2 A A X + Ay g
(=X +k3} (137 + ko) (Aa 4>+ As X"+ Ag)

(A3 4 A0+ As) (ah+kyo)

ET = A *2 * * S*7
(Agh +AsA +Ap) (T34 +ka)
E, = W.E], I, WoEy, I, = WsE], [, = WaeE], I, = WsE], Q" = WyE,, H = W,E],
R* = *VVirEiv
ald +kpp
(10)
where.
01 dl 0102 dz 0102 d3 7107 (1 —d) 0102 (0'5 Ws +0'5CW5C)
We = — Wy = , Ws = , Woe = s Wee = —————=, = == -
¢ ks ks ke : ks k7 o ks kg * ks kg 1 k1o
os Ws + ¢5c Wse + g W,
Wy = s S s;{]]sc q q7 W = ‘/’aWa+‘l/sWs+‘//acWaC+l//scWSC+‘l/qu+‘/’hWhv

Al = (1-¢713, A = 1—e)ky+(1—e)13Q+{ks+(1—€) &} 73, A3 = {k3+ (1 —€)& ko +{ksT3+ (1 —€)0: &} Q,
Ay = a(1—eks—(1—e)aWr, As = (1 —€)kgkip +kaksa—{aks+ (1 —¢€) 0 &3 Wy, Ag = kskgkiz, A7 = Ag736s,
Ag = E5(13A5 +Asky) +A4 Q016 +A10,6 W, Ag = & (T3A6 +Asky) +As QO 8+ Ay 056 Wi,

Ag = AgQ01&5+A30,6B;.

Substituting (10) into (9) gives
- 6(1_em)(newe""nawa""WS"‘T]Wac+7'2Wsc)E:
- %3 %2 *
Q ¥ A7 A Ag A Agh +A
5 S+ *7 +8*+9j210* 5+(Wc+*7
(134 +ky) {1=) X +ks} (134" + ko) (Ag X" + A5 2" + Ag) ak + K

ST+

where.
We=1+ We + Wy + Ws + Wy + Wi
After some algebraic calculation we get the following equation in terms of A*

by {PSA*S+P4A*4+P3A*3+P2A*2+P] 1’} =0, (12)

where.

Ps = Wea(1- oA,

Py = AyWeaks +(1— A (Wekiy +Wr) + A Wea(1—€) +As73(1—¢) — A (1-6)a,

P3 = Ag73ks+ (1 —€Asky + (1 —€)As73+A7 +A1 ks (Wekip + W) +Ay Weaks + (1 —€)Ay (Wekqy + W)+
A3WCO((1—€)—A1(1—6)’(12—/'\10”(3—/'\2(1—6)0(,

Py, = Agkyks+Agm3(1—¢€) +As573ks +As (1 —e)ky +Ag +AsWeaks + (1 —€) A3 (Wekyy + W)+
Az k3 (Bckia +Wr) — At ks kip + A3 (1 —€)a+Ay (1 - €) kia + Ay arks,

Py = Askyks +AgT3ks + (1 —¢€)kyAg+Ag + Az ks Wekiy + Az ks Wy — Ay k3 kip — A3 (1 — €) kiy — A3 aks,

Py = Agkyks +Aig —Askskys.

Out of the six roots, the root * = 0, of (12), corresponds to the DFE #. Equation (12) says that the non-zero equilibria of
the model satisfy
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*

FO) = P 1 i P2 P i P 2Py = 0, (13)

Using the parameter values as given in Table 2, it can be shown that . %, < 1 and out of the five roots, two roots are real
positive, one is real negative and other two roots are complex. Thus there exists two positive endemic equilibria of system (2)
which implies the possibility of the presence of backward bifurcation phenomena.

3.4. Backward bifurcation analysis

Here we will discuss about the possibility of having backward bifurcation phenomena. To explore this phenomena we will
use the center manifold theory described in Carr (2012), Van den Driessche and Watmough (2002) and apply change of
variable formula. For this, let S = x4, S¢c = X2, Sy = X3, E1 = X4, E2 = X5, I; = Xg, Is = X7, loc = X8, Isc = X9, Q = X10, H = X171 and

R = xi2, and hence model (2) can be written as ¥ = (fi,f, f3. fa. f5. fo. f7. fs. fo. fro, fin, fi2)T,  where
X = (X1, X2, X3, X, X5, Xg, X7, Xg, Xo, X10, X11,X12)' and then we have

dx

d—t] = fi = A=Ax;—kyxq,

Cfiitz = f = Qq—T32% - kX2,

dx

d_l? = f3 = gsxl+6155X2+192£SX12—(1—e)/{x3_k3x37
ddi;l = fa = Ax1+T3Ax+ (1 —€) Ax3 + aAX1p — kg Xq,
dXs

qr - fs = 01x4—ksxs,

% = fo = dyoyx5 —keXe,

d (14)
X7 . _ B

Tt = = daoaxs—kixg,

dx

d_tS = fs = d30yx5 —kgXg,

dx fo = (1—d)oyxs —kgxg,

dt

dx

T}O = fio = 0sX7+ 0scXg — k19 X10,

dx

T}’l = fl] = (Psx7+(PSCX9+(qu1O—I(“x]]?

dx

dltZ = fio = 1l/axs'i“//s?ﬁ"!‘lpacxg"!‘lpgc?(g—i—lf/qu—‘rlPth—06/1)(12—k12x127

(1—em)B(neXs +NgXe + X7+7 1 X3+ 2 Xg)

A=
N — (x10 +X11)

The Jacobian of system (14) is given by:
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Table 2
Estimated parameters for model (2).
Parameter Baseline Values Units References
A 5000 Day™' Estimated from Omame et al. (2020)
8 0.395 Day’! Fitted
m 04 - Ngonghala et al. (2020)
e 0.8 - Ngonghala et al. (2020)
1,2 1.15,1.25 - Fitted
T3 1.5 - Fitteed
Nes Ma 0.6, 0.65 - Fitted
£ 0.0001 Day™' Fitted
« 0.0001 Day’! Estimated from Omame et al. (2020)
€ 0.001 - Estimated from Omame et al. (2020)
01, 02 0.2,0.11 Day™' Ngonghala et al. (2020)
dy, dy and d3 0.25, 0.525, 0.075 - Assumed
1—(dy +dy +ds3) 0.15 - Assumed
T, Osc 0.116,0.2 Day Ngonghala et al. (2020)
Q 0.2 Day Ngonghala et al. (2020)
@s, psc and g 0.15, 0.2, 0.25

