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The continuous mutation of SARS-CoV-2 opens the possibility of the appearance of new
variants of the virus with important differences in its spreading characteristics, mortality
rates, etc. On 14 December 2020, the United Kingdom reported a potentially more conta-
gious coronavirus variant, present in that country, which is referred to as VOC 202012/01.
On 18 December 2020, the South African government also announced the emergence of a
new variant in a scenario similar to that of the UK, which is referred to as variant 501.V2.

Another important milestone regarding this pandemic was the beginning, in December
2020, of vaccination campaigns in several countries. There are several vaccines, with dif-

SARS-CoV-2 variants
VOC 202012/01
501.V2 A natural question arises: what could be the impact of these variants and vaccines on the
effective reproduction number spread of COVID-19?

ferent characteristics, developed by various laboratories and research centers.

Many models have been proposed to simulate the spread of COVID-19 but, to the best of
our knowledge, none of them incorporates the effects of potential SARS-CoV-2 variants to-
gether with the vaccines in the spread of COVID-19. We develop here a 8 — ij-SVEIHQRD
mathematical model able to simulate the possible impact of this type of variants and of the
vaccines, together with the main mechanisms influencing the disease spread. The model
may be of interest for policy makers, as a tool to evaluate different possible future scenar-
ios.

We apply the model to the particular case of Italy (as an example of study case), show-
ing different outcomes. We observe that the vaccines may reduce the infections, but they
might not be enough for avoiding a new wave, with the current expected vaccination rates
in that country, if the control measures are relaxed. Furthermore, a more contagious vari-
ant could increase significantly the cases, becoming the most common way of infection.
We show how, even with the pandemic cases slowing down (with an effective reproduc-
tion number less than 1) and the disease seeming to be under control, the effective repro-
duction number of just the new variant may be greater than 1 and, eventually, the number
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of infections would increase towards a new disease wave. Therefore, a rigorous follow-up
of the evolution of the number of infections with any potentially more dangerous new
variant is of paramount importance at any stage of the pandemic.

© 2021 The Author(s). Published by Elsevier B.V.
This is an open access article under the CC BY license
(http://creativecommons.org/licenses/by/4.0/)

1. Introduction

The pandemic of COVID-19 is the main worldwide problem that the society is currently facing, after its first outbreak in
China in 2019. The continuous mutation of SARS-CoV-2 generates multiple variants, but most of them have the same main
characteristics. In this work, we will call reference variant to all the variants sharing these main characteristics of the initial
virus. However, this continuous mutation also opens the possibility of the appearance of new variants of the virus with
important differences in its spreading characteristics, mortality rates, etc., which will be referred to here as new variants.

On 14 December 2020, authorities of the United Kingdom of Great Britain and Northern Ireland (UK) reported to the
World Health Organization (WHO) that a new SARS-CoV-2 variant was identified through viral genomic sequencing (see
[59]). This variant was initially referred to as SARS-CoV-2 VUI 202012/01 (Variant Under Investigation, year 2020, month
12, variant 01) and is finally known as VOC 202012/01 (Variant of Concern) (see [12]). Initial analyses indicate that this
particular variant may spread more readily between people. On 18 December 2020, the South African government also
announced the emergence of a new variant in a scenario similar to that of the UK (see [6]), which is referred to as lineage
501Y.V2.

Other potentially dangerous variants are being reported in the WHO situation report published on 19 January 2021 (see
[60]), such as a new variant (named the P.1 variant) that has been reported from Brazil (Manaus, Amazonas State) and a
variant within the lineage B.1.1.28 with the E484K mutation (but none of the other mutations) that has also been reported
from Brazil. There is currently little available information to assess if there are changes in transmissibility or severity of
these variants. However, since they present important similarities with VOC 202012/01 and 501Y.V2, further investigations
are needed and are underway.

The first known case of VOC 202012/01 was recorded on 20 September 2020 and sequenced in early October (see
[34,55]). According to the WHO report [60], the variant VOC 202012/01 has been identified in 60 countries, such as Australia,
Denmark, France, Iceland, Italy, Spain and the Netherlands.

The first known case of 501.V2 was recorded at the beginning of October 2020 in the Nelson Mandela Bay, South Africa
(see [4]), although it has been circulating in South Africa since August 2020 and has increased in terms of number and
proportion of cases in local areas and in the country as a whole (see [12]). According to the WHO report ([60]), variant
501Y.V2 has been reported from 23 countries across four of the six WHO regions, including Australia, Japan, China, Canada
and several European countries, such as France and the United Kingdom.

