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The control measures of a pandemic must be cautiously evaluated, especially when resources are “limited”. A
model of COVID-19 transmission dynamics is applied to assess the impact of antiviral treatment, testing, hospi-
talization, and social distancing. Under the assumption of “unlimited” resources, five control strategies involving
social distancing, testing, hospitalization, and antiviral treatment are tested. Then these “optimal” policies are
sought in the case of limited resources on behalf of a COVID-19 pandemic scenario. The amplitude of peak ep-

idemics will often be minimized by executing strategies from the beginning of a pandemic, spreading the epi-
demics’ greatest impact over a longer time frame. Therefore, the timing and potency of control measures can
reduce the pressure on the system during the top of the epidemic through the pandemic, decreasing the pressure
on the healthcare infrastructure. In case of limited access to antiviral supplies, the role of testing, hospitalization,
and social distancing strategies is emphasized in this study.

1. Introduction

Extensive simulation and analysis with the aid of a mathematical
framework and appropriate sub-models can strengthen the identification,
evaluation, and implementation of effective worldwide COVID-19
pandemic mitigation plans. The preparation plan to deal with the dis-
tribution of antiviral drugs must consider a variety of factors, including
the virulence of the pathogen (defined according to the case mortality
rate in the population), which plays a crucial part in evaluating the
antiviral drug stock size for a community [1]. When the supply of anti-
viral drugs is insufficient, these assessment levels have new meanings.
Therefore, the use of non-pharmaceutical interventions or treatments [2]
must also be considered in the preparation process, including the avail-
ability of masks and ventilator distribution plans [3].

In emergencies (such as the emergency generated by the SARS-CoV-2
virus in 2019), the world's inadequate potency to manufacture antiviral
drugs and vaccines (especially the vaccine of COVID-19) has caused
many worries [4,5]. Throughout the pandemic moment, stocks of

* Corresponding author.

antiviral medicine (and COVID-19 vaccine) have prospected to be held by
developed countries. Countries with large populations and no facilities
for quality healthcare services, such as Bangladesh, Pakistan, and/or
India [6], do not have the base to produce antiviral drugs to fulfill the
requirements of such emergencies. Developing nations have not got
enough drug stocks, equipment, or vaccine supplies that people consider
the least in time. The abnormal level of morbidity and fatality among
young people has caused more concern [7]. Who gets the vaccine first?-
the elderly, the young, women expecting childbirth, or emergency
worker? The usefulness of the WHO definition of a pandemic is now
being questioned, as the severity of this pandemic seems to be higher
compared with the past SARS pandemic (2003).

For many decades, optimal control theory and intervention strategies
have been applying in engineering, economic and mathematical topics.
In the recent decade, it has become popular in epidemiology as well. But
all the existing researches are usually limited to 3 or 4 controls which
motivated us to extend that limit. In our paper, for the first time, we have
introduced 11 controls in a model that arrived from Ref. [8], which
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makes our research more challenging and effective.

This paper focuses on determining “optimal” control strategies to
lessen the COVID-19 pandemic effect through the wise use of limited
antiviral drug supplies, testing (contact tracing), hospitalization, and
social distancing policies (SDPs). The parameters that are used in our
dynamic model are initially calibrated using data of the COVID-19
pandemic [8] baseline scenario. The intervention efficacy substitutes
that involve the distribution of antiviral drugs, testing, hospitalization,
and social distancing are explored. In our analysis, we used optimal
control (OC) theory [9] as a primary tool, which has a history of suc-
cessful applications in industrial, biological, and medical problems.

In Section 2, we describe the model, including eleven control func-
tions. Comparison of the five scenarios numerical simulation results and
discussion are introduced in Section 3. We summarized our thoughts and
conclusions in Section 4.

2. COVID-19 pandemic model with controls

To inspect the influence of antiviral treatment (improved treatment
methods and gaining immunity against the virus), testing (mandatory
mass contact tracing, testing activities [10,11] and testing subsidies),
hospitalization (appropriate treatment in the ICU), and SDPs (for
instance, school closure, working remotely, lockdown, quarantine,
isolation) in a simulated situation similar to the COVID-19 pandemic [8],
OC theory is used. We set up our model using parameter estimates related
to the deadliest SARS virus pandemic on record [8,12]. The intervention

strategies are modeled by the functions u;(t) (i =1, 11) which control

externally the number of asymptomatic (both undetected and detected)
and clinical (both undetected and detected) cases within a given limited
time frame. The underlying dynamic model categorizes individuals as
susceptible (S), undetected asymptomatic or paucisymptomatic infec-
tious (Ay), detected asymptomatic infectious (Ap), undetected clinically
ill (symptomatic) and infectious (Iy), detected clinically ill (symptomatic)
and infectious (Ip), detected infectious with life-threatening symp-
toms/serious morbidity (Ig), recovered (R) and death (D). At time t, the
entire population is N. The disease dynamics are modeled by the
following system of nonlinear ordinary differential equations (ODEs) [8]:
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a detected symptomatic subject, the transmission rate (disease trans-
mission probability in a single contact multiplied by the average number
of contacts per person) are a, 3, y and & respectively. ¢ and ¢ denote the
detection probability relative to asymptomatic and symptomatic cases,
respectively. ¢ and 5 respectively represent the probability of clinically
relevant symptoms in asymptomatic subjects (unaware and aware of
being infected, respectively), and they are comparable without specific
treatment. u and v represent the rate of life-threatening symptoms in
undiscovered and discovered infected individuals, respectively. 7 means
the mortality rate for infected cases with life-threatening symptoms. 4, k,
¢, p and o indicate the five types of infected subjects recovery rate.

The controlling efforts u; (t), ua(t), us(t) and uy(t) alter the number of
asymptomatic infectious (undetected) (e1Ay(t)), asymptomatic infectious
(detected) (e2Ap(t)), symptomatic infectious (undetected) (esly(t)) and
symptomatic infectious (detected) (e4Ip(t)) cases receiving antivirals per
unit of time. As for Ay individuals, since they are not aware of being
infected, they will only try to gain immunity against the virus by proper
nutrition, taking no medications. Assume that when the control is equal
to 1, each control reaches the maximum per capita efficacy antiviral rate.