1
1

Day! Fitted
1
1
1

Var ¥s: Yac, Vs ¥q and Yy 0.14, 0.12, 0.13, 0.11, 0.2, 0.09 Day Ngonghala et al. (2020)
Oes 0a, Os, Oqcy Osc and Opy 0.0095, 0.02, 0.025, 0.03, 0.0095, 0.015 Day Ngonghala et al. (2020)
u 0.0001 Day Ngonghala et al. (2020)
01, 02 12,08 - Fitted
ki 0 0 0 “NeJ1 -mgd1 -h -mhi -1 0 0 0
Q -k 0 O N2 —Ng2 - —T1)2 —T2» O 0 0
& 01& —k3 O —NeJ3  —MgJ3 -3 -T1J3 —-m2J3 O 0 0%
0 0 0 —ki mels NgJa  Ja TJa s O 0 0
0 0 0 01 —ks 0 0 0 0 0 0 0
) = 0 0 0 0 di oy —kg 0 0 0 0 0 0
JZ={ 09 0o 0o 0o dyoy 0 -k 0 o o0 o o |
0 0 0 0 d; oy 0 0 —kg 0 0 0 0
0 0 0 0 (1-d)ay 0 0 0 —kg 0 0 0
0 0 0 0 0 0 O 0 osc —kig O 0
0 0 0 0 0 0 o 0 Psc g —ki 0
0 0 0 0 0 Ya 12 Yac Yse ‘pq Y —k12
where,
] (1—em)Bkyks = (1—em)Bks3Q I = (1—em)B(1—e)és(ky +0,Q)
1 k1 k2 2= k] kz 3T k1 k2 ’
and J, 1 —em)B {ky ks + 732133 + (1 —e)&s (ky + 04 Q)}.
1K2

Now consider .%#. = 1 and § = §* is a bifurcation parameter. Thus we get

N**
(1—em){S*+735.+ (1= ¢S, + aR*} (e Be + g Ba + Bs+7 1 Bac+.7 2 Bsc)

=6 =

The Jacobian J( &) of (14) with § = §* (8* calculated at the DFE, &), denoted byjﬂ», has a simple zero eigenvalue (with all
other eigenvalues having negative real part). Hence, center manifold theory (Carr, 2012, Castillo-Chavez and Song, 2004), can
be applied.

Eigenvectors of ;- = J( Z0)| gp:

When %, = 1, a right eigenvector corresponding to the zero eigenvalue of the jacobian (]ﬁ~) is given by w =

T
(W1, Wy, W3, Wy, W5, Wg, W7, Wg, Wy, Wyg, W11, Wyp] , Where.
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(neJ1 W5 +ngJ1 We +J1 W7 +71J1 Wg +T72J1 Wo)

W]:_

kq ’
wo — W1 = (MeJaWs +1aJ2 W +J2 W7 +71J2Ws +T2Ja Wo)
2 I<2 b
_ Wy 018wy +05EWio — (MeJ3Ws +Naf3 W +J3 W7 +T1J3Ws +T2J3Wo)
k3 ’
ksw dioyw dyoow dsoow 1-d)o,w
wa = W5 e e, wg = 192Ws . G20aWs - d30) 5,w9:( )02 5
01 k6 k7 ](8 kg
OsW7+0scWg PsW7+@scWo +9qW1g ‘l/aWG+¢5W7+¢acw8+¢scw9+wqwlo+whwﬂ
Wio = ko Wi = ki , Wi = [ -

Further, a left eigenvector of | 5 corresponding to the zero eigenvalue is given by v = [v4, V2, V3, V4, Vs, Vg, V7, Vs, Vo, V10, V11,

vi2]
where.

vp = vy = w3 = v = v = vz = 0, vy = vy,
v ne]4v4+d10'21/6+d20'2117+d30'2vg+(1fd)ﬂzvg
5 I<5 b}

_ Malavg _ Jawng _ TiJavq _ T2Javg

Vg = k , V7 = 177 Vg = I , Vg = .
6 k7 kg kg

Computations of a and b:
The expression for a and b from Carr (2012), Castillo-Chavez and Song (2004) is:

9* o a*
a = Ykij1 VkWinW&(goﬂ ),

2 *
and b = S0 uwitls (#o, 87),
which becomes

1
{2(1—em)Bkq kyks (MgWg+1eWs+T1 Wg+TaWg+W7)(+Quaw ks —Quawy 01§
Ak 1001 E ks 1 hoZe)2 ( )Bk1ka k3 (1qWe+neWs+T1 W +TaWo+W7) (+Quawy k3 —Quaw; 0185

+Quawsks —Quawy 16— Quaws 018, —Quawg 01 £+ QevgW7 01 £ —Qk3 T3v4W7 +ekpvaWrE s+evgWi & ko +evgWo b ks
—evaW3koka+evgWal ko +evgWséky +evgWgsky +evgWgé ko +evgWobsky +evgWipE ko +vaWok ko T3 +ugWo ko k3 T3
+QavgWiE +Qavgwia k3 +Qevgwy 0185+ QevgWy 018 —Qevg W k3 +Qevgwy 01 £+ Qevgwg 16+ Qevgwg 1 £
+QevyWgl1&s+QevgWyp 0185 —Quawi k373 +Quawy 018573 —Quaws k3 73 —Quawy k3 73 — Quaws k3 73— Quawg ks 73
—Quawgk3 T3 —QuaWgks T3 —Quawqa k33 +avgwir€sks +avgwia ko ks — Quawg 01 & —Quawg 01 65— Quawyo6
—vaWa&sky —vgWako ks —vawabsky —vaWakyks —vgWsEsky —vaWsky k3 —vaweEsky —vaWeka ks —vawgésky —vgwgkaks

—v4Wolsky —vgWoky k3 —vawi28sky —vaWiako k3 +Qevgws 1 &5 —Quaws 0165 —kykavawy —kakavawoE) },

b (1—em)
T (Qk3+ Q0 &+ kaks +kaEs)
—ekovals —Qus b 65+ Qua &5 —kaksvy +kaksvg —kav3és +kovals).

(NgWe+1eW5+T1 Wg+ToWo +W7) (Qevz 01§ — Qevg 0155 —Qka T3v5 +Qk3 T304 +ekyv3 s

Hence according to Theorem 4.1 of Castillo-Chavez and Song (2004), it follows that model (2) will exhibit backward bifur-
cation at .%. = 1 whenever a > 0 and b > 0. In this case with « = 10 and all other parameters as given in Table 2, we have a =
0.00002083149795 > 0 and b = 0.4997487034 > 0. Thus backward bifurcation phenomenon occurs at % = 1. This is shown
in the figure (Fig. 2) below.
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Fig. 2. Backward bifurcation diagram of model (2).

4. Dynamics of the model considering no re-infection
Now we will discuss the cases when there is no re-infection.

4.1. Global stability of DFE with « = 0

Theorem 2. The DFE of the COVID-19 model (2) with a = 0, given by &, is globally asymptotically stable (GAS) whenever
FHe < 1.

Proof. We consider the following linear Lyapunov function:

L= WEL+QE + 8310+ %l + 2 lac + % Isc,

where,
a —
1 = m[nek5k7kg ko + k7 kg kg d4 02 Mg +kgkgkgdy s Na +kgky kg d309.7 1 + kg k7 kg (1 7d)0'2 T3],
o k4 - Na kg - kg - 7] kg .
L = E 9, &5 = kG 1727 4 = k7 (727 5 = k8 quv 6 = 1.

