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rigorous definition of epidemiological strategies. In addition, we develop a scheme for
comparing certain epidemiological strategies, with the goal of providing policy-makers
with a tool for their systematic comparison. Then, we put the suggested scheme to the
test by employing an age-based epidemiological compartment model introduced in
Bitsouni et al. (2024), coupled with data from the literature, in order to compare the
effectiveness of age-based and horizontal interventions. In general, our findings suggest
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1. Introduction

The recent COVID-19 pandemic brought to the fore the disastrous for the economy consequences of horizontal lockdowns.
Economically costly horizontal measures during the COVID-19 pandemic have been the closure of workplaces and schools,
the cancellation of public events and general stay-at-home restrictions (see Brodeur et al. (2021), Chen et al. (2021), Deb et al.
(2021), Mathieu et al. (2020) and many references therein).

This fact highlights the need for a more sophisticated managing of epidemiological crises. In this context, many countries,
especially after the spasmodic first response, have looked for more flexible intervention policies. Multiple combinations of
interventions were deployed by policy-makers in order to combat the spread of SARS-CoV-2 and minimize their impact on
the economy (Asahi et al., 2021; Karatayev et al., 2020; Perra, 2021).

* Corresponding author.
E-mail addresses: vbitsouni@math.upatras.gr (V. Bitsouni), ngialelis@math.uoa.gr (N. Gialelis), vtsilidis@upatras.gr (V. Tsilidis).
Peer review under responsibility of KeAi Communications Co., Ltd.

T URL: https://www.math.upatras.gr/el/people/vbitsouni (Vasiliki Bitsouni).

2 URL: http://users.uoa.gr/~ngialelis/ (Nikolaos Gialelis).

3 URL: https://tsilidisv.github.io/ (Vasilis Tsilidis).

https://doi.org/10.1016/j.idm.2024.07.002
2468-0427/© 2024 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/).


http://creativecommons.org/licenses/by-nc-nd/4.0/
mailto:vbitsouni@math.upatras.gr
mailto:ngialelis@math.uoa.gr
mailto:vtsilidis@upatras.gr
http://crossmark.crossref.org/dialog/?doi=10.1016/j.idm.2024.07.002&domain=pdf
https://www.math.upatras.gr/el/people/vbitsouni
http://users.uoa.gr/~ngialelis/
https://tsilidisv.github.io/
www.sciencedirect.com/science/journal/24680427
www.keaipublishing.com/idm
https://doi.org/10.1016/j.idm.2024.07.002
http://creativecommons.org/licenses/by-nc-nd/4.0/
https://doi.org/10.1016/j.idm.2024.07.002
https://doi.org/10.1016/j.idm.2024.07.002

V. Bitsouni, N. Gialelis and V. Tsilidis Infectious Disease Modelling 9 (2024) 13011328

Finding ways to intervene in the natural progression of disease spreading, has been a hot topic in the scientific community.
Models have been proposed, for a wide range of diseases, investigating various non-pharmaceutical interventions (Adegbite
etal, 2023; Amaku et al., 2021; Bhadauria et al., 2023; Brethouwer et al., 2021; Demers et al., 2023; Saha et al., 2022; Vatcheva
et al., 2021; Verma et al., 2020; Zakary et al., 2017), vaccination (Abell et al., 2023; Anupong et al., 2023; Gan et al., 2024;
Owusu-Dampare & Bouchnita, 2023; Patén et al., 2023; Thongtha & Modnak, 2022) and treatment (Béraud et al., 2022;
Zaman et al., 2009) strategies, as well as various combinations of the aforementioned interventions (Apenteng et al., 2020;
Lamba et al., 2024). Despite the success of the foregoing studies, the lack of a mathematically rigorous definition of epide-
miological strategies is apparent.

Moreover, age-based interventions have been discussed as a theoretical alternative to horizontal lockdowns. However,
they have also raised ethical concerns with regard to ageism (Motorniak et al., 2023; Spaccatini et al., 2022; Van Rens &
Oswald, 2020).

To our knowledge, the investigation of age-based interventions has been limited in terms of modeling. The authors of
Acemoglu et al. (2021) proposed a multigroup SIR model, with the intent of studying age-based lockdowns. In Kirwin et al.
(2021), the authors study the prioritization of vaccination to selected target groups.

In the present study, we:

— give a rigorous definition of the notion of epidemiological strategies

— propose a framework for systematically comparing certain epidemiological strategies

— utilize the aforementioned scheme to compare the effectiveness of age-based interventions when compared to horizontal
lockdowns, in the case of the SARS-CoV-2 pandemic.

This study is organized as follows. In §2, we introduce the notion of an (epidemiological) strategy, along with its potential
gradations, and we present a framework for comparing the effectiveness of certain strategies. In §3, we contrast the impact of
a horizontal lockdown with varying levels of intensity, with certain age-based countermeasures that have a similar epide-
miological effect, but less of an influence on society and, consequently, the economy. In §4, we conclude with a summary and
discussion of the results.

2. A framework for comparing the effectiveness of different strategies

Let us divide a population into two classes, the infectious, Z, and the non-infectious, Z¢. Each of these classes can be
divided to further sub-compartments, e.g., A€Z and BEZ¢.
The transmission rate from compartment B to compartment A is defined as

CB WA
= 1
Bpn =232, (1)

where cp is the average number of close contacts of an individual belonging in B with other individuals, wg_,4 is the prob-

ability of a contact to be effective in turning an individual of compartment B to an individual of compartment A, and
N:=T+7I¢

is the total number of the population. The removal rate from compartment A to compartment B is defined as

1
PA—>B7

(2)

YA-B =
where P,_,  is the average period an individual spends on compartment A before moving into compartment B. A diagram for
the above definitions is shown in Fig. 1.

These parameters, probably among others depending on the model (for instance, the model employed later on in the
present study comprises two types of transmission rates and two types of removal rates, among nine other parameters), are

Fig. 1. Flows between the classes of infectious, Z, and non-infectious, Z¢, individuals of a population.
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involved into the formulation of an epidemiological model that describes an epidemiological problem under study. However,
these parameters are special, because interventions by external factors acting for the control of the studied epidemiological
phenomenon (e.g., policy makers), can be described as changes in their values.

Now, enumerating all the different transmission and removal rates of a particular model, i.e., 1, ...,8,, and vq, ..., vp,,
respectively, we can write

8= (8", and y = (7).

Throughout the present section we assume a well-posed global (with respect to time) epidemiological compartmental
problem,

P =P,

which is described by a (differential/difference equations, agent-based, etc.) model,
M =X (B(X),7(X)),0)),

where
x= (X)) EXSR™

is the vector of the independent variables,

(B,7)EF(X; Pur S RM x R™) = {f : X> Py}
is the vector-valued function of the parameters of interest of .~ and

0EF (X; Pother SR™)
is the vector-valued function of the rest of parameters of ..

2.1. Strategies and substrategies

We begin by introducing the concept of a strategy of .22, which is of pivotal importance for the following analysis. In the
epidemiology framework, a strategy can be considered as the mathematical description of a set of epidemiological in-
terventions made by potential external factors, such as policy makers, experts etc., in order to restrict the epidemiological
phenomenon. These interventions consist of first fixing a reference value, (8¢, o) €F (X; Py, ), for the parameters chosen, and
then scaling each element of the set in terms of the fixed value.

Defintion 1. (strategy & strategic scale of an element). Let (89, vg) €F (X; Peryr)-

1. Aset S =S(Bo,70) SF(X; Puy) is called strategy (of &) with respect to (8o, o) iff
Vyes ar= r( : '(ﬂOa’YO)uy)EF(‘X/ Rn1+n2) s.t. Y= r©(ﬂ0770)7

where O stands for the Hadamard product.