The controlling efforts us(t) and ug(t) alters the number of undetected
asymptomatic (esAy(t)) and symptomatic infectious (egly(t)) cases
receiving test per unit of time. Assume that when each control is equal to
1, each control reaches the maximum per capita efficacy testing rate.

The controlling effort u;(t) alters the number of detected infectious
cases with life-threatening symptoms by being hospitalized per unit of
time. Since the number of infected individuals is high, we are only taking
into ICU those in critical conditions. Assume that when the control is
equal to 1, the control has reached the highest per capita efficiency.

The social distancing rate-adjusting controlling factors, (1 —egug(t)),
(1 —equy(t)), (1 —eq0u10(t)) and (1 —eqqu;1(t)) quantifies the prevention
or restriction of the speed of interaction between a susceptible subject
and an undetected asymptomatic, a detected asymptomatic, an unde-
tected symptomatic or a detected symptomatic subject, because of
external effort. Hence, in (1 — egug(t) )aS(t)Ay(t),
(1 — equg(t) )AS(t)Ap(t), (1 — e1ou10(t) )yS(t)Iy(t) and 1-
e (t) )6S(t)Ip(t) the parameter a, f, y and § denotes the maximum
transmission rate per susceptible individuals and per undetected
asymptomatic, per detected asymptomatic, per undetected symptomatic

N

_ —[(1 — esug(t) )aAy + (1 — eouo(t) )fAp + (1 — €1ouro(t) )yly + (1 — enyuy (2) )dlp ]S.

[(1 — €8Mg(t) )(lAU + (1 — Egug(t) )ﬂAD + (1 — EIQMI(](I) )}’IU + (1 — ellull(t) )(SID]S

Au(t) = S
—((e+esus(t) ) + ¢+ (A+eu(r)))Av,
Ap(t) = (e + esus(1) JAu(1) = (0 + (p + e2ux(1) ) A,
Iy(t) = cAu — (0 + esus (1) ) + p + (k + esu3(1) ) Mo,
Ip(t) = nAp + (6 + €us (1) My — (0 + (€ + equa (1) ) p,
in(t) = uly + oIy — (v + (6 + equs (1) ) IS,
R(t) = (A+ e (1) )Ay + (p + e2ua (1) YAp + (k + esus(t) )y
+(&+ equs(t) p + (0 + €7 (1) IS,

D(t) =S,

N(t)=S+Ay +Ap +1y +Ip +I5 + R+ D.

Because of contact between a susceptible subject and an undetected
asymptomatic, a detected asymptomatic, an undetected symptomatic, or

(€Y

or per detected symptomatic individuals with (1 —egug(t)), (1 —equo(t)),
(1 —e10u10(®) and (1 —eqqu;1(t)) denoting the reduction in a, 4, y and &
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respectively generated by the external social distancing control; eg, €9, €19
and e1; measures the effectiveness of ug(t), ug(t), uio(t) and uq1(t)

respectively (e; (i: 8,11) € (0,1) and u;(t) (i: 8,11) € [0,1]). The case
when e;u;(t) ~ 1 (i =8, 11) corresponds to the ideal situation, that is,

when contacts between susceptible and undetected asymptomatic,
detected asymptomatic, undetected symptomatic or detected symptom-
atic individuals are completely avoided (prevented by effective SDPs),
the total transmission rate is effectively reduced to zero. Assuming the
baseline contact rate of each community member and the infected indi-
vidual is the same, and the parameters eg, €9, €19 and €17 reduce the
contact rate between infected individuals which simulate the effect of
SDPs on undetected asymptomatic, detected asymptomatic, undetected
symptomatic and detected symptomatic individuals. Hospitalization and
effective SDPs are not standard because effective social distancing of
infected persons is expensive and requires special facilities. As the
number of cases increases, the availability of such specialized facilities
will be limited; this is rare in countries with limited resources. When it
comes to infectious class, people expect some form of social distancing,
which may affect transmission. It is as effective as the large-scale SDPs
implemented in New Zealand, but it is costly for a relatively low
pandemic severity. Therefore, here, we focus on the recognized cost of
SDPs.

In the absence of control strategies, the dynamics of Model (1) is
determined by the basic reproduction number R (an average measure of
the number of secondary cases of primary infections during the entire
infection period in a fully susceptible population [13]). When control

measures (ui(t) =0,i=1, 11) are absent, the Ry of Model (1) is given
by the equation

1 pe s S ne 144
Ry=——— [<a+—+4) +— (—+—>}
e+c+41 n+p O0+u+k/ ov+&\n+p O0+pu+k

This dimensionless measure indicates the number of secondary cases
generated by five groups: the undetected asymptomatic (Ay), detected
asymptomatic (Ap), undetected clinically ill and infectious (Iy), detected
clinically ill and infectious (Ip), detected infected with life-threatening
symptoms (IS), respectively [8]. Although various parameters are used
to find the basic reproduction number Ry, we only focus on the value of
Ry to guess the scenario of the disease. For the values of various pa-
rameters, we collect data from medical resources. Whenever Ry = 1, each
existing infection will cause a new infection. The disease will continue to
exist and remain stable, but it will not break out or spread. When Ry > 1,
an epidemic will show up, and the infection spreads in the population.
And finally, the epidemic eventually disappears if Ry < 1 [14]. The
estimated maximum value of Ry for the pandemic COVID-19 is 4.5 [15].

The parameter definitions and assumptions lead to Model (1)
involving a system of nonlinear ODEs and eleven controls. Through
simulations of Model (1) parameterized in the context of the COVID-19
pandemic, controls influence is explored. The objective functional F
proposes the optimization problem of interest, determining the most
effective strategy. The overall pre-selected objective involves minimizing
the number of asymptomatic and clinically infected individuals within a
limited time interval of [0, T] with minimal cost. The objective functional
F is given

F(uy, ua, s, Uy, Us, Us, Uy, Ug, Ug, Uyo, U1 )
T

1
W;
= / |:C1AU + CAp + Csly + Culp + Cslg + 27142 dt 2)
=1

i

0

Constants C; (i=1,5) and W; (i=1,11) are measures of the relative
cost of interventions on [0, T]. We model the control efforts through a
linear combination of quadratic terms, u?(t) (i = 1,11). The OC problem
is to find optimal control functions u; (t) (i = 1,11), such that
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Table 1
Definition of parameters and their corresponding baseline values used in nu-
merical simulations [8,16].