Differentiating the above Lyapunov function we have the following
7= 2 E1 +92E:2 +Q3ia +Q4is +951ac+96isc

= {/15-"-73 ASc+ (1- EV)ASV-FO(/\R— k4E1}+Q2 (01 E1 — ks Ep) + %3 (dq 02 Ey — kg Ia)+
Q4 (d2 ()] Ez — k7 Is) + 25 (d3 (4] Ez — kg Iac) + L5 {(1 - d) gy E2 — kg Isc}
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B(1—em)(S"+73S,+(1-¢)S,)

= (=0 kg+9%01)E1+ {91 Ne —Qoks+23d109+24dy 09 +85d305 +9(1 7d)0’2}E2+

N**
{Qmaﬁm—em) 5 +Z‘:’SC+(1_6)5”)—1231{5}1(14—{91ﬁ(l_em) (s +ESC+(1_6)S")—Q4I<7}IS+
N N
{Qmﬂu—em) (s Tvzfscm—e)sv)_Q5,<8},ac+{mﬁ<1—em) TS 1295 g,

After some rigorous calculation it can be shown that

o< Meko(ma Vg Take (T2 Y iR (T2 1) TR (T2 Y ke (2 2e—1) e,
T kg T kg T kg T kg

Thus

. kg (179 — _
< < i (é Hc— 1) (Me E2 +mgla + s+ 1 lac+7 2 Isc)

AN**kg T2
B —em)r, <_ He- 1)

_ k
< 0 for ,%Cg—g < 1.
T2

Also = 0 if and only if E; = I = I = I;c = Ic = 0. Hence -~ < 0. Therefore, . is a Lyapunov function on & and thus it
follows by the LaSalle's invariance principle (LaSalle, 1976) that, the DFE of the model (2) is globally asymptotic stable
whenever . %, < 1. O

4.2. Endemic equilibrium point (EEP) with « = 0

When «a = 0 equation (12) reduces to

*

FO) = Mad™ M3 27 M P My X My = 0. (15)
where,

My =(1-e)Ay (Wckia +Wr)+A473(1—¢),
M3 =A4T3]€3+(1 7€)A4k2+(1 *6)A5T3 +A7 +A1 k3 (WCI(]2+Wr)+(1 7E)A2 (ch12+Wr) +A4Q(1 76)
—B(1—em)(neWe+ngWa+Ws+71 Wac+7, Wse) A (1—-€)k12,

My = Agko k3 +Ag73(1—€)+A5T3k3 +As (1 —€)ky +Ag+(1—€)A3 (Wekio +Wr) +As ks (Wekqo + W) +A4Qks +As5Q(1—¢)
—B(1—em) (e We+1q Wa+Ws+71 Wac+72 Wsc) (At ks k1o +A2 (1-€)k12),

M] = A5k2k3 +A5T3k3+(1 —E)’(2A5+A9+A3k3 WCklZ +A3k3 Wr+QA5k3 +QA6(1 —6)
—B(1—em) (1, We+1qWa+Ws+71 Wac+72Wsc) (A k3ki —A3 (1-€)k12),

Mg = QAgks +Agky k3 +A19—A3B(1—em) (e We+nqWa+Ws+71 Wac+7,Wie) k3 ky,

where Aj's,i =1, 2, 3, .....,, 10 are the expressions from subsection 3.3 with a« = 0.

4.2.1. Local asymptotic stability of endemic equilibrium point (EEP) with o = 0

Using the parameter values as given in Table 2 with a = 0, it can be shown that.%. > 1 and out of the four roots, one root is
real positive, one root is real negative and other two roots are complex. So there exists a unique endemic equilibrium of
system (2). Again using the same parameter values in the expression of a and b, we get a = — 0.000001860809076 < 0 and b =
0.4997487034 > 0. Thus according to the Center Manifold Theorem (Castillo-Chavez and Song, 2004), this unique endemic
equilibrium is locally asymptotically stable when %, > 1.

4.2.2. Global asymptotic stability of EEP with « = 0

Theorem 3. The EEP of the model (2) with no re-infection (a = 0) is globally asymptotically stable (GAS) whenever %, > 1.

The graph-theoretic approach discussed in Shuai and Driessche (2013) will be used to construct a Lyapunov function and
to prove this theorem. Using Theorem 3.3, Theorem 3.4 and Theorem 3.5 of Shuai and Driessche (2013), the Lyapunov
function can be constructed as follows:
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Proof. The following Lyapunov function is considered:

e e S e @S o S « . E
(sfs -S ln?>+<sc—sc—sc 1n§§>+(svfsufsv ln§>+(E1—E1—E1 lnE—l),

(o v 1

4

Ly = Ey—E53—E) lnE—f, Iy = la—I, -1, lnI—‘j., Ly = Is—1I; -1 lnl—i, s = IaC—I:,C—IZClnIﬁZ—C7
EZ ]a Is ]ac
Z6 = le—If—1I In ILC
ISC
Differentiating with respect to t we get
Jllg 5%(1*6’")52{5 ::73SC+(17€)S1/} (Ef,]nE%,Eile]nE%) = 012612
N E; E; E Ey
1—em)I, {S" Sc+(1—-¢S,
n Bnq( )a{N:TB ¢+ ( €) v} (I—f—lnl—'f—E—l ll‘lE—1> —: a;3Gy3
Ia Ia El El
1—em)l; {S Se+(1-¢S,
ﬂ( em) s{ 1;;:3 C+( 6) u} (I—i—lnl—i—E—1+lnE—1) —. (114G]4
Is Is El El
N 671(1—€m)12c{5;:735$+(1—6)53} (L, n’gfu’izmig) . a1sGys
Iac Iac El El
N 37'2(1—em)lzc{s*:f3sz+(1—e)S:} (Is_c_ nISTC_E_l_HnE_l) GG,
N I I, E E;

sC sC

j”zg olE’{ (E—l— nE—l—E—f-&-lnE—z) =: 01 Gy,
, " E; 1 I
7L< dyoyE, (*f 1 —371—‘: lﬂ#) =: a31G3y,
2 2 a a
" Ey I I
I < dyor By (2 —In=2-3+1 —i) =: 41 Gyq,
4 202Ly <E2 E2 IS IS 41 Y41
L5 < d3oyE, <—f—1HE—f—%—C+IH%—C> =: @51 Gs1,
Ez EZ Iac Iac

Z5< (1-d)oyE (%*IHE%*ILCJJHISTC) =: dg1 Gg1,

2 EZ Isc Isc
where.
ay — B (1-em) E, {il::r73$2+(1—e)53}7 a3 — Bna (1—em) I {’fl*:rfask(l—f)si}v
Gy = B(1—em)I; {S’;\’-t:'352+(1—6)5:}7 a5 — B (1—em) I, {51f735;+(]_5)53},
A = B2 (Fem)l;{Aslijrfash(lfe)SZ}'

ay =01Ey, a3y = d10zE5, as = dyo1Ey, a51 = d302E5, agy = (1 — d) oz Es.

With the constants a;; and A = [a;;], the following directed graph (Fig. 3) can be constructed. >~G;; = 0 along each of the
cycles on the graph; for instances, G41 + G14 = 0, Gg1 + G16 = 0, and so on. Then by Theorem 3.5, there exist constants ¢;, i = 1, 2,
..., 6 such that ¥ = 2?11 ¢i < is a Lyapunov function for equation (2). To find the constants ¢; we use Theorem 3.3 and
Theorem 3.4. d*(2) = 1 we have ¢, ax; = ¢1 aq2.

g(—em) {S'+73S;+(1-¢) S, } 1. E;

+(3) = 1 j i —
S EN d*(3) = 1 implies ¢3 az; = ¢q ai3.

Hence setting c; =1 we get ¢, =
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Fig. 3. Directed graph of system (2).