2. Let
i. S=S(B9,7v0) be a respective strategy and
ii.y €S.

A function r€F (X; RM*™) as in 1. is called strategic scale of y.

We observe that every subset of a strategy is a strategy itself, as it is referred in the following result, the elementary proof
of which is omitted.

Proposition 1. Let

1. (Bo, o) EF(X; Ptlﬁr).
2. S=S(Bo,v0) be a respective strategy and
3.SoS.

Then Sy is a strategy with respect to (8, Yo)-
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In view of Proposition 1, we give the definition of a substrategy of a given strategy. In the epidemiology framework, a
substrategy can be considered as the mathematical description of a subset of a given set of epidemiological interventions.

Defintion 2. (substrategy). Let
i (30770)€F(X§ 7)tr,r).

ii. S=5S(Bo, 7o) be a respective strategy and
iii. Sp = S.

We call Sy a substrategy of S.

In fact, we can define a substrategy by setting limitations to the choice of a strategic scale of each of its elements. Below, we
name certain such examples.

Defintion 3. (horizontal and x;-based strategy). Let

i. (Bo,Y0) EF(X; Purr),
ii. S=5S(Bg, 7o) be a respective strategy and
iii. So = S.

We name the following substrategies.

1. Letie{1,...,m}. Sp is called horizontal with respect to x; iff
r(x; (607 70)7}’) = r(X] ; -~7xi717xl’+1 3o Xm; (607 ’YO)aY)7 VXEXv Vyeso’

ie., Vy € Sy a respective strategic scale is independent of x;, otherwise we call it x;-based.

2. S is called horizontal, iff it is horizontal with respect to x;, Vie{1,...,m}.

In the epidemiology framework, a x;-based substrategy can be considered as the mathematical description of a subset of
epidemiological interventions, which targets a certain group of a population partitioned with respect to x; variable.
We also observe that every union of strategies is a strategy itself, as it is referred in the following elementary result.

Proposition 2. Let

1 (60770)€F(X§ Ptrﬁr) and
2. {Sj = Sj(Bo: Y0)}je 7 be a family of respective strategies.

Then |J S; is a strategy with respect to (8o, vo).
jeg
In view of Proposition 2, we give the following definition.

Defintion 4. (the largest strategy). Let

1. (8o, v0) €F(X; Piry) and

2. S be the family of all the respective strategies.

We call

S=5(80.70) = S

ses

the largest strategy with respect to (89, Yg)-

Of course, whatever result holds for the largest strategy also holds for an abstract strategy, like the following direct one.

Proposition 3. Let (8, 7o) EF(X; Pery). If

0,...,0 $(60(X)770(X))7 (3)

# N+

then
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vyeS 3! strategic scale of y.

Under the light of Proposition 3, the next notion is well-defined.

Defintion 5. (strategic scale of a strategy). Let

1. ()60770)€F(XG 7)tr4,r) satisfy (3) and
2. S=15(Bo,70) be a respective strategy.

We call the function
Soy=r(-; (8o, 7o),y ) EF(X; RM M)

the strategic scale of S.
We can then easily deduce the following result.
Proposition 4. Let
i. (Bo,Y0) EF (X; Purr) satisfy (3),
ii. S=5S(Bo, 7o) be a respective strategy,

iii. B, Vje{1,2} be mathematical statements with respect to the strategic scale of S such that 3, =%, and
iv. §; € S, Vje{1,2,3}, be substrategies of S such that

Sj={yESIBi(r(-:(Bo,70).¥))}, Vie{1,2} & Sz ={y<S|-B1(r(-; (6o, v0)¥)) }-

Then
1. S1 = Syand
2.5=S\ 5.

For example, for a given (8¢, vg) €F(X; Pu,r) that satisfies (3) and a given i€ {1, ..., m}, the horizontal with respect to x;
substrategy of S = S(8,, Yo) is the set-theoretic complement with respect to S of the x;-based substrategy of S. The scope of the
present paper can be now stated as the comparison of the above substrategies for x; being the age of an individual of a
population.

2.2. Comparison of strategies

Here we introduce a scheme for the comparison of strategies, for which we need some preliminary notions, such as the
basic reproductive number and the graded strategies.

2.2.1. Ry: The measure of comparison

An important epidemiological notion studied and used extensively in the epidemiological literature is the basic repro-
ductive number, R, which is defined as the average number of infectious cases directly generated by one such case in a
population where all individuals are susceptible to an infection. For every mathematical model, that describes a problem
under study, corresponds a respective Rg, which can be calculated with several ways, such as with the next-generation
method or the existence of the endemic equilibrium (Diekmann & Heesterbeek, 2000).

In general, Ry depends on both the independent variables and the parameters of a model, therefore it is considered as a
function defined as

Ro: X X F(X; Py, 1) x F(X; Pother) — (0, 00)
(X, (ﬂ,’Y),a)'—’Ro(X./ (ﬂvY)aé)

Only for the sake of brevity and compactness of the exposition, in the present paper we assume that it is independent of x,
that is

Ro : F(X;Pr, 1) X F(X; Pother) = (0, )
((8,7),0)~Ro((8,7),0).

In the proposed scheme, we check how one strategy measures against another of a special kind, via the calculation of the
respective values of Rg. That special kind of strategies is described below.

1305



V. Bitsouni, N. Gialelis and V. Tsilidis Infectious Disease Modelling 9 (2024) 1301—1328

2.2.2. Gradable and graded strategies
The notion of the graded strategies is the crux of the proposed scheme. But before its introduction, we first need the
following one.

Defintion 6. (gradable strategy). Let

1. (8o, vo) EF(X; Puryr) satisfy (3) and
2. S=15(Bo,70) be a respective strategy.

We call S gradable iff V0 €F(X; Power) the function Rols( -, ) is injective.

Since Ry (S, 0) = (0, ), VOEF(X; Poher), We can arrange any family of pairwise distinct elements of such a set in a strictly
ascending order when S is gradable, hence the following notion is well-defined.

Defintion 7. (graded strategy). Let

1. (Bo,70) EF(X; Pur) satisfy (3),

2. S=S(Bo,v0) be a respective gradable strategy,

3. 0€F(X; Pother) and

4. {yi}f-‘:1 =S be a family of pairwise distinct elements of S, such that

RO(ylvé) <... <R0(y/(75)'

—_——— ———
=:Gy =:Gy

We call the pair (S, G= (G,-);‘=1 ) a graded strategy, while G is called a gradation of S and each of the Gy, ..., Gy is called a grade of G.

We note that the gradation of a graded strategy is a matter of choice. In what follows, for the sake of simplicity, we write S
instead of (S, G) for a graded strategy.

2.2.3. Comparison table and coverage

With the above toolbox at hand, we propose a scheme for the comparison of two strategies, only when one of them is
graded. In addition, the scheme allows us to include many substrategies of the other strategy. Below, we present the steps
required for the utilization of the proposed scheme, which is governed by the construction of the respective comparison table
and analyzed in terms of epidemiological and social coverage.

Construction of the comparison table
1. Placing of the grades Gy, ..., Gy of the gradation G = (G,-)f-‘:1 of a given graded strategy Sy, in increasing order, to the top row:

S
NGI Gy - Gy

2. Placing the under study substrategies {S,, }le of a second strategy S, to the left of the table, with the intent of comparing
them against the first graded strategy.

G Gy - Gy

1306



V. Bitsouni, N. Gialelis and V. Tsilidis Infectious Disease Modelling 9 (2024) 13011328

3. Populating the comparison table with %, where

V(i) e {1, 0y x{1,....k} .

]V if the Ro of Sy; is less than or equal to G;
Y7 1Xx  otherwise ,

S

s, Gy Gy - Gg
Sa, *11 *12 o ot *ik
522 *21  *22 vt Kok
Sa, *p1 kpa o *gk

Next, we present two ways to read the comparison table for extracting useful information.
Social overview of the comparison table: epidemiological coverage. Here we compare S, to S1. In particular, for every fixed
substrategy of S, (social overview), we check how good of an alternative it is, compared to S; (epidemiological coverage).