There is still few knowledge about these two particular variants. The main known characteristics about the new variant
in the UK are explained in [34,57] and a few details are given below.

According to the 18 December report of the UK’s New and Emerging Respiratory Virus Threats Advisory Group (see [42]),
the growth rate of VOC-202012/01 is 71% (95%Cl: 67%-75%) higher than other variants, with an increase in the Re-value of
between 39% to 93%. That report also remarks that the emergence and subsequent dominance of VOC-202012/01 in a period
of relatively high prevalence suggests that VOC-202012/01 has a selective advantage over other variants. Furthermore, it
concludes that there were insufficient data to draw any conclusion on the age distribution of cases and the disease severity.

A report published by the ECDC on 29 December 2020 (see [12]) indicates that transmissibility of VOC 202012/01 is
estimated to be up to 70% higher than the previously circulating variants of SARS-CoV-2 in the UK and preliminary results
for 501.V2 indicate that the variant is associated with a higher viral load and faster spread, which may be related to higher
transmissibility. Using a mixed regression model, the variant VOC 202012/01 frequency was significantly associated with an
increase of the time-dependent reproductive number (R.), estimated by a Bayesian semi-mechanistic transmission model to
be 74% (95% CI: 44% — 129%). On the other hand, in [14] it is estimated that VOC 202012/01 is 56% more transmissible (95%
Cl: 50% — 74%) across three regions than pre-existing variants of SARS-CoV-2. Therefore, we are still in an initial phase of
study of this new variant and it is necessary to analyze in depth more data in order to have more precise estimations of its
transmissibility.

Another important milestone regarding this pandemic was the beginning of vaccination campaigns in several countries.
According to a report published by the WHO on 29 December 2020 (see [58]), there are 60 COVID-19 vaccine candidates in
clinical development and 172 in pre-clinical development.

Several countries have already taken measures for the vaccination campaign. For instance, in the United States of America
(USA), the Centers for Disease Control and Prevention (CDC) published a report on 3 December 2020 with some recommen-
dations about vaccines, since the supply was expected to be limited at first. For example, they recommended that the initial
supplies of COVID-19 vaccines were for healthcare personnel and long-term care facility residents (see [5]). On 11 December
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2020, the U.S. Food and Drug Administration (FDA) issued the first Emergency Use Authorization (EUA) for a vaccine for
the prevention of coronavirus disease 2019 (COVID-19) caused by severe acute respiratory syndrome coronavirus 2 (SARS-
CoV-2) in individuals 16 years of age and older. The EUA allowed the Comirnaty COVID-19 vaccine (from Pfizer/BioNTech;
hereinafter “Comirnaty vaccine”), to be distributed in the USA (see [17]). Vaccinations in this country began on 14 December
2020, with a critical care nurse in New York City receiving the first injection of a drug developed by Pfizer-BioNTech. On 18
December 2020, the FDA issued an EUA for the second vaccine allowing the Moderna COVID-19 Vaccine to be distributed in
the USA for use in individuals 18 years of age and older (see [16]).

The European Union (EU) reported on 21 December 2020, through the European Medicines Agency (EMA), some recom-
mendations such as granting a conditional marketing authorization for the Comirnaty vaccine in the EU in people from 16
years of age. On 6 January 2021, the EMA recommended granting a conditional marketing authorization for the Moderna
COVID-19 vaccine to prevent Coronavirus disease (COVID-19) in people from 18 years of age. This is the second COVID-19
vaccine that the EMA has recommended for authorization (see [13]). At the time of writing, the EMA Committee for Medic-
inal Products for Human Use is performing a rolling review procedure for two more vaccines (Vaxzevria from AstraZeneca,
hereinafter “Vaxzervia vaccine”, and Janssen from Johnson & Johnson, hereinafter “Janssen vaccine”, see [10]). At the mo-
ment, it is not yet clear enough from Phase 3 clinical trials how effectively the upcoming COVID-19 vaccines will reduce
disease severity and deaths in the population and if they will also prevent infection and decrease transmission of the dis-
ease; furthermore, the duration of protection from vaccination against COVID-19 is unknown. Additionally, the initial supply
of COVID-19 vaccines is limited and, hence, it is very important for countries to develop a vaccination strategy. Mathemat-
ical modeling is essential to identify priority groups for vaccination against COVID-19 and the development of efficient and
effective vaccination strategies (see [11]).