B (1—em) {S+r3s+1 eS}naadJr

4 o, EN" (4) = 1 implies ¢4 ag1 = ¢1 A14.

Hence setting c; =1 we get c3 =
B (1—em) {S+735+1 9SS} I d+

b0 LN (5) = 1 implies c5 as; = ¢ ass.

Hence setting c; =1 we get ¢4 =

B(1—em) {S +13S;+(1-6) S, } 71 I, d*(6

G EN (6) = 1 implies cg agy = c1 ase.

Hence setting c; =1 we get ¢c5 =

_ B(1-em) {5+735+(1 é)S}TZ .

Hence setting c; =1 we get cg =

(1 d) 0 EN

Therefore with the functions f/,. constants ¢ given above and 7 — OU=em{s - Ser(1-95.}
[oZN neE > Maly TZI;C [ .

L=+ T 2:/ + /daE + J’dUE L5+ (/7@41)1725; 6 is a Lyapunov function for (2). One

can easily verlfy that for system (2) with thls Lyapunov function and with #” = 0 the largest invariant set will be the set &7.
Hence, using LaSalle's invariance principle (LaSalle, 1976), we can say that & is globally asymptotically stable in the interior
of . O

5. Optimal control

In this section, to control the spread of Covid-19, we reconsider the model (1) and formulate an optimal control problem
with four control variables u1(t), ux(t), us(t) and ug4(t). The control uq(t) aims the efforts to increase awareness towards pre-
venting COVID-19 infections by susceptible individuals (S), co-morbid susceptible humans (S;), vaccination individuals (S,)
and recovered individuals (R) through various awareness program. Control u,(t) ensures the implementation of continuous
vaccination, increase of vaccination rate and spread of vaccination program nationwide. us(t) is COVID-19 detection control
that represents the fraction of symptomatic individuals (Is and Is.) that are identified and quarantined for prevention of
contacts with susceptible individuals. u4(t) represents the control that ensures better treatment and better care for the
hospitalized individuals. Thus the revised model becomes:

S= A-(1-u)AS—QS—£(1+uy)S—uS,

Sc= QS—(1-u) 7328~ b1 &5(1+ ) Sc — mSc,

So=E(1+up)S+01& (1 +up)Sc+ 086 (1+u)R—(1-up)(1-€AS, —k3S,,
Ey = (17”])1(54’573554»(1*6)5y+0[R)*k4E17

E, = 01E —ksE,

Ig = d] (7'2‘52—/(51a7 (16)
Is = dyoyEy — o5 (1+us)ls — (Vs + o5 +0s + ) Is

Iac = d303Ey — kglac,

Ise = (1—d)ozEy —o5c (14 u3) Isc — (Ysc + @sc + Osc + 1) Isc,

Q = os(1+u3)ls+osc(1+us3)lsc— k1o Q,
H = ¢sls+osclsc + 99 Q — Yn(1 + usg) H— (0p + w H,
R = VYola+ Vsl +Yaclac + Vs Isc + ¥ Q + ¥ (1 +ug) H— (1 —ug) AR — 0 & (1 + up) R— uR.

The objective of optimal control system is to find the controls that minimize the total infected individuals and the cost of
implementing the controls, that is, to find the minimal values of uy, uy, u3 and u4 subject to the state system (16). In this paper,
we consider a quadratic objective functional which includes pre-symptomatic individuals, asymptomatic infected individuals
having no co-morbidity, symptomatic infected individuals having no co-morbidity, asymptomatic infected individuals having
co-morbidity and symptomatic infected individuals having co-morbidity along with the four controls uy, uy, us and ug.
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Quadratic objective functional is considered due to the fact that intervention is non-linear in its nature (Ndii and Adi, 2021). In
fact, quadratic control is a common form of an objective functional in an optimal control problem and is frequently used in the
literature (Ndii and Adi, 2021, Alemneh and Alemu, 2021, Kim et al., 2018, Shen et al., 2021, Majumder et al., 2022, Zamir et al.,
2021, Omame et al., 2020, Li and Guo, 2022). Thus we have the following objective functional

(Fl u%+F2u%+F3u§+F4uﬁ)}dt (17)

T

1

Ju s, ug) = DB+ Dol Dalt Dy 4 Ds it 5
0

The positive coefficients Dy, D2, D3, D4, Fy, F2, F3 and F4 are balancing weight parameters, while the controls uy, uy, u3 and ug
are bounded, Lebesgue integrable functions.

Theorem 1. Let the set of controls for problem (16) be Lebesgue integrable functions (instead of just piecewise continuous
functions) on 0 < t < T with values in R. Then there exists an optimal control u™ = (u}, U5, u3, uy € #) such that J(uj, u3, u3,
uy) = min {J(u, Uy, Uz, ug) : ug(t), Ux(t), us(t), ug(t) € 73,

where 7 = {(uy, uy, us, uy) : u;(t) is measurable on [0, T], 0 < u;(t) < 1, i = 1, 2, 3, 4} is the closed set subject to the
control system if the following conditions are satisfied (Fleming and Rishel, 2012).

1. The set of state variables and controls is non-empty.
2. The control and state variables are non-negative values.
3. The control set 7/ is convex and closed.
4. The integrand of the objective functional is convex on 7.
5. Successful responses on [0, T] satisfy an a priori bound:
[x(t;x0,u(.))| < a, for allu(.) € Z(T), 0<t<T
where a = «(T) is a constant depending only on T. This condition is implied by the followings:

(@) Ig(t, x1, u)l < Gy (1 + |x] + |ul)
(b) lg(t, x1, u) — g(t, x, u)| < C2 ¥ — x| (1 + |ul)

6. There exists constants C3, C4 > 0 and Cs such that L(t; uq; uy; us; uy) satisfies

G
L(t; up; s ugi ua) = Co+ Ca (Jur? + o + fusl® + ugf?)
Proof. Let us consider the following basic optimal control problem in the form of ordinary differential equation.
x =g(t, x(t), u(t)), x(0)=x9, u(.)e #m with associated cost C[u fo u(t))dt,
where x(t) represents state variable and 7 represents control and f, g are glven contlnuous functions with values in R" and

—_

. Let 7 be the class of all admissible controls in time t, 0 < t < T. Obviously for some T, #(T) is non-empty, #(T)+ @, since
we can't have an optimal control without at least one successful control. To prove that the set of controls is nonempty, we
will use a simplified version of an existence theorem (Theorem 7.1.1) from Boyce and DiPrima (2020). Consider S = x4, S¢ =
X2, Sy = X3, E1 = X4, E> = X5, Ig = Xg, Is = X7, Iac = X3, Isc = X9, Q = X10, H = X11, and R = X1, and thus in vector notation system
(16) becomes ‘% = F(t; X), where X = (x1,xz,x3,x4,x5,xG,x7,x8,x9,xm,xn,xu)T and F =

1, fos Fs, fas f5. for . fs fo, fro, fin, faz)T. Let uy, s, us, and uy are some constants. Since all parameters are constants and
all xi's are continuous, then all fi's are also continuous (i = 1, 2, .....,, 12). Additionally, the partial derivatives "f' i=1,2,.
, 12 are also continuous. Therefore, there exists a unique solutlon (S Se» Sw E1, Eo, 1g, Is, Ige, Ise, Q, H, R) that satlsﬁes the 1r11tlal
COl‘ldlthl‘lS. Thus, the set of controls and the corresponding state variables is nonempty and hence condition 1 is satisfied.
2. It is obvious that the set of state variables and controls are non-negative.
3. Lletu,ve # and r € [0, 1], then obviously ru + (1 —r)v>0.Againru<rand (1 —-r)v<(1-r)