4_,. Calculating the epidemiological coverage of the gradation G of S; by each substrategy of S,, by calculating the average
number of v in each row.

S

Epidemiological
G Gy - G
Ss ! 2 k' coverage (-100%)
#{x1=v )
Sop x11 *12 ot K1 #
#{r2=v 1
Sa, ka1 K22 v ko #
#oru=v 1,
So,  xe1 o xke2 gy R

5_,. Calculating the total coverage of the gradation G of S by the whole S;, through the average value of all epidemiological
coverages.

S

Epidemiological
Sy Gi G o G coverage (-100%)
#lry=v 3y
Sa,  *11 *i2 o *ig #
#ira=v )
So,  *21 *ap v *gp #
#{re= Y,
Sa,  *e1 *ez v g —

#{xij=v L.k

The takeaway of the above analysis is that if the total (epidemiological) coverage of G by the (respective sub-)strategy S,
(Sy,, forie{1, ..., £}) is satisfying, then S; (S,,) could be considered as an alternative to S;. We note that the quantification of
the term “satisfying” is subjective.

Epidemiological overview of the comparison table: social coverage. Here we compare S; to Sy. In particular, for every
fixed grade of G (epidemiological overview), we check how much of that grade S, is (social coverage).

4,. Calculating the social coverage of S, by each grade of G of Sy, by calculating the average number of in each column.
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Sa S G1 Go G
521 *11 *12 *1k
S, *21 *22 *2k

SQe *p1 * 02 ko :

Y. Y = Y '

Social coverage (-100%) # Zlgf}lzl #{*ﬂgl}l:l % ] ]

5,. Calculating the total coverage of S, by the whole G of Sj, through the average value of all social coverages.

SQ Sl Gl G2 Gk
Sa, *11 *12 *1k
Sa, *21 *22 *2k
Sa, *¢1 *¢2 ek ,
. By, #ra=v)l =Y, 1 #= L
Social coverage (-100%) e R e i — . jJ(;___J_l__:

Total overview of the comparison table. Here, we combine the social and the epidemiological overview of the comparison
table.

6. Merging of the social and epidemiological overviews.

S1 o G N G Epidemiological
S, 1 2 k coverage (-100%)
x1=v }F
s o #on 0L,
#{xay=v 35
Sa, *21 *22 *2k #
s . . . #re=in
2 21 £2 Ck e m————— S — .
Social coverage (-100%) #{*“Z”f“ #{*’2;/%:1 #{*ik;(}le i__ _f&_{_*ij;._:_}_ﬁ:_fjl___ _E

3. Horizontal lockdowns versus age-based interventions

In this section, we investigate whether age-based interventions can offer a replacement to horizontal lockdowns for the
case of SARS-CoV-2, following the framework presented in §2, and using the model studied in Bitsouni et al. (2024), which is
presented in Appendix A. In §3.1, we categorize the parameters into é, 8 and v, and pick our choice of strategic scales, r; both
(8, v) and r serve for the definition of the strategies under investigation. Additionally, we distribute the total population of .
(4) into five cohorts, based on age, 6, of each individual. In §3.3, we define the graded strategy of horizontal lockdowns and the
strategy of age-based restrictions. Finally, in §3.4, we compare the aforementioned strategies.

3.1. Choice of general strategy

The independent variables that appear in .2 (4) are t and 6, thus
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x=(t0).

In order to define the strategies under investigation, we need to categorize the parameters appeared in %2 (4) into (8o, 7o) and
0, and consequently choose an appropriate strategic scale as discussed in §2.1.
The parameters which affect the strategies under investigation are 84, 6; and v, Therefore, we have that

(Bo,v0) = (Bas Br,v1)s

whereas

6 = (/“"’pa€>Z7 k7 q7 g?Xv 7/\)7

with the parameter values being as in Table 1.

We note that regardless of the seemingly important role of asymptomaticity (see Appendix A) for the spread of the disease,
the performance of the means of detection, such as the rapid antigen tests (Ag-RDTs), for the case of asymptomatic infectious
individuals still remains ambiguous (Centers for Disease Control and Prevention, 2020; Pollock & Lancaster, 2020; SAGE 56th
meeting on COVID-19, 2020; Soni et al., 2023). In the light of the above we prefer not to incorporate such means to our general
strategy, hence we exclude y, from (B0, y0). Moreover, we note that (3) holds.

We are now ready to construct our choice of general strategy along with its strategic scales, following the next steps.

1. We consider an interval A= R/ such that 0 € A, to be the average lifespan of an individual of the population under study,
hence f € A. Of course, sup A < oo.
2. We discretize A by considering a respective partition A, : = {6]-}]'7:0, for a fixed neN, i.e,
0=09<01<...<0p=Sup A

and we define the subintervals

Aj = [5],1,51')., V]'E{], ...,Tl}.

3. We set

Aw = (J A, YWEP({1,...,n}),
jew

where P stands for the power set, as well as we define

Table 1
A list of parameters of .#, along with their value, units, and value source. For their derivation, see Appendix B.
Parameters Value Units Source
No 80-10° individuals Estimated from Mathieu et al. (2020)
u 4.38356-10° day ! Estimated from Mathieu et al. (2020)
Ba Fig. 13 individual~'-day ! Estimated from Del Valle et al. (2007)
8 Fig. 13 individual '-day ! Estimated from Del Valle et al. (2007)
p 1073 day! Estimated from Mathieu et al. (2020)
€ 0.7 — Estimated from Grant et al. (2022)
4 1171 day! Estimated from Chau et al. (2022)
k Equation 6 day! Estimated from Kang et al. (2022), Wu et al. (2022)
q Fig. 14 — Estimated from Sah et al. (2021)
13 0.5 — Estimated from He et al. (2021), Buitrago-Garcia et al. (2022)
X Equation 7 day! Estimated from He et al. (2021), Buitrago-Garcia et al. (2022)
YA 1 day! Estimated from Byrne et al. (2020)
L7t ]1—4 day™! Estimated from Byrne et al. (2020)
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pw(-;a): A—[0,1]
1 f0&Ayw Y(W,a)eP({1,...n}) x[0,1)
0= pw(;a) ==
a S Aw,
and

gw(;b): A=l o]

0€Aw W, byep(1,...n}) x [0,1),

0 —gw(0;b) := e A
W‘y

SO

where the choice of (a,b)€[0,1)? is left to be explained.

We note that in the extreme cases of We {@, {1,...,n} } we have Ag = @ and Ay 5 = A, as well as

(g :@).80( + b)) = (1,1), V(a,b)€[0,1)°
and
1 2
(ﬂ{l ..... m (- 30).801...my( ;b)) =(ag) ¥ (a,b)€[0,1)".
Hence, the above functions are independent of § iff We {@, {1,...,n} }, as well as they are equal to 1 iff W = @.

4. We define the strategic scales to be
rw,w,(:0,b) = (pwﬁ( ), pw, (30).8w, (- ;b)), V (W, Wy, a,b) € (P({1,...,n}))? x [0,1)%.
5. The general strategy of interest S has the form

Si={(B.7) =rw,w,( - :0.5)0(Bo,¥o) | (Wp Wy, a,b) €(P({1,....n}))? x [0,1) }.
Regarding a< [0, 1], in the light of (1), the effect of every pw;,( -, a) to @ can be interpreted as having the average number of
close contacts of an (asymptomatic or symptomatic) infectious individual belonging to Ay, reduced by 1 — a, i.e.
(Cas €1)law, =0 (€a5 €Dl Ay,
Regarding b€ (0, 1], in the light of (2), the effect of every gy, ( -,b) to v can be interpreted as having the average period an
individual belonging to Aw, spends on compartment [ before moving into compartment R reduced by 1 — b, i.e.