Updated information on the vaccination process in many countries around the world is available in [43], including the
type of vaccine that is being used. Although most countries are using Comirnaty vaccines, some countries use others. For
example, Argentina and Russia are using the Sputnik V Vaccine (developed in Russia), China is using the Sinopharm-CNB
and Sinovac vaccines and the United Arab Emirates uses the Sinopharm-CNBG vaccine.

A natural question arises: what could be the impact of these variants and vaccines on the spread of COVID-19? It would
be interesting to have a tool able to show possible changes in the behavior of the spread of the pandemic.

Many models have been proposed to simulate the spread of COVID-19 (see, e.g., [18,52] and the references therein), but,
to the best of our knowledge, none of them incorporates the effects of potential SARS-CoV-2 variants together with the
vaccines in the spread of COVID-19. In this work, based on the model developed in [29-31] and improved in [52], we de-
velop a 6-SIR type mathematical model (more precisely, a 6 — ij-SVEIHQRD model) able to simulate the possible impact of
these types of variants and the vaccines, together with the main mechanisms influencing the disease spread. The new model
keeps the compartments and parameters used in [52]. In particular, we use the compartments S (susceptible), E (exposed), I
(infectious), Iy (infectious but undetected that will survive the disease), Ip, (infectious but undetected that will die), Q (peo-
ple in quarantine), Hg (hospitalized that will recover), Hp (hospitalized that will die), D (dead by COVID-19 and detected),
Dy (dead by COVID-19 but undetected), Ry (recovered after being previously detected as infectious) and Ry (recovered after
being previously infectious but undetected), but we split every infected compartment (i.e., E, I, Iy, Ip,, Q, Hg, Hp) in differ-

ent subcompartments E®, @ [, I(') Q®, H(l) H(’) where i € {1,---,M} and M ¢ N is the number of SARS-CoV-2 variants
(including the reference one) that are present in the territory under study

Furthermore, we incorporate new compartments V;, for people that are immune by vaccination with the j-th vaccine,
where je{1,---.,J} and J e N is the number of different vaccines being used in the territory under study. We note that
people may need to receive several doses and to wait some days (which may depend on the vaccine) to get immunity after
vaccination (we point out that it is still not clear if total immunity can be attained with these vaccines, if the vaccinated
people may infect others, etc.). For instance, the Comirnaty vaccine needs a second shot 21 days after the first one and wait
(in average) 28 days after the first dose to get the maximum efficacy against the virus (see [8,45]). The Moderna vaccine is
also given as two injections, 28 days apart with an efficacy of 94.1% at preventing symptomatic COVID-19, measured starting
from 14 days after the second dose (see [15]). We assume that people are in compartment V; once they get their immunity
(not when they get one of the doses). For the sake of simplicity, we assume immunity against all the variants of SARS-CoV-2
for people immune by vaccination or recovered from an infection by any of the variants (other possibilities could be also
considered in the model).

The model equations and a diagram summarizing the model (see Fig. 1) can be found in Section 2, together with some
other details, like formulae for the estimation of the effective reproduction number of each variant of the virus and that of
the global disease. The effective reproduction number of each variant must be less than 1 in order to have the spread of
the disease under control. The model developed here may be of interest for policy makers, as a tool to evaluate different
possible future scenarios.

In Section 3, we study the impact in Italy, as a particular example of study case, of the introduction of a new variant of
the virus and of the vaccination campaigns. For this, we use a simplified version of the model that is explained in Section 2.

2. General mathematical model

Here, we develop a mathematical model to asses the impact of SARS-CoV-2 variants and vaccination campaigns on the
spread of COVID-19 in a considered territory.
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Fig. 1. Diagram summarizing the general model for COVID-19 given by system (1)-(2).

In Fig. 1, we show a diagram of the general model developed here, under the assumptions made in Section 1. We remark
that, when studying a particular territory, it can be suitable to simplify the general model, according to the data available
and the particularities of the case under study. For instance, Fig. 2 below illustrates the diagram of the simplified model
used for the particular case of Italy studied in Section 3.

The evolution of the compartments mentioned above is modeled by the following system of ordinary differential equa-
tions:

M J
(i) [O) (@) 7 () (@) 1 (@) @) g () @) g ()
S= _Nz(ﬁf EQ+ BV10 + BOLY + B 1) + B Hy + B Hp ) -y v
i=1 j=1
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9 = (100 — )y 010 _ 0,
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Fig. 2. Diagram summarizing the simplified model for COVID-19 given by system (9)-(10), applied to the case of Italy.

together with

A0 = (1-pD)(0D - w®)y,P10 1+ yPHD — P,

Re = XiveQo,

Re = Y nlI0, 2)
D, = Y, y,f)?lgj,

D = ¥ Vé;)H[()D’

Vi = v

forie{1,---,M}, je{l,---,]J}, where:

e M e N is the number of SARS-CoV-2 variants and J € N is the number of vaccines that are being used in the territory
under study.