Parameter  Definition Value
A Transmission rate due to contacts between a 0.057 —
susceptible and an undetected asymptomatic subject 0.57
(days ™)
B Transmission rate due to contacts between a 0.005 —
susceptible and a detected asymptomatic subject 0.011
(days ™)
r Transmission rate due to contacts between a 0.057 —
susceptible and an undetected symptomatic subject 0.456
(days ™)
A Transmission rate due to contacts between a 0.005 —
susceptible and a detected symptomatic subject 0.011
(days’l)
€ Detection probability rate, relative to asymptomatic 0.143 - 0.6
cases
[ Detection probability rate, relative to symptomatic 0.371
cases
I Probability rate at which an asymptomatic subject 0.025 —
(unaware of being infected) develops clinically 0.125
relevant symptoms
n Probability rate at which an asymptomatic subject 0.025 —
(aware of being infected) develops clinically relevant 0.125
symptoms
u Rate at which undetected symptomatic subjects 0.008 —
develop life-threatening symptoms 0.017
0 Rate at which detected symptomatic subjects develop 0.015 —
life-threatening symptoms 0.027
T Mortality rate 0.01
A Recovery rate for an asymptomatic subject (unaware of ~ 0.08 —
being infected) (days ') 0.034
p Recovery rate for an asymptomatic subject (aware of 0.017 —
being infected) (days ') 0.034
k Recovery rate of for a symptomatic subject (unaware of ~ 0.017 —
being infected) (days ') 0.02
I3 Recovery rate for a symptomatic subject (aware of 0.017 —
being infected) (days’l) 0.02
4 Recovery rate for a symptomatic subject (aware of 0.01 —
being infected) with life-threatening symptoms 0.017
(days’l)
€1 Efficacy of antiviral treatment on undetected 0.5
asymptomatic individuals
€ Efficacy of antiviral treatment on detected 0.5
asymptomatic individuals
€3 Efficacy of antiviral treatment on undetected clinically 0.5
ill and infectious individuals
€4 Efficacy of antiviral treatment on detected clinically ill ~ 0.5
and infectious individuals
€5 Efficacy of testing on undetected asymptomatic 0.5
individuals
€6 Efficacy of testing on undetected clinically ill and 0.5
infectious individuals
€7 Efficacy of hospitalization on detected symptomatic 0.5
subjects with life-threatening symptoms
€ Efficacy of social distancing between a susceptible and 0.5
an undetected asymptomatic subject
€9 Efficacy of social distancing between a susceptible and 0.5
a detected asymptomatic subject
€10 Efficacy of social distancing between a susceptible and 0.5
an undetected symptomatic subject
€11 Efficacy of social distancing between a susceptible and 0.5
a detected symptomatic subject
T Total simulation duration (days) 200
C; Weight constants on Ay, Ap, Iy, Ip and I§ classes (i = 1
1,5)
w; Weight constants on controls (i =1,11) 50
N(0) Initial number of total population size 60000000
5(0) Initial number of susceptible individuals 59999777
Ay(0) Initial number of undetected asymptomatic or pauci- 200
symptomatic individuals
Ap(0) Initial number of detected asymptomatic or pauci- 20
symptomatic individuals
Iy (0) Initial number of undetected clinically ill and infectious 1
individuals
Ip(0) Initial number of detected clinically ill and infectious 2

individuals
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11 controls
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Fig. 1. Top left eleven graphs show the OC functions computed for Strategies 1-5 using only one control function, respectively. Eleven OC functions implemented for
Strategy 5 are shown in top right graphs. Parameter values are given in Table 1 when Ry = 2.38.

]:(“17"‘27"‘3»“4)“57“67“77”87”97“107“11)
:msllﬂ F(uy, iz, 3, g, s, g, g, Ug, Uo, Uyo, Uy ),

where, @ = {ui(t)H 0<u(t)<1, te[0,T),vi=1,11 }

subject to the system (1) with initial conditions. To solve this OC
problem, Pontryagin's Maximum Principle is applied, and A explains the
necessary conditions for its application.

Five different control strategies are explored. This approach can be
used to test various options. Here, however, we only look at the following
five alternatives:

@ Strategy 1: Antiviral treatment controls on undetected asymptomatic,
detected asymptomatic, undetected clinical and detected clinical
cases (controls uy(t), us(t), us(t) and uy(t)).

@ Strategy 2: Testing controls on undetected asymptomatic and unde-
tected clinical cases (controls us(t) and ug(t)).

@ Strategy 3: Hospitalization control on detected infectious with life-
threatening symptoms cases (control u;(t) alone).

@ Strategy 4: Social distancing controls on undetected asymptomatic,
detected asymptomatic, undetected clinical and detected clinical
cases (controls ug(t), ug(t), uio(t) and uy1(t)).
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Fig. 2. The graphs (A-F) illustrate the comparisons of the corresponding daily incidence in clinical and disease-induced deaths under no controls with those generated

with Strategies 1-5. Parameter values are given in Table 1 when Ry = 2.38.

@ Strategy 5: Four antiviral treatment controls on undetected asymp-
tomatic, detected asymptomatic, undetected clinical, and detected
clinical cases. Two testing controls on undetected asymptomatic and
undetected clinical cases. One hospitalization control on detected
infectious with life-threatening symptoms cases. Four social
distancing controls on undetected asymptomatic, detected asymp-
tomatic, undetected clinical and detected clinical cases (controls u;(t),
i=1,11).

Strategies 1-5 use the objective functionals (3-7), respectively.