Thus,ru+(1-r)v<r+(1-r)=1HencewehaveO<ru+(1-rv<1
Thus the control space

7 = {(u1, uy, us, ug) : (Ug, Uy, us, ug)is measurable and 0 < uy, < uy (t) < uy,,, <1,

O0<uy, <up(t)y<uy, <1,0<u;, <us(t)<us, <1,0<uy, <ug(t) <ug, <1} isconvex.
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4. The integrand of the objective functional is given by

L(t; ug; up; us; ug) = DyEy+ Dyla+ D3ls+ Dylac+ Ds e + 3 (Fyu3 + Fu3 + F3u3 + Fyul)
Here L is a twice differentiable function of many variables on the convex set % and let H denotes the Hessian of .. We can

determine the (strict) convexity of L by determining whether the Hessian is positive (definite) semi-definite. The second
partial derivatives of L are.

Loy =Fy, Luyu, = 0, Luyus = 0, Luyyu, = 0,
Luu, = 0, Luyu, = F, Luyuy = 0, Luyu, = 0,
[Lu3u1 = 07 [Lu3uz = 07 [LU3U3 = F37 [Lu3u4 = 07
[Lu4u1 = 07 [Lu4u2 = 07 [Lu4u3 = 0~, [Lu4u4 = F47

So its Hessian is.

FF 0 0 0
(o R 0 o0
=10 o0 r o

0 0 0 F

The Hessian is positive definite and hence .7 is strictly convex.

5. Consider g(t, x, u) = a(t, x) + u f(t, x) and assume that g(t, x, u) is of class C! and |g(t, 0, 0)] < C, |gx(t, x, u)| < C(1 + |u]), |gu(t, X,
u)| < C for some constant C.

Applying Mean Value Theorem we get.

g(t7X17 u) _g(t7 X, u)
X1 —X

g (t, x1, ) —g(t, x, w)| = |xq —x|[gx(t, x, )| < [x1 —x|C(1 + [u])

:gx(t,& u) = g(tv X], u) _g(tv X, u) = (X1 _X)gx(t» X, U)

Therefore, |g(t, x1, u) — g(t, x, u)] < C|x1 — x| (1 + [u])

X0~ 8E0.0 _ gt,x,0) = git.x,0)~g(t,0,0) = xg(t.x 0)

lg(t, x, 0) —g(t,0,0)] = |xgx(t, x,0)

lg(t, x, 0)] — [g(t. 0, 0)] < I|x|gx(t, x,0)] as [g(t.x, 0)]—|g(t, 0,0)] < |g(t, x,0)—g(t, 0, 0)
lg(t, x,0)|—C < Clx| = |g(t,x,0) < Cx[+C = [g(t,x,0)] < C(1+]x])

Now.

g(t7 X, u) 7g(t7 X, O)
u

|g(t X, Ll) _g(tv X, 0)| = ‘ng(tv X, U)‘ = |g(t7 X, u)‘ - \g(t, X, O)' < ‘u‘ ‘gx(t, X, u)|
lglt, x, )| -C (A +x) < Cluf = |g(t,;x, u)] < Clul+C(1+]x])

= gu(t,x,u) = gt x, u)—g(t x,0) = ugytx u

Therefore, |g(t, x, u)] < C (1 + |x| + |ul).

6. The state variables being bounded,

let C; = min(Dy E; + Dylg + D3ls + Dalac + Dslsc), C4 = min (F2—1+';—2+%+F2—4), and Cs = 2. Then it follows that L(t;
Uq; Uy; Us3; Uy) satisfies.
[
L(t; uq; Ug; uz; Ug) > C3+ Gy (‘u1|2 +ug)? + |usl? + |u4\2) *foralltwith0 <t <T,x, x,uinR. O

After establishing the existence of an optimal control, to obtain the necessary conditions for the optimal solution, we
applied Pontryagin's maximum principle (Pontryagin, 1987) to the Hamiltonian .7 defined by
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1
# = DiEy+Dyla+Dsls+Dylac +Ds lsc + = (Fy W +Fu + F3u} + Fyud)

+81 [A-(1—-u)AS—-QS—E(1+uy)S—puS

+£2 [st(l7u1).’73ASC70155(1+u2)Scquc}

+83 [Es(1+up)S+01&(1+up)Sc+ 028 (1 +up)R— (1 —up)(1—€)AS, — pS)]
+84 [(1—-u)A(S+T 35+ (1—¢€)S, +aR) — k4 Eq]

+8s5 [01E1 — ks E3]

+86 [d1 02 Ex — ke ld]

+87 o2 By — 05 (1 +u3)ls — (Y5 + @5 + 05 + p) Is]

+8s [d3 02 Ex — kg lac]

+89 [(1—d) oz Ey — a5 (1+u3) Isc — (Vse + @sc + Osc + i) Isc]
+810 (05 (1 +u3)Is + asc (1 +u3) Isc — k10 Q]

+&1 [(Psls+¢sclsc+<ﬂqQ—‘//h(1+u4)H—(6h+N)H]

+812 [Vala+ Vs ks +Vac lac + s Ise + ¥ Q +Yn(1 +ug) H— (1 —uy) @ AR — 0 & (1 + u2) R — pR],
(18)

whereg;,i=12, ... ... , 12 are the adjoint variables.

Theorem 2. Given an optimal control (u}, u5, u3, uy) and corresponding state solutions S1 =S, Sp = S, S3 = Sy, Sa = E1, S5 = E2, S¢
=1lg,S7 =1, Sg = Igc, So = Ise, S10 = Q, S11 = H, S12 = R of the corresponding state system (16), there exists adjoint variables, g;,i =1,
2, , 12 satisfying

dg,' - oH
dt aS;
with transversality conditions gi(T) = 0, where,i=1, 2, ... ... , 12 and control set (u7, u3, u; uy) characterized by

W = max{O, min(L (84— 81)AS+ (84— 82)T3ASc+ (84— 83) (1 —6)15u+(g4—g12)0¢/1R) }7

F
u = max{ (17 -8 555+(g2*g3)F01 £sSc+ (812 —83) b2 &s ) },
’ (19)
uz = max{O, mm(L (&7 — £10) USISJ;.(gg _gm)JSCIS(') }
3

= max{O, m1r1<1, (&n 7g12 )¥n )}

Proof.
d o7 -2 |
- —m{0imar gm0 -us T -a{e- a-wns )

o {E 1w - - -5 g {0 -ui- (1 -u) 51735+ (- 95+ aR) 12

A
g1 {(1 “up)aR V}’
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d Y 2 )
= = {0uws g ra {0 wnin i -0 unsg )

_g3{(0155(1+u2)—(1—u1)(1—e)S,,;J—f})—ng{(l—u1)T3/1+(1—ul)(S+73SC+(1—e)Sv+aR) I:l_’/}}’
*812{(1*111)041?%}7