* vj(t) is the number of people that get or lose (e.g., because of changes of the vaccine efficacy through time) immunity
after getting the j-th vaccine (we note that this is different from the number of people vaccinated), per unit time, at
time t. Here, we have used

vi(t) = fo ei(s)u(t — s)ds. 3)

where u;(t) is the number of people that got their first dose of the j-th vaccine per unit time, at time t, e;(s) is the
efficacy of the j-th vaccine, defined as the ratio of the number of people that is immune by vaccination s days after
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getting the first dose, and t; is the time when the vaccination campaign of the j-th vaccine started in the territory
under study. We assume that all people receiving the first dose of a vaccine will receive, if they do not get infected,
the next necessary doses recommended by the laboratories. More complex formulations can be also used, if necessary.
Furthermore, the derivative of e; (i.e, é;) can be taken in the distributional sense (see, e.g., [51]), which generalizes
the classical notion of derivation and makes it possible to differentiate functions whose derivatives do not exist in the
classical sense. In particular, we can use functions e; which are piecewise constant, as those used in the case of Italy
studied below.

Remark 1. We point out that, if the vaccination is not only done for people in compartment S, then we could use more
complex versions of v;. For instance, if we assume that people chosen to get the first dose of a vaccine have not been vaccinated
previously and are in compartments S, E9), Ry or Ry, then a suitable estimation of vj(t), denoted by v;f (t), could be

vi(t) = /0 _jéj(s)uj(t—s)%ds, (4)
where
- j T
F(t)=S(t) + (Z (E(l)(r))) +Ra(T — tg,) +Ro(1) = (/ uj(s)ds—vj(r))
i=1 j=1 \"

is an estimation of the number of people that can be chosen to be vaccinated at time t, tg, > 0 is the delay (in days) that a
person that enters the recovered compartment must wait before being vaccinated,

J T
As() = 5(0) —Z( ? /}S{j))uj(sms—vf(r))
=1\t

is an estimation of the number of people in compartment S that can be chosen to be vaccinated at time t and we take
AFS((:)) =0 when F(t) =0 (or <0 in the numerical approximations).*

We note that the last parentheses in the two previous formulae account for the number of vaccinated people (in the whole
population or just in the susceptible compartment, respectively) that have not gotten immunity by vaccination, at time t. Of
course, we can use other possible formulae and also include stratification by age, priority people (like people working in the
health system or vulnerable people), event-triggered policies (see, e.g., [3]), etc. As explained above, in this work, for the sake of
simplicity, we just assume that v; is given by (3), since more complex formulae would need the availability of more complete
data; the goal here is to get a first idea of possible changes in the behavior of the spread of the pandemic due to new variants
of the virus and vaccination campaigns. Note: In the Annex we use (4) (instead of (3)) with updated data obtained at the
time of writing a revision of the initial submission of this paper, before publication.

A detailed description of the other model parameters can be found in [52], taking into account that now the superscript
® refers to each variant of the virus. For the sake of readability of this work, here we briefly recall their meaning:

e N is the number of people in the territory before the start of the pandemic.

e @ (t) €[0,1] is the instantaneous infection detected fatality ratio in the territory, at time t; i.e., the proportion of
new detected people (after being in compartment I) that will die of COVID-19, per unit time, compared to the total
number of new infectious people (detected or undetected), per unit time.

. wﬁ’)(t) € [0, 1] is the instantaneous infection undetected fatality ratio in the territory, at time t; i.e., the proportion
of new undetected people (after being in compartment I) that will die of COVID-19, per unit time, compared to the
total number of new infectious people (detected or undetected), per unit time.

e 00 (t) e [wD(t), 1— P (t)] € [0,1] is the proportion of the number of new infectious people that are detected and
documented by the authorities (after being in compartment I), per unit time, compared to the total number of new
infectious people (detected or undetected), per unit time, at time t. If we assume that o® = (1 + kg)) w (for a certain
function w) and, for the sake of simplicity, the proportion of detected cases is the same for all the variants, i.e.,