T

4
w;
F(ur,up, uz,uy) = / C\Ay + GAp + Gy + Culp + Ziu,z dt 3
A p

6
W,
‘7:(1457146) = / C]AU + C3IU + Z?M? dt (4)
0 i=5
.
W
Fluy) = / {cszg +77u§]dt ®)
0

r 11
Wi
*7:(”87”97”1077411) = / CIAU + CZAD + CSIU + C4]1) + Zjuf dt (6)
0 i=8
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Fig. 3. Top left graphs show the OC functions computed for Strategies 1-5 using only one control function, respectively. Eleven OC functions implemented for Strategy

5 are plotted in top right. Parameter values are given in Table 1 when Ry = 1.5.

f(”h”b’437u4,145714671477“87“97”10,1411)

T

11
W,
= / {CIAU +Collp + Cslly + Calp + Cslly + Y _ St | dr @
0 i=1

The outputs are calculated numerically of a single strategy or inte-
grated strategy. Strategies are applied from the related optimal system
results, consisting of a nonlinear ODEs system involving state equation
(1) and adjoint equations (A.2). The state equations are solved using the
forward Euler method with given initial conditions for the state variables

(1). The corresponding adjoint system (A.2) is solved using the backward
Euler method with the transversality conditions (A.3). Previously and
currently calculated controls convex combination results in updated
controls using the optimality equations (A.4). In Table 1, the initial
conditions and model parameters default values are given where units
are per day for all rates, and baseline values are used throughout the
report unless otherwise stated.

3. Results and discussion

In the case of unlimited and limited resources, simulation results
generated by the numerical implementation of the intervention strategy
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Fig. 4. The graphs (A-F) show the comparisons of the corresponding daily incidence in clinical and COVID-19 related deaths under no controls with those generated

with Strategies 1-5. Parameter values are given in Table 1 when Ry = 1.5.

described in Section 2 are presented. The sensitivity analysis results of
some model parameters in System 1 are given in Subsection 3.2. The
sensitivity analyses related to unlimited antiviral drugs, testing kits, ICU
resources are reported only.

3.1. Strategies implementations

To ensure that our model works or not, we have taken the basic
reproduction number Ry as a norm. The detailed description of Ry is
already given in Section 2. The impact of the antiviral treatment, testing,
hospitalization, and SDPs on the COVID-19 pandemic dynamics is eval-
uated at different transmission levels, measured by Ry; first, consider that
we have an unlimited supply of antiviral drugs, testing kits, ICU facilities.
The graphs of the eleven OCs calculated under strategies 1-5 are shown
in Fig. 1 (In Table 1 parameter values used are provided with Ry = 2.38).
The top left eleven graphs in Fig. 1 depict the OC functions computed for
Strategies 1-5 (single control strategies). The top right eleven graphs in

Fig. 1 illustrate the results of implementing eleven control efforts
simultaneously for Strategy 5.

Usually, high reproduction numbers (Ry > 2) produce epidemics that
have high epidemic peaks. Fig. 2 shows the comparison of the impact of
each strategy on the uncontrolled epidemic state variables when Ry =
2.38. These graphs show the number of clinical cases (undetected,
detected, and critical) and deaths that occurred each day under no con-
trols and Strategies 1-5. The Fig. 2(A) epidemic curves (under no in-
terventions) show the difference from those generated by implementing
the optimal strategies. Strategy 5 (Fig. 2(F)) shows that all four epidemics
are significantly reduced. In contrast, Strategy 1 (Fig. 2(B)), Strategy 2
(Fig. 2(Q)), Strategy 3 (Fig. 2(D)) and Strategy 4 (Fig. 2(E)) produce
slightly fewer reductions (compared with the no intervention situation).
Strategy 1 performs better than Strategy 2, 3, and 4. The use of integrated
control Strategies (1, 2, 4, and 5) require a lot of effort at the beginning of
an outbreak (top right eleven graphs in Fig. 1) and then suddenly drop-
ped throughout the epidemic (most probably for the high reduction in
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Fig. 6. The reduction of the clinical cases concerning the baseline scenario without interventions.

the population susceptibility level). The single control optimal strategies
(Strategy 3) requires high-level efforts from the beginning (top left eleven
graphs in Fig. 1) and must be maintained for a certain period, more
extended than it would be necessary for strategies (Strategies 1, 2, 4 and
5).

Naturally, the optimal strategy is an implicit function of Ry where the
values of Ry > 2 will cause an outbreak for which the OC requires im-
mediate execution with full efforts. In Strategy 3, it is necessary to keep
maintaining the efforts for a long time because the large Ry's quickly
reduces the susceptible population. On the contrary, using a single OC
will not significantly impact; using integrated multiple strategies is more
effective. In the case of Strategy 5 (integrated control strategy), the time
distribution of the OCs is different because executing multiple controls
simultaneously cannot eliminate the possibility of an outbreak. However,
this distribution can still reduce the intensity of the COVID-19 epidemic
peak by distributing the infection cases in a broad time frame. When
hospital resources (beds and personnel) are limited, it is indispensable to
allocate the burden of COVID-19 cases over a more extended period.

The low Ry's (Ro < 2) situation can be best handled by implementing
the initial total effort and then steadily reducing the effort during the
remaining epidemic duration (compare Figs. 1 and 2 for Ry = 2.38 with
Figs. 3 and 4 for Ry = 1.5 respectively). The usefulness of the control, in

the long run, comes from the following fact: for the “low” values of R (in
this case, Ro < 2) there are still plenty of susceptible individuals available
for controls to have an impact (reducing generations in secondary cases).

COVID-19 epidemics (no outbreak takes place) can effectively be
controlled by Strategy 5 for low but realistic Ry values (for example, Ry =
1.5 in Figs. 3 and 4). The panels in Fig. 2 show that despite this, even
under strategy 5, the use of OC cannot prevent the outbreak of the
epidemic (see the increase in the number of cases for Ry = 2.38). A
reliable estimate of Ry as early as possible helps evaluate the OC policy's
effectiveness. Knowing the estimated Rq value helps to assess the limi-
tations of optimal policies in the rapidly spreading infectious diseases
presence (such as COVID-19).