B —a{-wsEra{i-wns s {0-wa-ai-a-ua-os ),
,g4{(]7u])(]—e))\+(1*ul)(s+«7gsc+(]76)Sy+aR)I:Tf}fg]2{(l*U])OLR%},

dg4 o 0(7/_
A

o e (L L ey (L LA

+g3{(1 —uy)(1-6)S, (M,L) }fg4{(1 —Up)(S+T3Sc+(1— €Sy +aR) ((PeNim)ﬂnefi)

N* N* N
1-em A
+85(02 4 0e) —Zed1 02 —g7dr 07 — gz d307 —go (1 —d) 02+ 812 { (1-uq)aR ((Nﬂ_V) ,

% _ 7 -Dy+g {(1—u1)5(%—i> }+g2{(l—u1)735c <%—i’«) }v

dlg N N N N
+g3{(1 —uy)(1-9)S, ((lfjvim)ﬁnawi> }fg4{(1 —Up) (S+73Sc+(1—€)S,+aR) ((1*61\[7’")5’7(1,1\]&)
+ao(Wat80) e { ~vo+ (1-uar (S0P L)

% = _60_17;/ = —D3+g1{(1—u1)5<(1_1\’ﬂ—%)}+g2{(1—u1)7'35c<(1 _15* )ﬁ_%> }7
(1-em)f A (1-em)pB 2

L 7F)}7g4{(1ful)(S+<73Sc+(lfe)Sv+aR)( - 1\7)

s {(1-ma-9s, (

1—-em A
gy (05 (14 113) U5 + 05 +05) — g1005 (1 +U3)—g11(ﬂs+g12{—\//s+(l —ul)aR((Ni*’ﬁ—F) }

% = —31—7;: = D4+ {(1 —U1)5<(l_i\[4ﬂ2)ﬁﬁ—%) }+g2{(1—u1)r3sc ((1_6;\]7”2)671_%) },

(1-em)B1y 4 1 em)ﬁﬁii)

+g3{(1—u1><17e)sv( ! F)}—gzx{(l—ul)<s+%sc+(l7e>sv+oue>(( —ein L),

8 (Vac+0uc) 812 { ~Vae +(1-u) R <(1‘6N7m)ﬁ“—Ni) b
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= o e { 0w () e {0 cwns (FGRER ) )

sep{(-una-os, (52 Y g f 1wy e 7aser (- 95, +am (5252 ),

N*
1fem T A
+89 (0sc (1+u3) +Yse + @5+ 0sc) — 810 0sc (14+U3) — 11 0sc + 812 { —VYse+(1—up)aR <( b2 *N*) }

d Y4

5;0 = T3q " & (Vg +#q) — 8110 — 812V,

d ar

5;1 = g ~ &u (W (14 ug) +6p) — 812 ¥ (1 4+ uy),

dg o —2 _1
R gl{(lfll])sN} g2{7(17u1)r3scﬁ}7

_A}
N* )

—g3{(0255(1+u2>—<1—u1><1—e> uI‘Vf}—g4{(1—u1>xa+(1—u1)<S+.735c+<1—e>sv+aR>

g { - (1 -waR - (1w - b5+

Now% =0, i =1,2,3, 4implies

07
o~ 0 Uy +AS (g1 —84) + 7345 (82 —8a) + (1 - €) A5, (83 — 84) + € AR(g12 —g4) = O,
o7 £
auy Fyup +£S(83 —81) +01&5Sc (83 —82) + 02 &R (g3 —g12) = 0,
s = Fuz 405l (810 — &7) + 0scIsc (810 — &) = O,
07
W = F4U4+\0hH(g127g11) = 0.
4

Solving the above system we have

W = (84 —81)AS+ (84 —82)T3A5c+ (84 —83) (1 —€)AS, + (84 — &12) € AR

Fy
4 81 -83)8s S+ (82 —83) 01 85Sc + (812 — 83) 62 &5 R
2 F2 I,
i = (87 —&10) TsIs + (89 — &10) Tsc Isc

F3

U (811 —812)¥nH
4 — F4

Hence the set of controls satisfy (19). O

6. Numerical simulations

In this section we have used our model to carry out numerical simulations using base line parameter values as given in
Table 2.
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6.1. Data collection, data fitting and parameter estimation

Data relevant to our model has been collected from the official website (Worldometers, 2019). Some parameter values
have been obtained from already existing literature. Other parameter values have been calculated using the MATLAB fmin-
searchbnd function to fit the real data with our model. The fitting results obtained from our model are shown in Fig. 4 and
compared with the daily infected cases of the USA. This figure suggests that our estimated values are very close to the real data
and hence are reliable. The simulation results are presented in magenta color for § = 0.60, green color for ¢ = 0.57, blue color
for 6 = 0.62 and red color for 6 = 0.78.

6.2. Global sensitivity and uncertainty analysis

Sensitivity and uncertainity analysis is discussed in this section to study the uncertainty of our model and to identify the
most influential parameters those can control the COVID-19 transmission (Marino et al., 2008). Parameters whose PRCC
values lie in the range |PRCC| > 0.5 and have p-values less than 0.01 are thought of as highly correlated with the response
function (Blower and Dowlatabadi, 1994, pp. 229—243, Taylor, 1990). In order to perform PRCC analysis, we start with Latin
Hyperbolic Sampling (LHS) of the model parameters. The LHS matrix containing the LHS parameters are obtained by uniform
distribution. In this paper, for PRCC analysis the model is simulated 500 times and the model is run for 510 days.

6.3. Effect of various parameters on the transmission dynamics of Covid-19

Now we will discuss about the top ranked parameters those can control the spread of COVID-19 nationwide. Performing
PRCC analysis for the variables I, I and basic reproduction number (%) (Figs. 5—7) it is seen that effective contact rate (§) is
the most important parameter that has a impact on the dynamics of COVID-19. These figures depict that () is positively
correlated with the response functions Is, Isc and .%.. This implies that minimizing the contact rate (increasing social dis-
tance), we can control the spread of COVID-19. Fig. 8 deals with the simulation of the model with different values of the
effective contact rate parameter (). From this figure we can observe a significant decrease in the number of daily infected
individuals, daily hospitalization cases and cumulative deaths with a reduction in effective contact rate and hence disease
related complexity decreases.

Figs. 5—7 also show that e (mask efficacy) & m (mask coverage) are negatively correlated with the response functions I,
Isc and .% which implies we can reduce the disease related complexity if highly efficacious face mask can be used by a greater
number of population in the community. Numerical simulations are also performed to present the combined effect of face
mask coverage and face mask efficacy on the transmission dynamics of COVID-19 (Fig. 9). This figure tells that an increase in
the value of e & m can help reduce the number of daily infected individuals, daily hospitalization cases and cumulative deaths.
As for example Fig. 9 (a) shows that when no face mask is used the peak value is 423391 but when 25% of total population uses
face mask of 25% efficacy, peak value becomes 365698 which implies a 13.6% reduction in peak value. Further a 16% reduction
is noticed when 50% of total population uses face mask of same efficacy. Again a 19% reduction is noticed when 75% of total
population uses face mask of same efficacy. Fig. 9 (b) shows a 27.5% reduction in peak value when 25% of total population uses
face mask of 50% efficacy. This figure also shows a 38% reduction in peak value when 50% of total population uses face mask of
50% efficacy. Further a 49% reduction is observed when 70% of total population uses face mask of 50% efficacy. Fig. 9 (c) shows
a 41.5% reduction in peak value when 25% of total population uses face mask of 75% efficacy. This figure also shows a 61%

%10°

Fig. 4. Number of daily infected individuals in the U.S starting from December 13, 2020 to 19 March 2022, are plotted with the simulation results using the model
(2).