PI—>R|AW6 '_’b'Pl—>R|AW6

3.2. Choice of distribution of the population into age cohorts

We now specify the distribution of the whole population into cohorts with respect to the age of each individual, hence
with respect to its occupational and social activity.

We divide the population into five (5) cohorts, thus n = 5, as seen in Fig. 2, where A = [0, 90) years and A, = {0, 6,18, 24,
65,90} years (both non-scaled). The 1st cohort is made of toddlers and preschoolers, the 2nd is made of school students, the
3rd is primarily made of university students, the 4th is primarily made of the working class, and the 5th is primarily made of
pensioners.
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Distribution of popullation into cohorts

X S X X X
& x\o* & N
NN Y &
& oY N &
"y ) —
0 6 18 24 65 90 0 (ycarg
R/_H_/\/_)\ ~

Lifespan partition

Fig. 2. The partition of the non-scaled lifespan and the respective distribution of the whole population into cohorts. The partition was made by taking into
account the social profile connecting individuals in each cohort, such as going to school, working, or being pensioners.

As an example of the strategic scale within the context of the cohorts presented in Fig. 2, the reduction of the number of
contacts of the 1st and 3rd cohort by 80% and not performing tests on any cohort is modeled by the strategic scale

"{1,3},@(';%-, ) = (P{ls}(‘;%)-,g@(‘; ‘)>7

where

i if fe Ay
1,  iffea,
p{m}(e;%) “11L 0 iffeas
1, if leAy
1, if f€ As,

and

g5(0; ) =1, YA,

3.3. Choice of substrategies of general strategy

In this section, we define the two strategies under investigation. Furthermore, we utilize the strategic scale introduced in
§3.1 to model each strategy.

3.3.1. Horizontal lockdowns substrategy
It is straightforward to check that the largest horizontal with respect to age substrategy of S is

{(ﬁ, Y) = Tw,w, (-a,b)© (Bo, o) \ (Wg, Wy, a,b) € (P({1,...,5}))? x [0,1)> such that (Wg, W,)€{@,{1,...,5} } }

which implies that every substrategy of the above strategy is horizontal with respect to age.
Thus, a choice of horizontal lockdowns substrategy can be made by considering S; = S as

S1={B.1=rn._ 50 :a )0®Bo10)|ac0,1) }.
The intensity (that is the amount of contact reduction for every individual) can be varied but uniformly, that is,
agl0,1) and Wg={1,...,n},

respectively, in order to capture different scenarios. We also assume that no tests are performed in any of the five cohorts, i.e.
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Wy =o.

Now, S; is gradable, since from (5) we get that
Ro(ﬂv v, 5) = a',R'O(ﬂO7 Yo, 6)7 V(ﬁ Y) ES] .

In particular, Ry is strictly increasing with respect to g, as it is depicted in Table 2.

To get a better understanding of how a< [0, 1) translates into the real life intensity of a stay-at-home restriction policy, we
firstly notice that when Wg = @ (or else a — 17), we have that no stay-at-home restrictions are in effect. In that case, our
model predicts an R of 2.854 (or else Rqg—2.8547), which is in line with various systematic reviews found in scientific
literature, such as 2.87 (95% CI: 2.39—3.44) in Billah et al. (2020) and 2.69 (95% CI: 2.40—2.98) in Ahammed et al. (2021), which
solidifies the validity of our model in predicting the Ry of SARS-CoV-2 pandemic. Furthermore, we see that the tight lock-
down Italy enforced in early 2020 resulted in an 82% reduction in mobility (Vinceti et al., 2022), which would correspond to a
being approximately equal to 0.2. During the same time frame in Germany, the authors of Schlosser et al. (2020), report about
a 50% drop in the average number of contacts, which corresponds to a = 0.5. Finally, in Zhou et al. (2020) the authors show
that even a 20% reduction in mobility proved a good way of delaying the spread of the infection, which would correspond to a
being approximately equal to 0.8.

Based on the aforementioned cases, we construct three different scenarios based on the intensity of the mobility
restrictions:

o the low intensity scenario, £, where the average number of contacts is reduced by 20% and Ry, = 2.283,
o the medium intensity scenario, M, where the average number of contacts is reduced by 50% and R, = 1.427 and
o the high intensity scenario, H, where the average number of contacts is reduced by 80% and Rg;, = 0.571.

The above scenarios constitute a gradation G of S; with
G1 = Roy, G2 =Rop and G3 = Ro,.
Such a gradation is summarized in Table 3.

3.3.2. Aged-based substrategies
The largest aged-based substrategy of S, S, = S, is

S2={(B.1)=rw,w,(-50.6)0 (Bo,70) | (Wp, Wy,a.b) €(P({1,....5}))* x [0,1) such that (Wg,Wy) &{2,{1,....5}}* }.

Table 2
The value of Rg decreases linearly as the intensity of the stay-at-home restrictions
increases, i.e. as a decreases.

a Contact reduction Ro

0 100% 0
0.1 90% 0.285
0.2 80% 0.571
0.3 70% 0.856
0.4 60% 1.141
0.5 50% 1.427
0.6 40% 1.712
0.7 30% 1.998
0.8 20% 2.283
0.9 10% 2.569

Table 3
Summary of the three horizontal lockdowns’ intensity scenarios, Low (£), Medium (M) and High (), which constitute a gradation of S;.
Gradation Intensity level Contact reduction Ro
G High (H) 80% 0.571
G 50% 1.427
G3 Low (L) 20% 2283
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Table 4
The sixteen age-based substrategies {S, }}:61 of S, which are chosen for the comparison to S.
i Age-based interventions Wg W,
Contact reduction: 1st, 2nd, 3rd cohorts
1 Testing: 4th, 5th cohorts {1.2,3} (4,5}
P Contact reduction: 4th, 5th cohorts (4,5} (1,2,3}

Testing: 1st, 2nd, 3rd cohorts
Contact reduction: 1st cohort
3 Testing: 4th, 5th cohorts {1} {4,5}

Contact reduction: 4th, 5th cohorts

4 Testing: 1st cohort 14,5} {1}
Contact reduction: 2nd cohort

> Testing: 4th, 5th cohorts (2} {4,5}

6 Contact reduction: 4th, 5th cohorts (4.5) @

Testing: 2nd cohort
Contact reduction: 3rd cohort
7 Testing: 4th, 5th cohorts {3} {4,5}
Contact reduction: 4th, 5th cohorts
Testing: 3rd cohort
Contact reduction: 1st cohort
Testing: 2nd cohort
Contact reduction: 2nd cohort

10 {2} {1}

Testing: 1st cohort

{4,5} {3}

Contact reduction: 4th cohort
B Testing: 5th cohort {4} {5}

Contact reduction: 5th cohort
12 Testing: 4th cohort {5} {4}

Contact reduction: 2nd cohort

B Testing: 4th cohort {2} (4}
Contact reduction: 4th cohort

14 Testing: 2nd cohort {4} {2}

Contact reduction: 2nd cohort

© Testing: 5th cohort {2} {5}

Contact reduction: 5th cohort
16 Testing: 2nd cohort {5} {2}

which implies that every substrategy of S, is aged-based hence it can potentially be compared to the graded S;. For our
simulations, we choose the substrategies {S,, }3:61 of S; summarized in Table 4 for the comparison to S;.

3.4. Simulations and results

Here we employ the scheme introduced in §2.2 for the comparison between S; of §3.3.1 and {S,, }llfl of §3.3.2. The sim-
ulations were performed using Mathematica 13.1 (Wolfram Research Inc., 2022). In the end of this section, we summarize its
results with the comparison table.