The optimal Strategies 1-5 on the cumulative clinical (undetected,
detected, and critical) cases as a Ry function is displayed in Fig. 5. Be-
sides, Fig. 5 shows the comparisons between the cumulative undetected,
detected, and critical clinical cases (without interventions) and the cu-
mulative number generated according to Strategies 1-5 as a Ry function.
Compared with Strategy 3 developed using a single control, the com-
bined control Strategies 1, 2, 4, and 5 can significantly reduce clinical
infection cases.

Compared with the no-intervention situation, the effectiveness of all
strategies is evaluated by the percentage reduction of the cumulative



Md.M. Hasan et al.

Time of start of strategies = 0 days

Time of start of strategies = 0 days

Sensors International 2 (2021) 100112

Time of start of strategies = 0 days

5000 9000 7000 ‘
=3
S —H— Strategy 1
3 45007 | e strategy 2 g 8000 3
B ay =3 & 6000
‘g,_ 4000 —— Strategy 3 T 7000 =)
» Strategy 4 3 5
& 3500 | —#— Strategy 5 2 £ 5000
s 2 6000 8
-_ o @
S 3000 E S
o S -_
£ € s000 3 4000
S 2500 S %
2 B 4000 =
L 2 3000
$ 2000 2 8
2 g 2
- £ 3000 5
£ 1500 H 2 2000
Y 2 kS
2 £ 2000 5
£ 1000 K 2
] E 3 1000
E 500 G 1000
o ]
G ——m——tt ——————— 1 —————a——
1.5 2 25 3 35 4 15 2 25 3 35 15 2 25 3 35
R, Ry
Time of start of strategies = 10 days Time of start of strategies = 10 days Time of start of strategies = 10 days
5000 9000 7000 |
s
8 4500 2 8000
g g 8 6000
T g g
g 4000 %5 7000 T
? 3 5
& 3500 2 2 5000
8 & 6000 3
= s 2
§ 3000 = S
£ 8 5000 5 4000
S 2500 5 £
S
2 g 4000 =
§ 2000 § E 3000
3 ] =
2 3 3000 5
2 3
; 1500 2 g 2000
2 £ K
T 1000 g 2000 3
2 E £ 1000
3 500 3 1000 o
= P PR e a,_./—.—_.—é___—gi
15 2 25 3 35 15 2 25 3 35 15 2 25 3 35
Rn HD
Time of start of strategies = 20 days Time of start of strategies = 20 days Time of start of strategies = 20 days
5000 9000 7000 |
s
8 4500 S 8000 o
S g & 6000
= e S
g 4000 5 7000 =
? 3 g
& 3500 F 2 5000
3 $ 6000 @
5 8 8
kK s 8
£ 3000 3 5000 5 4000
= 5 2
S 2500 5 £
5 S
2 g 4000 2
2 3
£ 2000 2 3 3000
- 3 3000 5
5 1500 ° £ 2000
2 2 K
§ 1000 £ 2000 3
2 § £ 1000
£ 500 3 1000 S
o
——————i di—.—.—.=ﬁ ﬂi‘_——./—.—ﬁ—l
1.5 2 25 3 35 15 2 25 3 35 4 15 2 25 3 35
RU RD
Time of start of strategies = 30 days Time of start of strategies = 30 days Time of start of strategies = 30 days
4500 8000 7000
8 00 s ‘
4000
s g 7000 8 6000
e 3 3
& 3500 T g
o g 6000 5
2 @ 2 5000
8 3000 & 8
3 3 5000 8
£ 2500 g g 4000
3 = 4000 £
S
£ 2000 3 S 3000
8 5 S
3 8 3000 =
2 1500 3 °
2 2 2000 £ 200
2 1000 s K
5 5 H
H E 3 1000
3 500 g 1000 ©
o
e — —— CI:::.
1.5 2 25 3 35 4 1.5 2 25 3 35 4 1.5 2 25 3 35 4
R, R

0

Fig. 7. The cumulative clinical cases are plotted as a function of R, for Strategies 1-5, where the strategies start at 0, 10, 20, 30 days after the pandemic onset.

clinical infections, which is calculated based on the relative difference
between the results with no-intervention and under Strategies 1-5. This
reduction is illustrated as a Ry function in Fig. 6. Regardless of the
strategy adopted, it displays a high reduction for low reproduction
numbers. The integrated strategies produce 90% or more reductions
when Ry = 1.5 and also try to maintain this reduction when Ry increases.
For instance, Strategies 1, 2, and 5 generate improvements over the
entire Ry values range.

Relative to the start time of the pandemic, the beginning of antiviral
treatment is naturally essential. At the end of the pandemic, the impact of
the time delay is assessed based on the cumulative number of clinical
cases. Under four different starting times of antiviral treatments, testing,
hospitalization, and SDPs (0, 10, 20, and 30 days after the epidemic), the
OC for each delayed case is recalculated. These situations are used to
assess the impact of delayed intervention strategies relative to the pan-
demic's start. Fig. 7 shows the relationship between the cumulative
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Fig. 8. The cumulative clinical (undetected, detected and critical) cases are plotted as functions of Ry for three different values of weight constants, W; = 10, 50,

100 (i = 1,11).

clinical cases of strategies 1-5 and Ry. In these simulations, antiviral
treatment, testing, hospitalization, and SDPs start at time t = 0, 10, 20,
and 30 days respectively after the pandemic began (for each time delay,
the OCs under all strategies are recalculated). If applied earlier (t =
0 days), all strategies are most effective. Under all strategies (compared
to the case of no intervention), delays in the availability of antiviral
treatment, testing, hospitalization, and SDPs will assist in an increase in
the number of clinical infections. Strategies 1 and 5 perform better than
all selected strategies. Besides, if executed immediately (t = 0 days), both
strategies are very effective for the range of Ry = 1.5 — 4. As the initial
time of antiviral treatment, testing, hospitalization, and SDPs increases,
the range of Ry where OCs are effective, gets smaller. For example, if the
start date of antiviral treatment, testing, hospitalization, and SDPs is t =
30 days after the pandemic begins, there is no effective control strategy.
This last observation focuses on the significance of worldwide inspection
in real-time [17] and enhances the importance of the open approach

10

embraced by Italian public health officials in dealing with COVID-19.
Besides, the preliminary handling of the SARS-CoV-2 epidemic in 2019
(see Ref. [8] and its references) still has many shortcomings.