679



AK. Saha, S. Saha and C.N. Podder Infectious Disease Modelling 7 (2022) 660—689

PRCC between Parameters and I

T T T T T T T T T T g siificant Parameter with Positive Correlation
[ Parameter Not Significant (Positive Correlation) -
I Significant Parameter with Negative Correlation

&f osb------8 Critical Value of Statistical Significant (0.5) |WEParaucter Not Significant (Negative Correlation)| i
° MNa

5 0 671 ri\ ’—‘ ’_‘

S e O O | |

SRmry EESRSREE MRC  Bae cnelza'n'v'a'l.;e'af's,'taagt;c'ar Significant (03] "€ TT7C 7

S
ST T T \ 1 .
il [ 1 _TWaI E

E mificant Par r with Positive Correlation )

w o nificant x with Negative Correlation O

O 2 [ Pemeter not Significant (~0.5 < PRCC < 0.5) t

3 = F [ Parameter not Significant (P - Value > 0.01) -

S e it

< o -

S F 3
S 3
S =
a9 [— 3
- )
E | | | | | | | -
I I N 6> oY 6oge QS QQ)Q%Q NG &5&&&%0 NOWT DS DIGERL DD P QP ¢ ©
Fig. 5. PRCC analysis of the model (2) for the response function I.
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Fig. 6. PRCC analysis of the model (2) for the response function .

reduction in peak value when 50% of total population uses face mask of 75% efficacy. In short, we can say that when mask
coverage and mask efficacy both increases peak value of daily infected cases decreases significantly. Similar results are
observed for daily hospitalized cases and cumulative deaths.

Again it is evident from Figs. 5—7 that & is negatively correlated with the response functions Is, Isc and .%. which suggests
that mass vaccination campaign can slow down the spread of COVID-19. This is shown graphically in Fig. 10. From this figure,
it can be seen that number of daily infected individuals, hospitalized individuals and cumulative deaths decreases remarkably
when vaccination rate is increased. For instance Fig. 10 (a) shows that when no vaccine is implemented, the peak of the daily
infected cases is 405788. But when the vaccine coverage is increased to base line value, the peak value becomes 221946 which
implies a 45.5% reduction in peak value. Again when the vaccination coverage is increased 30% from its base line value the
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Fig. 8. Numerical results showing the impact of social distancing in controlling the transmission of COVID-19.

peak is reduced by 14%. Further a 12% reduction in the peak value is observed when the base line vaccine coverage is increased
by 60%. Similar trends are observed for daily hospitalized case and cumulative deaths (Fig. 10 (b) and Fig. 10 (c)).

In model (2), parameter ¢ represents the efficacy of vaccine and from Figs. 5—7, it is clear that it has a large negative PRCC
value which means that it has a negative impact on the spread of COVID-19. Thus vaccines with high efficacy can lead to the
elimination of COVID-19 from the community. Fig. 11 supports this statement. This figure depicts that the more a vaccine is
effective, the less is the number of daily infected individuals, hospitalized individuals, and cumulative death cases. For
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Fig. 9. Numerical results showing the combined effect of face mask coverage and mask efficacy in controlling the transmission of COVID-19.
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Fig. 10. Simulations of the model (2) showing the effect of vaccination on the transmission dynamics of COVID-19 with various vaccine coverage.

instance Fig. 11 (a) shows that when vaccine efficacy is 60%, the peak of the daily infected cases is 547309. But when the
vaccine efficacy is 70%, the peak value becomes 423805 which implies a 23% reduction in peak value. Again when the efficacy
increases to 80% the peak is reduced by 20%. Further a 18% reduction in the peak value is observed when the vaccine efficacy
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Fig. 11. Numerical results showing the effect of vaccine efficacy on the transmission dynamics of COVID-19.

increases to 90%. In short, we can say that the peak of the daily infected cases decreases remarkably when the vaccine efficacy
increases. Similar trends are observed for daily hospitalized cases and cumulative deaths (Fig. 11 (b) and Fig. 11 (c)).

Fig. 12 (a) assesses the combined effect of face mask coverage and mask efficacy on the basic reproduction number by
drawing contour plot of the reproduction number .%. as a function of mask coverage (m) and mask efficacy (e). This figure
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Fig. 12. Fig. 12 (a) Contour plots of the reproduction number (%) as a function of mask coverage (m) and face mask efficacy (e). Fig. 12 (b) Contour plots of the
reproduction number () as a function of vaccine coverage and vaccine efficacy. Fig. 12 (c) Contour plots of the reproduction number (%) as a function of re-
infection and co-morbidity.
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(Fig.12 (a)) says that if 59% or more of the total population wear face mask with efficacy 57% or more, COVID can be eliminated
from the community. The combined effect of vaccine coverage and vaccine efficacy on the basic reproduction is also presented
(Fig. 12 (b)) by drawing the contour plot of the reproduction number .% as a function of vaccine coverage (£5) and vaccine
efficacy (e). From this figure (Fig. 12 (b)) it is observed that if 70% or more of the total population is vaccinated with vaccine of
efficacy 65% or more, COVID can be eliminated from the community. The combined effect of re-infection and co-morbidity is
shown in Fig. 12 (c) by drawing the contour plot of .%. as a function of re-infection and co-morbidity. This figure illustrates
that high re-infection rate and large number of co-morbid susceptible individuals can increase the disease related burden.

6.4. Optimal control

Now, we will present the results obtained by numerical simulations on the model both without control and with control to
illustrate the importance of control means. The total optimality system is divided into two parts: state system and adjoint
system. The optimality system is solved by an efficient iterative method which is a combination of forward solving of the state
system and backward solving of the adjoint system. We design the following control schemes to explore the effect of each
control strategy:

6.4.1. Scheme- 1: single control strategies
Strategy A: Prevention of Covid-19 among susceptible (u; # 0)
Strategy B: Implementation of continuous vaccination (uy # 0)
Strategy C: Case detection and quarantine (u3 # 0)
Strategy D: Control in treatment (uq # 0)

Fig. 13 depicts the effect of single control strategies considered in this paper as narrated in subsubsection 6.4.1 for all the
infected classes and hospitalized class respectively. From this figure it is clear that among the single control strategies,
strategy A is the most effective to reduce the corresponding cases in the infected classes and hospitalized class.

6.4.2. Scheme-2: double control strategies
Strategy E: Combination of 1 & uy (u; # 0, uz #+ 0, u3 =0, ug = 0)
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Fig. 13. Dynamics of all infected classes and hospitalized class showing the effect of the optimal strategies in scenario 1.
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Fig. 14. Dynamics of all infected classes and hospitalized class showing the effect of the optimal strategies in scenario 2.