3.4.1. Social overview of the results, S, versus Sq
Throughout our simulations, we let the (a, b) of each strategic scale to take values in the 2D interval [0, 1) and illustrate

the results in density plots, where in the x-axis and y-axis we have a-100% and b-P;_ g = % = b-14 days, respectively.

S,,, versus S;. We begin by examining whether restrictions on the younger or the older cohorts play a more important role
in reducing Rg. In Fig. 3a, we see that in order to achieve the same R as the scenario #, the contact reduction of the first three
cohorts needs to be at least 75% and the individuals of the last two cohorts need to be detected and removed at least before
the twelfth day. Additionally, since the absolute value of the gradient of the contour lines is high, the younger cohorts in-
fluence the dynamics of Ry more when compared to the older cohorts. In Fig. 3b, we see that the scenario #, can be replaced
by finding and removing from the community the people belonging in the first three cohorts at around the third day from
symptom onset, whereas the contact reduction of the older age cohorts is almost irrelevant. Furthermore, since the gradient
of the contour lines is almost zero, the younger cohorts play a far greater role in reducing Rg when compared to the older
cohorts, especially the more austere the restrictions are. Overall, Fig. 3 shows us that the younger cohorts are more influential
in the dynamics of R, both when they are faced with social distancing restrictions, and with mandatory testing.

It is now clear that the younger cohorts play a far more important role in the dynamics of Ry. We subsequently examine
whether similar results as those presented in Fig. 3 can be achieved, by restricting just one of the three younger cohorts
instead of all three of them together.

S,,, versus Sy. Fig. 4 illustrates restrictions on the 1st and the 4th — 5th cohorts. When social distancing on the 1st cohort
and testing on the 4th and 5th cohorts are enforced, scenario M can only be achieved with the strongest possible restrictions
on the aforementioned cohorts, as we can see in Fig. 4a. When the restrictions on the cohorts are reversed, Fig. 4b shows that
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(Wg ={1,2,3} and W, = {4,5}). (Wg = {5,6} and W, = {1,2,3}).

Fig. 3. Two density plots of the grouping of the three younger cohorts and the two older cohorts together. In both cases, all three of our horizontal lockdown
scenarios £, M and ‘H, can be replaced by enforcing a wide range of intensity level restrictions to the different cohort groupings.

scenario H can be achieved if the day that the symptomatic infectious individuals are detected and removed from the
community is around the second day, with the contact reduction of the 4th and 5th cohort being almost irrelevant just like
the case described by Fig. 3. There is, however, a one-day difference in the required detection day of asymptomatic individuals
between the scenarios presented in Fig. 3b and Fig. 4b for them to have the same effect on Ry, as scenario #. In other words,
the procedure of detection and removal of asymptomatic individuals from the community needs to be one day faster when
only the 1st cohort is getting tested when compared to the grouping of the 1st, 2nd and 3rd cohorts, for them to have the same
results on R as scenario H.

S3,; versus Sy Next, we examine the importance of the 2nd cohort to the dynamics of R, with the results being shown in
Fig. 5. Contrary to the simulation of Fig. 4a, when social distance is enforced on the 2nd cohort, the results of scenario M can
be achieved with far less strict policies. In particular, as shown in Fig. 5a, for scenario M to be achieved, the contacts of the 2nd
cohort need to be reduced by at least 80% and the symptomatic individuals of the 4th and 5th cohorts need to be detected and
removed from the community at least before around the fifth day. When the 2nd cohort is the one being tested, Fig. 5b shows
that scenario M can be achieved by removing symptomatic individuals from the community at around the fifth day, with the
reduction in the average number of contacts of the 4th and 5th cohorts being almost irrelevant, much like the simulations
illustrated in Fig. 3b and Fig. 4b. Additionally, none of the simulations of Fig. 5 can act as a replacement measure to scenario H.

S,,, versus S;. Subsequently, we examine the contribution of the 3rd cohort to the dynamics of R, with Fig. 6 illustrating
the results. As we can see from Fig. 6, the 3rd cohort, in combination with the grouping of the 4th and 5th cohort, seems to
influence the reduction of R far less when compared to the younger cohorts. The only horizontal lockdown scenario that can
be replaced with this combination of age-based interventions is scenario £. Additionally, even though the 1st and 2nd cohort
dominated the dynamics of Rg when the symptomatic individuals of those cohorts were getting tested, that is not the case
with the 3rd cohort, as can be seen from Fig. 6b. The same holds for the case when social distancing is enforced on the 3rd
cohort, since the absolute value of the gradient of the contour lines of Fig. 6a is about 2. Hence, out of the three younger
cohorts, the 3rd one has the weakest influence on the dynamics of Rg.

S, ,, versus Sy. The 1st and 2nd cohort seem to be the two cohorts that influence the dynamics of R the most. Hence, we
quantify the results of targeting only the aforementioned cohorts in Fig. 7. As we can see from Fig. 7, all three horizontal
lockdown scenarios £, M and H can be replaced with a combination of measures targeted at the 1st and 2nd cohort. This
particular combination of age-based measures has similar dynamics as the scenarios presented in Fig. 3 which combine all of
our cohorts, and Fig. 4b which includes measures regarding three different cohorts. The vital role of the 1st and 2nd cohort is
now undeniable. In Fig. 7a we see, that scenario H can be replaced with the contacts of the 1st cohort being reduced by at least
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and W, = {4,5}). and W, = {1}).

Fig. 4. Two density plots of the 1st cohort and the grouping of the two older cohorts together. When social distancing is enforced on the 1st cohort scenario  can
only be achieved when the most austere restriction are enforced. On the other hand, when the symptomatic individuals of the 1st cohort are the ones getting
tested all three of our horizontal lockdown scenarios £, M and H, can be replaced by enforcing a wide range of intensity level restrictions to the 1st cohort and
the grouping of the 4th and 5th cohort. The detection-and-removal day of asymptomatic individuals needs to be one day faster when compared to the simulation
illustrated in Fig. 4b, for the same results as scenario H to apply.

50% and the infectious individuals of the 2nd cohort being found and removed from the community at least before the 4th
day. When the restrictions are reversed, scenario A can be replaced when the symptomatic individuals of the 1st cohort are
detected and removed from the community at around the second day after symptom onset, as can be seen in Fig. 7b, with
minimal contribution from the 2nd cohort.

S5..,, versus S1. Up until now, we examined the two older cohorts, namely the 4th and 5th cohort, grouping them together
as a single cohort. In an attempt to study the result of the interactions of the aforementioned cohorts individually, we present
Fig. 8. As expected, from the inability of the grouping of the 4th and 5th cohort to dominate the dynamics of our previous
simulations, the simulations of Fig. 8 offer a poor reduction of Rg. Neither in Fig. 8a nor Fig. 8b can horizontal lockdown
scenarios  and M be replaced by a combination of measures in the 4th and 5th cohort. Only scenario £ can be replaced, and
that is with austere restrictions on the 5th cohort. In particular, scenario £ can be achieved either when the reduction of the
average amount of contacts of the 4th cohort is 80% or when the symptomatic individuals of the 4th cohort are detected and
removed from the community at around 2.5 days after symptom onset. Finally, there is a clear domination of the 4th cohort in
this particular combination of age-based measures, with the measures enforced on the 5th cohort being irrelevant.