3.2. Sensitivity analyses

Sensitivity analyses evaluate the quantitative impact of model
parameter changes on the cumulative clinical (undetected, detected, and
critical) cases to study the model parameter changes impact. The weight
constants sensitivity to the control group (parameters W; (i =1,11)) and
the efficacy of antiviral treatment, testing, hospitalization and SDPs
(parameters ¢; (i = 1,11)) has been evaluated through extensive simu-
lations. Figs. 8 and 9 give a glimpse of the effect of changes in these
parameters in terms of the cumulative clinically infectious cases. The
situations of no interventions versus controls generated scenarios are
presented.
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3.2.1. Weight constants impact on controls
Five selected strategies are compared using different objective func-

tionals (specified in 2). The weight constants role in all five strategies is
studied. Still, detailed information of the analyses is not included because
the results are not very sensitive to significant changes in these weights.
Instead, this lack of sensitivity to weight changes is explained by selected
cases. This paper focuses on the role of relative costs because the exact
prices are not always known. Fig. 8 illustrates the cumulative clinical
cases (under no interventions and all strategies) as a Ry function using
three different weight constants W; = 10, 50, 100 (i = 1,11). The
general shapes of the curves are similar, but the amplitude is slightly
changed. As we increase the weight constants, increase the cost of anti-
viral treatment, testing, hospitalization, and social distancing efforts, the
total clinical cases have increased due to reduced intensity in imple-
menting the interventions. When W; (i= 1,11) changes in the range of 1
— 100, the differences in cumulative numbers of Iy, Ip, and IS are not
significant. The weights of Strategy 5 (C; (i = 1,5)) are also analyzed for
sensitivity, keeping the cost between 1 and 100. We found that the
impact of these changes on the cumulative number of individuals in the
Iy, Ip, and Ig categories is not that significant.

3.2.2. Impact of control efficacy

The effectuality of antiviral treatment, testing, hospitalization, and
SDPs is discussed in the range of 0.25-0.75. The parameters
¢ (i=1,4) respectively quantify the relative efficacy of antiviral
treatment for undetected asymptomatic, detected asymptomatic, un-
detected clinically ill, and detected clinically ill. ¢5 and eg respectively
quantify the relative efficacy of detecting undetected asymptomatic
and undetected clinical disease cases while ¢; quantifies the relative
effectiveness of hospitalization for critical clinical patients. The
parameter ¢; (i=8,11) quantifies the relative efficacy of social
distancing. Fig. 9 illustrates the simulation results of various efficacy
measures. The greater the effectiveness, the stronger the influence of
the control strategies on reducing the asymptomatic and clinical cases.
For ¢; = 0.75 (i = 1,11), even at higher Ry levels, Strategies 1, 2 and 5
support significant reductions. The performance of Strategies 1-5 with
each other changes with the effective changes of antiviral treatment,
testing, hospitalization, and social distance (Fig. 9).
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Fig. 11. Comparison of detected clinical cases (Ip) in France, USA, and India, with the impact of control strategies 1, 2, 3, 4, and 5.

3.3. Suboptimal strategies with limited antiviral drugs, ICU resources,
testing kits supplies

The expected number of antiviral drugs, testing kits, and ICU re-
sources that can be used for pandemic control are limited worldwide,
especially in developing countries. They are almost unavailable in the
poorest countries. In introducing limited antiviral drug inventory and
testing kits for testing, ICU resources can be implemented in the frame-
work described in this paper. The rest of this section focuses on situations
where there are a limited number of antiviral drugs, testing kits, and ICU
resources, sufficient to provide antiviral drugs, testing kits, and ICU
resource coverage between 5 and 30%. One suboptimal strategy is

considered, which involves using antiviral drugs, testing kits, and ICU
resources in the clinical infection category. This suboptimal strategy is
defined in terms of OC solutions generated without restrictions (Section
3.1). Suboptimal Strategy 5 (SS5) (maximum workload) is constructed
based on the optimal solution in the subinterval [0, T'] (where T' < T)
and jumps to zero at T', when antiviral drugs, testing kits, ICU resources
are consumed. We set the controls to zero in this limited resource situ-
ation and solve the state system forward in time for the remaining
epidemic duration (when t > T').

Fig. 10 shows the results produced under the full OC and one sub-
optimal approach (SS5) for Strategy 5. The following expression gives the
effective reproduction number
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which captures the effect of the fraction of susceptible individuals in the
population that changes over time S(t)/N(t). To track the impact of the
controls, we evaluated the effective reproduction number over time in
the control's presence. The curves exhibiting the changes in the effective
reproduction numbers as a time function are plotted in Fig. 10(D) under
the optimal (unlimited antiviral drugs, testing kits, ICU resources
coverage), without optimal and the one suboptimal strategy (limited
antiviral drugs, testing kits, ICU resources coverage). With limited anti-
viral drugs, testing kits, and ICU resources reserve, SS5 reduces the peak
size of the epidemic and delays its occurrence. Naturally, early imple-
mentation of potent antiviral drugs, testing kits, and ICU resources (with
best efforts) can reduce the overall impact of the pandemic.

3.4. Comparative analysis for different Ry

To understand the impact of the presented study, a comparative
analysis of three countries, namely France, the USA, and India, with
different basic reproduction numbers R [18,19] are depicted in Fig. 11.
A cursory glance is enough to clarify that a nation observes an epidemic
peak month sooner than other countries if Ry is higher. Here, France with
R( = 2.7248 faced the peak in November.

After applying all the five strategies, different phenomena can be
observed in Fig. 11. Integrated Strategy 5 performs better than the other
single strategies 1, 2, 3, and 4. Here, Strategy 3 is not working well
because it only works for individuals with severe morbidity (Ig). As for
Strategies 1, 2, and 4, Strategy 1 is superior to others since the medication
is the only source to eradicate an outbreak. In a new disease scenario,
someone cannot expect it at the initial stage of the pandemic. As for
alternate ways, testing and social distancing strategies (Strategy 2 and 4
respectively) are preferable options.