Strategy F: Combination of u; & us (u1 # 0, up =0, u3 # 0, ug = 0)
Strategy G: Combination of u; & ug (u7 # 0, uy =0, u3 =0, ug + 0)
Strategy H: Combination of uy & u3 (u; =0, up # 0, uz = 0, ug = 0)
Strategy I: Combination of uy & ug (U7 =0, uy # 0, u3 =0, ug # 0)
Strategy J: Combination of us & u4 (11 =0, uy = 0, u3 + 0, ug # 0)

Fig. 14 illustrates the comparison among different combination of double control strategies for all the infected classes and
hospitalized class respectively as discussed in subsubsection 6.4.2.

6.4.3. Scheme-3: triple control strategies
Strategy K: Combination of uy, up & us (u1 #= 0, uy = 0, u3 #= 0, ug = 0)
Strategy L: Combination of uy, uy & ug (uq # 0, uy # 0, u3 =0, ug + 0)
Strategy M: Combination of uy, us & ug (uq # 0, up =0, uz # 0, ug # 0)
Strategy N: Combination of uy, u3 & ug (U3 =0, uy # 0, u3 # 0, ug # 0)

Fig. 15 presents the dynamic of COVID-19 in the presence of various triple control strategies as summarized in sub-
subsection 6.4.3 for all the infected classes and hospitalized class respectively. From this figure we see that strategy L Scheme
3 of has the lowest number of cases in all the classes. So, strategy L is the most important triple control strategies to reduce the
number of cases.

6.4.4. Scheme-4: quadruple control strategy

Strategy O: Combination of uy, uy, uz & ug (U7 # 0, uy + 0, u3z = 0, ug + 0)

Fig. 16 illustrates the comparison between no control and all the control variables considered at a time for all the infected
classes and hospitalized class respectively as described in subsubsection 6.4.4.
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Fig. 15. Dynamics of all infected classes and hospitalized class showing the effect

of the optimal strategies in scenario 3.
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Fig. 16. Dynamical trajectories of all infected classes and hospitalized class showing the

7. Conclusion

effect of the optimal strategies in scenario 4.

Since its emergence, COVID-19 has spread rapidly throughout the world posing challenges to the economy and global
health. In the beginning, the use of non-pharmaceutical interventions (such as wearing masks publicly, maintaining social
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distance, contact tracing, and washing hands) was the only way to control the spread of COVID-19 and to mitigate the
disease burden. Now there are numerous vaccines that are proved to be safe and effective against some specific strains, but
the frequent appearance of new variants due to the change of virus genetic pattern makes it ineffective against the variants
of concern. In this situation, vaccines only will not be able to eliminate the COVID-19 pandemic. So, a combination of mass
vaccination program with the implementation of NPIs will be the most effective way to reduce the disease burden. To
address these situations and to assess the impact of vaccination, NPIs and other optimal control strategies on the dynamical
behavior of COVID-19, a mathematical model is developed and analyzed. We started with some theoretical analysis of the
model. We discussed about the positivity and boundedness of the model solutions and it was shown that all the solutions of
state variables are positive and bounded. After that, we calculated the basic reproduction number (.%). It was shown that
the disease free equilibrium is locally asymptotically stable whenever . < 1. The model is shown to have backward
bifurcation where a stable DFE co-exists with a stable EEP when .%. < 1. Then we performed theoretical analysis for the
case when there is no re-infection. The disease free equilibrium point (DFE) of model with no re-infection (« = 0) is globally
asymptotically stable whenever .%. < 1. The unique endemic equilibrium point (EEP) of model with no re-infection is
globally asymptotically stable when .%. > 1. Then we analyzed the model numerically. We performed global sensitivity and
uncertainty analysis to determine the most influential parameters those controls the dynamics of COVID-19. PRCC analysis
suggests that mask coverage (m), mask efficacy (e), effective contact rate (8), vaccine coverage (£5), vaccine efficacy (e¢) and
modification parameter (73) are the top ranked parameters. Numerical simulation of the model suggests that if strict social
distance is maintained with the isolation of detected individuals, number of daily infected cases, daily hospitalized cases
and cumulative deaths decreases. As for example, Fig. 8 shows that if mild social distancing is followed, the peak of daily
infected cases can be reduced by 48%. Further a 74% decrease in the peak of daily infected cases is observed when moderate
social distancing is continued. Again if the usage of highly efficacious masks for the maximum number of people can be
ensured, the disease burden can be reduced. Fig. 9 (a)—(b) depict that when 25% of total population uses face mask of 25%
efficacy, peak value of daily infected cases becomes 365698. But when 50% of total population uses face mask of same
efficacy a 16% reduction in the peak value is noticed. Again when 50% of total population uses face mask of 50% efficacy a
49% reduction in the peak value is observed. Numerical result also suggests that a highly effective vaccine with mass
vaccine coverage can reduce the prevalence of COVID-19 spread. From Fig. 11 (a) it is evident that when vaccine efficacy
increases from 60% to 70%, the peak of the daily infected cases decreases by 23%. Using contour plot (Fig. 12 (a)—(c)), we
have shown the combined effect of mask coverage and mask efficacy, vaccine coverage and vaccine efficacy and co-
morbidity and re-infection, respectively. Thus if we can isolate the co-morbid susceptible individuals, disease related
complexity can be reduced. It is also evident that the presence of re-infection increases the disease burden. Then numerical
simulation is carried out for the optimal control problem. In the introduction section, we have discussed the major findings
about the optimal control analysis of some related papers. In this paper, control profile of control measure 1y shows that
strategy uq rises continuously, reaches to the peak in about 110 days and then drops to zero. Control profile of the second
control measure u; suggests that this control measure should be maintained at the maximum level for the first 56 days and
then gradually reduced to zero. The third control measure (u3) also needs to be maintained at the maximum level for the
first 40 days and then gradually reduced to zero. Control measure u4 was initially at the maximum level for 18 days and
then started to decrease gradually. In Omame et al. (2020), authors showed that among the three control strategies used in
their study, the strategy of avoiding COVID-19 infection by co-morbid susceptibles is the most effective one. Study Das et al.
(2021) presented that a combination of non-pharmaceutical interventions and vaccination can reduce COVID-19 largely.
Again study Shen et al. (2021) suggested a combination of four control strategies (control for isolation, vaccination control,
control for rapid testing and identifying infected individuals and treatment control) to reduce COVID-19 infection. In their
work Abioye et al. (2021), using three control strategies (control for usage of NPIs, control for active screening with testing
and control against reinfection) authors recommended that multifaceted approach is required to fight against COVID-19.
Optimal control analysis in Bandekar and Ghosh (2022) reveals that if policies related to testing, contact tracing, and
mask-wearing are implemented, the spread of COVID-19 can be reduced. Implementing four control strategies and
considering all possible combinations of the strategies, authors in Asamoah et al. (2022) proposed that practicing physical
or social distancing protocols is the most cost-effective strategy. Optimal control analysis of our study shows that control
strategy considering all the four control variables at a time (Strategy-0) averts the maximum number of COVID-19 cases.
But our study suggests that control that ensures continuous vaccination (control measure uy, strategy-B) is the most cost-
effective control strategy to avert the daily infected cases which is a novel finding of this paper.In summary, this study
indicates that using an effective vaccine with NPIs, particularly reducing contact rate and increasing quarantined of
confirmed cases can eliminate COVID-19. The study also suggests that increasing awareness among general people towards
preventing COVID-19 infection is the most effective control strategy to reduce the prevalence of COVID-19. It also reveals
that in the presence of re-infection and co-morbidity COVID related complexity can increase.
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