85,3141516 VETSUS S1. Lastly, we present the final combination of measures in Fig. 9. This final set of restrictions acts as a viable
proposal to a real life situation with the economic impact of the measures in mind, since it targets the 2nd cohort, i.e., school
students, whose contact reduction, or in other words school closures, would minimally affect the economy. Additionally,
Fig. 9, allows us to examine the difference between the grouping of the two older cohorts and their individual contribution to
Rg, in combination to another, younger, cohort. As can be seen in Fig. 9a, for horizontal lockdown scenario M to be replaced,
the contact reduction of the 2nd cohort needs to be at least 85% and the infectious individuals of the 4th cohort need to be
found and removed from the community at least before the fourth day after symptom onset. Compared to Fig. 53, there is a 5%
increase in the required contact reduction for scenario M to be replaced, as well as about a 1.5 day decrease between the
required detection-and-removal day for the symptomatic individuals of the 4th cohort and the grouping of the 4th and 5th
cohort. On the other hand, Fig. 9b is identical to Fig. 5b, meaning that the 5th cohort's contribution to the dynamics of R is
minimal. This is further proved in Fig. 9c and d, where we see that the 2nd cohort dominates the dynamics of the simulation.
In particular, when the contact reduction of the 2nd cohort is 50%, scenario £ can be replaced, whereas when the infectious
individuals of the 2nd cohort are removed from the community at around the 4th day, scenario M can be replaced.
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and W, = {4,5}). and W = {2}).

Fig. 5. Two density plots of the 2nd cohort and the grouping of the two older cohorts together. When social distancing is enforced on the 2nd cohort, scenario +
can only be achieved with laxer restriction compared to the respective restrictions on the 1st cohort. Neither of the pictured simulations are able to offer a
replacement to scenario . Much like the simulations of Fig. 3b and Fig. 4b, for the scenario M to be achieved the testing of the younger cohorts dominates the
dynamics of R, with the dynamics of the older cohorts being almost irrelevant.
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and W, = {4,5}). and W, = {3}).
Fig. 6. Two density plots of the 3rd cohort and the grouping of the two older cohorts together. Neither of the simulations is able to offer a replacement to scenario

M and scenario H. The influence of the 3rd cohort to the dynamics of R is far weaker when compared to the influence of the 1st and 2nd cohort, as can be seen
from Fig. 3b and Fig.4b.
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and testing is enforced on the 2nd cohort (Wg = {1} and W,, = and testing is enforced on the 1st cohort (Wg = {2} and W, =
{2}). {1}).

Fig. 7. Two density plots of the influence of the 1st cohort and 2nd cohort on the dynamics of R. In both cases, all three of our horizontal lockdown scenarios
£, M and H, can be replaced by enforcing a wide range of intensity level restrictions to the 1st cohort and 2nd cohort. The 1st and 2nd cohorts are the most
important cohorts at effecting the dynamics of R, since they influence the dynamics of R, comparably to the influence of the combination of all of our cohorts,
as seen in Fig. 4.
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and testing is enforced on the 5th cohort (Wp = {4} and W,, = and testing is enforced on the 4th cohort (Wg = {5} and W, =
{5})- {4}).

Fig. 8. Two density plots of the influence of the 4th and 5th cohort on the dynamics of R. Neither case was able to offer a replacement to horizontal lockdown
scenario M and scenario H. Restrictions on the combination of the 4th cohort and the 5th cohort result in the poorest reduction in Ry when compared to the
remaining of our simulations. When measures are imposed to the 4th and 5th cohort, the restrictions on the 4th cohort dominate the dynamics of Ry.
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Fig. 9. Four density plots of the influence of the interactions of the 2nd and 4th cohort, as well as the 2nd and 5th cohort, on the dynamics of Ry. None of the
simulations was able to offer a replacement to horizontal lockdown scenario #. The 5th cohort's contribution to the dynamics of Ry is insignificant, since its
removal from the measure-targeted cohorts, minimally affects the dynamics of Ry, as can be seen when Fig. 9a and Fig. 9b and Fig. 5 are compared. Additionally,
the 2nd cohort completely dominates the dynamics of R, when the 5th cohort is included in the simulations, as can be seen from Fig. 9c and Fig. 9d.

3.4.2. Epidemiological overview of the results, S; versus S,

Throughout our simulations we let (a, b) of each gradation to take values in the 2D interval [0, 1)? and illustrate the results
in contour plots, where in the x-axis and y-axis we have a-100% and b-P;_ g = £ = b-14 days, respectively.
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‘H versus S;. We begin by examining how many substrategies of {S, }}g can be considered as an alternative to scenario .

As can be seen from Fig. 10a, five substrategies of {S, }1‘1:61 admit the same R as the respective one of scenario 7. Therefore,

the epidemiological coverage of scenario # by the substrategies {S,, }1.1:61 is 31.25%. We highlight the fact that every one of the
five substrategies that can replace scenario M, regards restrictions on the 1st cohort.

M versus S,. Next, we examine how many substrategies of {S,, }1.1:61 can be considered as an alternative to scenario M. As

can be seen from Fig. 10b, eleven substrategies of {S,, }3:61 admit the same R as the respective one of scenario M. Therefore,
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Table 5
Horizontal lockdowns versus age-based restrictions. The total coverage of horizontal lockdowns from age-based restrictions is 66.66%. Additionally, the table

is populated with representative values of (a< 100%, YE) of the strategic scale that each age-based strategy needs to have in order for the strategy to have the

1
same Rq as each of the three horizontal lockdown scenarios.

Age-based restrictions

Horizontal lockdowns

High (H)

Low (£)

Epidemiological coverage

Contact reduction: 1st, 2nd, 3rd cohorts

80.6% and 3.06 days

42.3% and 3.71 days

4.55% and 11.7 days

. 88% and 6.4 days 50.5% and 7.43 days 12.5% and 8.19 days 100%
Testing: 4th, 5th cohorts 95.4% and 9.82 days 58.9% and 11.4 days 19.9% and 4.59 days
. 21.1% and 2.92 days 18.4% and 7.43 days 17.8% and 13.4 days
C°r}t:;fl;ed'i'§:"’21; d4t3hr' dszglfgrl:srts 50.4% and 2.9 days 50% and 7.68 days 42.9% and 12.4 days 100%
g Ist ! 81.7% and 2.89 days 78.9% and 7.96 days 67.9% and 11.7 days
. 98.8% and 1 day 10.7% and 11.9 days
CO;‘;:;:@:&“Z& lzthf)‘ftlsort x 99.1% and 1.05 days 34% and 8.18 days 66.66%
&: ath, 99.5% and 1.12 days 55.4% and 4.31 days
— 18.8% and 2.05 days 17.9% and 4.72 days 17.5% and 9.41 days
Contact ;Z‘:giltl?r;é :lgl)hitr': cohorts 48.6% and 2.1 days 50% and 5.11 days 432% and 10.8 days 100%
& 80.2% and 2.18 days 79.1% and 5.57 days 68.6% and 12.7 days
i . 82.7% and 1.86 days 10.6% and 11.7 days
Cm;teasctfri e,d;‘tcktl“’snthzcr;igfgort x 89.6% and 3.29 days  27.7% and 8.32 days 66.66%
& ! 96.4% and 4.71 days 43% and 4.73 days
. 21.2% and 4.65 days 17.9% and 9.82 days
Co"““;:i‘;;“f’;;}gtgsgﬁ cohorts X 50% and 4.4 days 43.1% and 11 days 66.66%
s: 82.1% and 4.22 days 67.9% and 12.7 days
. 19.5% and 8.89 days
: 3rd cohort
COI;Zgnzd:f;“’sréh b x x 50.9% and 6.45 days 33.33%
: ! 82.1% and 4.04 days
. 23.1% and 4.93 days
: 4th, 5th coh
Contact ;ngﬁzf”;r ; tcohitrt cohorts x x 54.7% and 6.89 days 33.33%
' 75% and 11 days
. 58.1% and 3.29 days 19.6% and 4.95 days 14% and 10.1 days
C°“tz}‘:5§ie:;_'cztfg'C;;f)ffhort 74% and 2.52 days 50% and 6.27 days 343% and 11.4 days 100%
’ 89.5% and 1.59 days 80.2% and 7.71 days 54.5% and 13 days
. 3 20.2% and 2.41 days 20.1% and 4.88 days 10.7% and 9.36 days
Conta;tesrfidn‘g‘fti?‘ler]‘grfc’h‘”t 51.2% and 2.23 days 525%and 5.64 days ~ 28.2% and 10.8 days 100%
: 82% and 2.09 days 82.1% and 6.77 days 44.4% and 12.6 days
. 81.1% and 3.46 days
Conta;;rgg“,cgf;"C:rtl};rct‘)ho" x x 81.8% and 7.5 days 33.33%
g 82.3% and 11.2 days
. 18.9% and 2.53 days
COM&‘;;;SS”FZE’;'C gﬁgrct(’hort x x 48.9% and 2.53 days 33.33%
& 79.7% and 2.53 days
. 87.5% and 1.62 days 11.5% and 2.76 days
Coma;;r;i”_cift?'ciggr?hort x 92% and 2.51 days 33.8% and 7.25 days 66.66%
& 96.4% and 3.41 days 52.8% and 11.3 days
I 21.4% and 4.63 days 17.9% and 9.81 days
CO“t?Cgsifr?‘fC;'gg'c;“hllrct"h"” X 51.1% and 4.4 days 44.5% and 11 days 66.66%
s: 81.5% and 4.22 days 68.1% and 12.6 days
. 52.1% and 3.52 days
12 h
Conta;zsr;g;,cgfg COESS) ort x x 52.5% and 7.36 days 33.33%
: 52.9% and 11.3 days
. 20.4% and 4.12 days 18.9% and 9.22 days
: 5th coh
Contfgsifsg‘fcg'gg Cithorcto ort x 51% and 4.12 days 49.1% and 9.25 days 66.66%
’ 81.2% and 4.12 days 79.3% and 9.27 day
Social coverage 31.25% 68.75% 100% 66.66%