3.5. Discussion

A year ago, every aspiring individual worldwide wanted to mitigate
the effects and spread of the ongoing COVID-19 (SARS-CoV-2) pandemic.
The COVID-19 news reporting spread rate even exceeds the extension
rate of the worldwide COVID-19 news series [20]. The distinctive,
age-related transmission, morbidity, and fatality patterns observed
worldwide increase the level of uncertainty inherent in health emer-
gencies [7].

During the outbreak, the major problem is that not all infectious cases
are diagnosed. Besides, even if effective diagnostic tools are available, an
appropriate response cannot be established quickly enough to reduce the
COVID-19 global extend. Even in the wealthiest countries, medical ser-
vices do not effectively counter the COVID-19 pandemic within the time
frame of interest. Public health policy must consider the time delay
adverse effects on multiple levels (time interval between the first
appearance of symptoms and diagnosis; delayed reporting; emergency
facilities limited capacity and presence of antiviral drugs, test kits, and
ICU facilities and delay of vaccine access). In the existence of multiple
limiting factors, mathematical models provide a feasible, fast, cheap, and
effective method to count the impact of local decision-making on disease
dynamics at numerous organization levels. Mathematical models can be
applied to establish model-ordered questions and answers series. For
example, what effect does the time of intervention start on morbidity and
fatality? Will using a single control intervention strategy or a compre-
hensive control intervention strategy make a substantial quantitative
difference? Is there a quick and productive way to measure the potential
“severity” or spread of an emergency disease? Also, when policies seem
to perform poorly, is the situation caused by the timing of the
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interventions? Even if certain infectious diseases can be effectively
implemented, can the dynamic productiveness of the best strategy be
easily derailed? Or how do developing countries respond to health
emergencies?

Estimating the basic reproduction number Ry is the first step in
evaluating the control interventions’ potential impact. Current data
shows that the estimated Ry's value of the ongoing COVID-19 pandemic is
within a feasible range; hence timely optimal control measures imple-
mentation may significantly differ. However, the gap between theory and
application is still significant. Many affected countries cannot obtain
sufficient antiviral drugs, testing reagent stocks, and adequate social
evacuation facilities. The delay in distributing the appropriate minimum
COVID-19 vaccines (in countries with enough funds to purchase these
vaccines) means their impact will not be much effective.

Our studies have guided us to some patterns. The simulation out-
comes manifest that treating clinical cases in the community (must
choose among the strategies presented in this paper) can significantly
reduce the incidence of pandemics compared with focusing antiviral
resources on hospitalized patients. Model simulations of reasonable
“pandemic” R values reveal that quantitatively speaking, using inte-
grated mitigation strategies is much better than using a single strategy
instead of when Ry > 2, there is not much that can be done to lessen the
impact of the COVID-19 pandemic. The final observation may be crucial
for policymakers (they should not promise items that cannot be deliv-
ered). Decision-makers should routinely use the estimated value of R to
determine the planned diminution measures anticipated impact.

Testing, hospitalization, and social distancing strategies are effective,
especially when antiviral drugs are limited or rare. Therefore, the real-
time monitoring methods improvement is crucial because the interven-
tion timing is the most sensitive factor in restraining the expansion of
COVID-19. If we are to respond to worldwide health threats of this nature
effectively, other cost-effective measures must be grasped. A recent
article [21] emphasized the tremendous impact that systematic use of
face shields and masks can have in reducing the expansion of the
pandemic.

The high value of the basic reproduction number R is a terrible
message because, in that situation, our “only” hope is to perform the OC
strategy immediately. Moreover, in that case, the most effective control
strategy is to apply strict SDPs (Strategy 4). To ensure the SDPs properly,
the government can introduce a mobile network GPS tracking system
[22,23] through which infected individuals can be taken into strict sur-
veillance more effectively. Applying this procedure, Hong Kong already
has obtained magnificent outcomes [24].

Epidemics with relatively low R( values are most likely to greet
control estimations delivered within a “reasonable” time window.
Obviously, in both cases, the sooner the control strategy is implemented,
the better.

We have determined the delivery patterns of OC strategies. At the
beginning of the epidemic, the application of a single control measure
(Strategy 3) requires the most significant sustained effort (OC mea-
sure). The implementation of comprehensive mitigation strategies
(Strategies 1, 2, 4, 5) required a high level of action initially and then
suddenly reduced control efforts during the epidemic. Using a single
strategy (especially when Ry is large) cannot prevent epidemic peaks
(if symptoms are severe, it is a nightmare for medical institutions).
When Ry is high, the susceptible population must be lower than the
critical mass to maintain the outbreak. Compared with a single control
strategy, integrated control methods help keep the susceptible popu-
lation below the critical mass required to maintain an epidemic. The
“longer” time window can be conducted in time, thereby reducing the
possibility of a prominent epidemic peak. In a longer time frame, the
presence of a pool of available susceptible individuals means that
control is still feasible, as there are still infections that require to
refrain. Compared with the strategies of providing antiviral treatment
to infected persons, the usage of SDPs with higher effectiveness is more
operative in reducing the transmission rate.
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The improvement of policies when resources are short benefits from
our research on “immense” resource scenarios. A “sub-optimal” strategy
is presented, whose impact is explored under five pre-selected strategies.
We observe that under this protocol (maximum) intensified antiviral
treatment, testing, ICU facilities implemented at the initial state of the
outbreak managed to lessen the outbreak while delaying the peak of the
pandemic. Predictions manifest that as the number of available antiviral
resources increases, the pandemic's effect is significantly reduced, mainly
if the distribution of such antiviral drugs is performed out in conjunction
with testing, hospitalization, and social distancing strategy. Moreover,
the point should be noted that our model can give a better outcome if
implemented correctly; however, a potential drawback of the dynamic
models related to epidemics is that it does not focus on age groups or
genders. It focuses on the entire population.