the epidemiological coverage of scenario M by the substrategies {S, };:61 is 68.75%. We highlight the fact that every one of the
eleven substrategies that can replace scenario M, regards restrictions on the 1st and 2nd cohort.
L versus S;. Finally, we examine how many substrategies of {S,, }1.1:61 can be considered as an alternative to scenario £. As

can be seen from Fig. 10c, all substrategies {SZi}i]:Bl admit the same Rg as the respective one of scenario £. Therefore, the

epidemiological coverage of scenario £ by the substrategies {S,, }1.1:61 is 100%.
A summary of the results of §3 can be seen in Table 5.
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4. Conclusions and discussion

In this paper, we introduced a scheme for the comparison of certain types of interventions for the restriction of an

” o«

epidemiological phenomenon. This scheme incorporates some novel notions such as “strategy”, “substrategy”, “gradable
strategy” and its “gradation”, “comparison table”, as well as “epidemiological coverage” and “social coverage”. Then, we
utilized the aforementioned scheme and the age-based epidemiological compartment problem studied in Bitsouni et al.
(2024) to compare horizontal lockdown policies with various age-based interventions.

In particular, we distributed the total population into five cohorts, based on the age of each individual (in ascending order)
and we defined the graded strategy of horizontal lockdowns, considering three scenarios of horizontal lockdowns with
varying intensity, Low (£), Medium (M) and High (). We also defined the strategy of age-based restrictions, consisting of 16
substrategies. In general, our results suggest that these two strategies are comparable mainly at low or medium level of
intensity. Particularly, throughout our simulations, which used data from the literature, we deduced that the strategies that
targeted the 1st and 2nd cohort had the best epidemiological coverage. Moreover, all substrategies were able to admit the
same R as the respective one of scenario £, meaning a 100% social coverage of £, while the social coverage of scenarios M
and H by the substrategies is 68.75% and 31.25%, respectively.

Future work could entail the generalization of the notion of strategy, hence the comparison process itself.
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Appendix A. The employed epidemiological model

Here we use the epidemiological model .~ along with the respective problem .%, introduced and studied in Bitsouni et al.
(2024), as a means of utilization of the proposed scheme in answering the main question of the present paper. We choose this
model as it incorporates both symptomatic and asymptomatic infectious individuals, with the latter playing an important role
in the spread of the COVID-19 (see Gao et al. (2021) and many references therein), as well as the age of the infected/infectious
individuals.

After scaling the independent age-variable, #, and turning it to another time-variable measured in the same units as t (see
Bitsouni et al. (2024)) and using the relation N = S+ V + E+ A+ [ + R, we obtain the following model

ds i .

G = o - (p%m(b’)a(-,ﬂ)mw)z(~76>d6+u)s )

5(0) = So.

v T .

F=ps- (ce%ﬁmm-,0>+61<0>z<~,0>d0<1 —f)+u>V )

V(©0) = V.

%—k%f—(kﬂu)e

(0= [ Bal0)a(-.) + Bi®)i(-.0)AB(S + (1~ V) ()
0

e(0, -)=eg
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da da

st tas= —(adx(1 =9 +p)a

a(-,0)= /ook(ﬁ)q(ﬁ)e( -, 0)do (4d)
a<0,~)=20

i+ w)

i(+,0) = 7 k(6)(1 — q(0) )e( -, 0) + x(6)(1 — £(6) )a( -, 6) db (4e)
i(07-)=i(;

The flow diagram of the differential equations in (4) is shown in Fig. 11, and the dimensional units of all variables and
parameters appeared in .2 (4) are gathered in Table 6.

. / KO)a(O)e(-,0)d8 s = [ KO- a(0)e(-.0)d0

0)+ 6,(0)i(-,0)do (1 — )V

0\8 o
:P

Fig. 11. Flow diagram of .2 (4).
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Table 6
Description of the independent and dependent variables and parameters of .#, along with their units.

Independent variables Description Units
t Time T
[/ Age, i.e., time elapsed since, e.g., birth or infection [C]
Conversion factor Description Units
) Conversion factor from the units of ¢ to the units of ¢ TO!
Dependent variables Description Units
N Number of total population of individuals #
S Number of susceptible individuals #
Vv Number of vaccinated-with-a-prophylactic-vaccine individuals #
e Age density of latent/exposed individuals #0°7!
E Number of latent/exposed individuals #
a Age density of asymptomatic infectious individuals #07!
A Number of asymptomatic infectious individuals #
i Age density of symptomatic infectious #0!
I Number of symptomatic infectious individuals #
R Number of recovered/removed individuals #
Parameters Description Units
No Population size #
w Birth/Death rate T!
6a Transmission rate of asymptomatic infectious individuals #1711
B1 Transmission rate of symptomatic infectious individuals #1711
p Vaccination rate T!
€ Vaccine effectiveness -
4 Vaccine-induced immunity rate T!
k Latent rate (rate of susceptible individuals becoming infectious) T!
q Proportion of the latent/exposed individuals becoming asymptomatic infectious -
13 Proportion of the asymptomatic infectious individuals becoming recovered/removed (without -
developing any symptoms)
X Incubation rate (rate of a part of asymptomatic infectious individuals developing symptoms) T!
YA Recovery rate of asymptomatic infectious individuals T!
I Recovery rate of symptomatic infectious individuals T!
From the analysis conducted in Bitsouni et al. (2024), the basic reproductive number, R, of the model is
N, 1—¢
RESRg: =40 1:P0=9) =, 4 ), (5)
p+u letp
where
o0 H () :
- [k(r)+udr = [1aME@)+x(D)(1-E(7) )+ dr
RyDRp:= /k(s)q(s)e 0 ds / Ba(s)e o ds
0 0
and
0 s
] - f k(t)+udr
/k(s)(l —q(s))e © ds+ ]
[s+]
0 ~ = [n(r)tudr
R{2R; = . . . . X / Bi(s)e 0 ds.
~ [k(@)tudr — [TAMEE ) A-E(r))+pdr 0
+ / k(s)q(s)e © ds/x(s)(l —£(s))e o ds
0 0
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Appendix B. Parameter estimation

We now present parameter values fitting for the case of SARS-CoV-2. The chosen values are taken from the biological and
medical literature. Bellow, we give a detailed explanation about the value of each parameter, whereas a summary of the
parameter values can be found in Table 1.