4. Conclusion

The nucleus of this research is to determine the benefits of imple-
menting a pandemic COVID-19 mitigation policy that combines phar-
macological and non-pharmacological interventions with limited and
unlimited resources. Efforts to reduce the COVID-19 pandemic impact
may be successful, especially if the Ry is not an outlier. If the imple-
mentation of the intervention is “fast” enough and the policy involves the
use of multiple OC strategies (a comprehensive management approach),
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it can be alleviated. Unless there are minimal resources available, no plan
is reasonable. The impact of early intervention on any country will
benefit the world. It should be noted that in the COVID-19 pandemic,
oxygen supply plays a vital role. However, in the current study, we did
not include it in the control model. We will consider it in future research.
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The purpose is to reduce the number of asymptomatic and clinically infected individuals throughout the outbreak of the COVID-19 pandemic within
a limited time interval [0, T] with minimum cost. In Eq. (2) the objective functional F is defined. Our target is to obtain OCs, u; (t) (i = 1,11), such that

-F(ulauzau_zvumusauf,aumugvugvumvun) il’l’lﬁl}[‘l -7:(”11u27u37u4~,u57u6>u7~,u8;u9;u107u11),

(A1)

where, Q = {ui(t) H 0<u(t)<1,tel0,T],vVi=1,11 } subject to the system (1) with initial conditions. Given the regularity of criterion (2) and system

(1), the standard results in control theory [25] can ensure the existence of OCs. The necessary conditions that optimal solutions must meet come from
Pontryagin's Maximum Principle [9]. This principle converts the problem (A.1) into the problem of minimization of Hamiltonian H given by

11
. W;
H= CIAU + CzAD + C3IU + C4I[) + CSIE) + E 714?
i=1

A (0) { _ ((1 — esug)aAy + (1 — eous)pAp + (1 — exotio)yly + (1 — €1yu11)dlp ) s
N
+ﬂ,2(l) |:((1 — GgMg)aAU + (1 — €gM9)ﬁAD R(l — GIQMIQ)}’IU + (l — €11M11)5ID)S

— ((e+esus) + ¢+ (A+ ) )Ay]
+23(1)[(e + esus)Ay — (1 + (p + €212) )Ap ]
+A(1)[cAu — (0 + €sts) + p + (k + €313) )y ]
+45(1)[nAp + (0 + estts) Iy — (v + (£ + €aua) )Ip]

+16(l) [ﬂIU +olp — (T+ (0' + €7M7) )15}

From this Pontryagin's Maximum Principle [9] and Hamiltonian, we obtain.

Theorem 1. There exist OCs u; (t) (i=1,11) and corresponding solutions, S*, Ay, Ap, Iy;, I, IS, R*, D* that minimizes F over Q. For the above statement to

be true, there must exist continuous functions A;(t) such that

14
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N

M=)l —¢€ S

M%*‘”*)a 4 (= 25)(e + esus)
(A2 — M)+ h(d + equy),

(/‘ll — /‘[2)(1 - €9M9)ﬂs
N

(A1 — Z2)(1 — €10ui0)yS
N

+(A4 — /16)[4 +/14(k + 6‘3143)7

(/11 — ;[2)(1 — €gM8)§S
N

j.ﬁ(t) =—C;s Jrj.ﬁ(’l' + (O' + €7M7) ),

j.z(l‘) =—-C +

/.13(l) == —C2 +

A(t) = —Cs +

+ (A4 — 25)(0 + estts)

Is(t) = —Cy +

with transversality conditions,

MT)=0,i=1,6

Also,

ug(t) = min{max{o7 e(,IUMv; }LS}, 1 }7

uy (1) = mm{max{o erl5—- },1

—h

ug (1) = mln{mdx{o egaAUS /I]} 1 },
W)

(@)= 0, ero71, sk 1

u, () = mm{max{ ewrly NWo }, }

. o — A
uy, (1) = mm{max{O enylpS l} 1}
Wl]

uy(t) = mm{max{o egﬁADS

Proof. The following can be acquired from the Pontryagin's Maximum Principle [9]:

. o0H . oH oH
A =35 B0 = gz, W0 =5
. oH . oH . oH
14(1‘) ﬂ5(f):7

o, oI, 6(1) = 7@’

. 1 — egug)aAy + (1 — equo) fAp + (1 — €rout10)yly + (1 — €11u11)d],
ll(t):(ll—lz)[( sitg )Ay + ( oto) PAD + ( witi0)rly + ( 111)dlp |

+ (/13 — }us)ﬂ + 23([) + (:'zl/iz),

+ (s — d6)v + A5(£ + equs),

)

Sensors International 2 (2021) 100112

(A.2)

(A.3)

(A4

with 4(T) =0, i = 1,6 assessed at the OCs and corresponding states, which outcomes the adjoint system (A.2). The Hamiltonian H is minimized

with respect to the controls at the OCs, so we differentiate H with respect to ul< =1 11) on the set Q, respectively:
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0u6
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0u7
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= Wiy — €Ay, = 0 at uy = uj,
= Wat, — e2Aphs = 0 at u, = uy,
= Wius — e3lyis =0 at uz = M;
= Wyuy — €4lpls =0 at uy = uz,
= Wsus — esAy(da — 43) =0 at us = u5,
= Weotts — esly(As — 25) =0 at ug = u;,
= Wity — 11506 =0 at u7:u;,
= Wiug — egaAUSijv;le =0 at ug = u;,
Woug — egﬂADSljv;le =0 at ug = u;,
= Wiouyo — 51071US/112\]—;V:21 =0 atwuy = ”Iov
= Wiuy — em/IDS/12 — A =0 atu; = uIl.

NWy

Solving for u; (i =1, 11) we obtain

u, = elAU;/—ZI, u, = €2ADW32’ u, = €31U;/—27
u, = 64ID3754, uy = esAylzv;jS, g = 66111&4‘;6157
u, = eﬂSé]—i, Uy = esaAyS %2 ;8/11, Uy = eofApS %2 &9/117
Uy = 610}'1US%]017 Uy, = 511711)5/12“:“/11-

Sensors International 2 (2021) 100112

The properties (A.4) are obtained through standard variation arguments with the control ranges.
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