The size of the population, Ng = 80 - 10° individuals, is assumed to be that of a relative large country, such as Germany,
Turkey, or Thailand (Mathieu et al., 2020).

The birth/death rate, u = 4.38356 - 10> day |, is taken from data from Mathieu et al. (2020). The average birth/death rate
of the world for the year 2021 is about 16 per 1000 individuals per year. Hence, we convert the aforementioned quantity from
“per 1000 individuals per year” to “per day” to get

1 3 1
16 1000 individuals-yearH 16-10 365 days

For the transmission rate of asymptomatic and symptomatic infectious individuals, we firstly assume the probability of an
exposed individual passing to the compartments of asymptomatic and symptomatic individuals to be wg_,4 = % and wg_,| =
%, respectively. From Del Valle et al. (2007), we have that the average number of daily contacts of any person, regardless its
epidemiological status, of age 6, c(f), follows the graph as seen in Fig. 12. To digitize the data of the contacts, we use Web-
PlotDigitizer 4.6 (Rohatgi, 2022) to manually extract data points from Fig. 2 of Del Valle et al. (2007) and then interpolated
them using a third order polynomial interpolation scheme through Mathematica 13.1 (Wolfram Research Inc., 2022) and the
function Interpolation. Subsequently, from (1) we deduce that the transmission rate of asymptomatic and symptomatic in-
fectious individuals are the functions presented in Fig. 13.

Age distribution of the average number of daily contacts

= 4.38356-10° day ! = p.

25
g
g 20F .
3
B 15k i
g
<
S 10t 1
=
&)
o0
E 5p 1
£
£
0 1 1 1 1 1 1 1 1 1 1
0 10 20 30 40 50 60 70 80 90

6 (360 - days)

Fig. 12. Age density (in years) of the average number of daily contacts, c, taken from Del Valle et al. (2007).

— Ba — Br1

2
= 90f ]
\S g 8.0F .
% 7.0F .
2 6.0+ |
SN——
° 5.0 F .
= 40} i
'5 3.0F .
% 20t 1
% 1.0F 1
S OO I I I I I I I I I I
= 0 10 20 30 40 50 60 70 80 90

0 (360 - days)

Fig. 13. Estimation of the age density (in years) of the asymptomatic and symptomatic transmission rate, assuming 4 = EA—;\,”“E:A and §; = 9—,'\7521 according to (1),

where ¢y = c = ¢
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The vaccination rate, p = 10> day !, is taken from data from Mathieu et al. (2020), during the summer of 2021 in the USA,
when the Delta variant of SARS-CoV-2 was the dominant variant. During the end of summer, the percentage of fully vacci-
nated USA citizens was about 54% whereas in the beginning of summer it was around 45%. Hence, we estimate the vaccination
from that three-month period to be p = 34%45% day~' — 103 day .

The vaccine effectiveness, ¢ = 0.7, is estimated from data from Grant et al. (2022). In Grant et al. (2022), the authors find
that with the BNT162b2 vaccine, the effectiveness of two doses is 88.0% among those with the Delta variant, whereas with the
ChAdOx1 nCoV-19 vaccine, the respective effectiveness of two doses was 67.0%. Hence, we assume ¢ = 0.7.

The vaccine-induced immunity rate, { = 11—4 day’l, is estimated from data from Chau et al. (2022). The authors of Chau
et al. (2022) report that, after two weeks of the second dose of the ChAdOx1 nCoV-19 vaccine, the percentage of study
participants with detectable neutralizing antibodies reached 98.1%.

The latent rate, k, is found by estimating that the latent and incubation period differ by 1 day. In Kang et al. (2022), the
authors examined data from 93 Delta transmission pairs and estimated the latent period by fitting the data to the Weibull
distribution, which made the best fit. They found the mean latent period to be 3.9 days. In Wu et al. (2022), the authors
performed a systematic review and meta-analysis of 141 articles and found that the incubation periods of COVID-19 caused by
the Alpha, Beta, Delta, and Omicron variants were 5.00, 4.50, 4.41, and 3.42 days, respectively. Hence, assuming that the latent
and incubation period vary by 1 day, we have that k =X, and by substituting y as found later in the present section, we have

=&
that

1day™, 0 <30-360 day

4gday”',  30-360 day < 6<40-360 day

ko) 41—8 dayj 40-360 day < 6 <50-360 day ©
sz day 50-360 day < §<60-360 day

s day”',  60-360 day < f<70-360 day

3
Lday™!, 70-360 day < 0,

where 6 is measured in years.

The proportion of the latent/exposed individuals becoming asymptomatic infectious, g, is taken from Sah et al. (2021),
where the authors estimated the asymptomatic proportion by age, by performing a systematic review and meta-analysis of 38
studies involving 14850 individuals. The curve they estimated can be seen in Fig. 14. To digitize the data, we use the same
procedure we used for the age density of daily contacts described earlier in the present section.

Age distribution of asymptomatic COVID-19 infection

0.40 ‘ \

0.35 - :

0.30

0.25
< 0.20

0.15+ i

0.10 - i

0.05 - |

000 I I I I I I I I I I
0 10 20 30 40 50 60 70 80 90

6 (360 - days)

Fig. 14. Percentage of asymptomatic COVID-19 infection, by age (in years), taken from Sah et al. (2021).

The proportion of the asymptomatic infectious individuals becoming recovered/removed without developing any
symptoms, ¢ = 0.5, is estimated from data from He et al. (2021) and Buitrago-Garcia et al. (2022). In He et al. (2021), the
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authors performed a systematic review and meta-analysis from 41 studies containing the rate of asymptomatic COVID-19
infection before May 20, 2020, aggregating 50155 patients, and found that nearly half of the patients with no symptoms
at the time of their detection, would develop symptoms later. In Buitrago-Garcia et al. (2022), the authors performed a
systematic review and meta-analysis from 130 studies and reported the percentage of persistently asymptomatic individuals
being between 14 and 50%. Hence, we choose the proportion of persistently asymptomatic individuals being 50%.

The incubation rate, y, is estimated from data from Tan et al. (2020). The authors of Tan et al. (2020) found that the in-
cubation period varies with age, based on data from Singaporean hospitals between January 23, 2020 and April 2, 2020. The
authors divided the participants based on their age (in years) to six groups ( < 30, 30—39, 40—49, 50—59, 60—69 and 70 < ) and
presented their results through a box plot. Hence, we assume that y is a piecewise function with its domain intervals being the
six aforementioned age groups, and with the function being constant on each interval and equal to one over the median of the
respective age group. Therefore, we have that

1day™', 6 <30-360 day

Je day”',  30-360 day < f<40-360 day
Je day”',  40-360 day < f<50-360 day
o5 day™',  50-360 day < f<60-360 day
4rday',  60-360 day < 6<70-360 day
1 day !, 70-360 day <0,

where 6 is measured in years.
The recovery rate of asymptomatic infectious individuals, y4 = % day™!, and recovery rate of the symptomatic infectious

individuals, y; = ﬁ day™!, is estimated from Byrne et al. (2020). In Byrne et al. (2020), the authors performed a rapid scoping
review up to April 1, 2020 and found that the median infectious period for asymptomatic cases was 6.5—9.5 days, whereas
time from symptom onset to two negative RT-PCR tests ranged from 10.9 to 15.8 days. Hence, we assume that the recovery
period of asymptomatic and symptomatic infectious individuals to be 8 and 14 days respectively.
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