0® =@ (of course, other possibilities can be also considered) for any i € {1, --- , M}, we may compute 6 (t) as
90, lf t S t@o,
0(t) = M i i . 5
© ooy Lt (] +k‘(‘;))p‘(’l)(t)’ if £ > fg,. ©)
M . : / T Aga (5)
4 We remark that F(7) =As(t)+ [ ) Apo (T) | +Ag, (T) + A, (7), with  Apo(r) =ED(7) - Z( | IE’(S) u]-(s)ds),ARd (7) =Ry (T —tg,) —
izl j=1 \t

J

>

j=1

TA J T )
<7 ;“(S) uj(s)ds) and Ag, () =Ru(7) —Z( | A;‘é;) uj(s)ds>. These are estimations of the number of people in compartments E®, Ry and
T =

Ry, that can be chosen to be vaccinated at time t, respectively.
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where p‘(,i) (t) is an estimation of the ratio of the infections of variant i over the total number of infections (hence,
zﬁL p‘(,’)(t) =1) and wcpgr(t) is a seven-days filtered version of

de(t 4 sp, (£)) — de(t =T+ sp, (£ —T))
C(t) —c(t—1) ’

where ¢;(t) is the number of detected cumulative cases at time t, d; is the estimated number of detected cumulative
deaths at time ¢, sy (t) is the mean of the duration (days) in compartment Hp of a person that enters that compart-
ment, at time t°, and r is the minimum natural number such that ¢;(t) — ¢;(t —r) # 0 and the previous quotient is
not greater than 1 (other details can be seen in [52]). Here, we assume that sy is a non-decreasing time dependent
function (other cases could need a more elaborated estimation).

. E(’), I(’), ,Bl(ul), ﬁ,gz, ﬁIS’R) ﬂ,f,’g € [0, o0) are the disease contact rates (day~!) of a person in the respective compartments.
We note that some of them may change with time, due to the social distancing control measures. More precisely, we
consider that

B © =m®Be. B O =m©OB. B (O =m©OFHO©). O =m©)By o

Here ,BE(%, 1(’3, Ig)o and ﬂlg) o are the respective disease contact rates when no control measures are taken. Addition-
0PI, . -

ally, m € [0, 1] represents the reduction of those specific disease contact rates, at time t, due to the efficiency of the
control measures corresponding to social distancing. It is given by (see [29])

(mg—m1)exp<—/<1(t—t0)>+m1, iftG[to,)q],

(M(A1) — my) exp ( ket - Al)) my dfte (ulial,
m(t) =

(M(Ag_1) — My) exp ( gt — Aq_1)> tmg. ifte (hg1.o00).

where, for every i € {0, ..., g}, constants m; € [0, 1] measure the intensity of the control measures (lower value implies
higher intensity), «; € [0, 400) (day~!) simulate the efficiency of the control measures (higher value implies faster
effectiveness of the control measures) and A; € [tg, oo] denote the days of changes of each control strategy.

. y,(') (t) € (0, +00) is the transition rate (day~!) from compartment I) to compartments I, I[()‘L)l, QW, H,g’) or H[()’), at
time t. Similarly, )/E(i), J/,l(li) (t), }’,? (t), J/éi) (t), )’,5? (t), and ylflg (t) € (0, +00) denote the transition rates (day—!) from
compartments E®, [, II(J'L)" QW, H}g’) and Hg) to compartments [©, R, D{", Rg). Q® and DD, respectively, at time t.

o p® is the ratio of the number of new detected infected people that will survive the disease and are hospitalized
(they go to compartment Hg) over the total number of new detected infected people that will survive the disease

(and may also do quarantine, going to compartment Q® without going to hospital).
. rl(l) (t) and rz(l) (t) are the people infected that arrive/leave from/to other territories, per day.

We point out that, due to the emergency of the situation and the lack of data, we have focused on trying to draw
general conclusions without aiming to get very precise forecasts. Therefore, for the sake of simplicity, we have not stratified
the model by age. This might result in an overestimation of the deaths, because the priority of the vaccines is being given
to old people, who have a higher risk of dying from COVID-19.

We note that in system (1)-(2) we have assumed, as stated above, that people in compartment Q are not infectious. In
[52], it is explained why this assumption is reasonable for many territories (as, for example, Italy, which is the case studied
here) and how to model the general case when this assumption is not suitable.

System (1) is completed with initial non-negative data S(to), E® (to), I)(to), I{” (o), I} (o), Q1 (t0), HY" (to), HY(to),
R4(to), Ru(to), Du(tp), D(tp) and V;(ty), for all i e {1,--- .M} and j e {1,--- ]}

We note that system (1) is uncoupled with system (2). Therefore, we can solve numerically the whole system (1)-(2) or
we can first solve system (1) and then solve each of the equations of (2) as follows:

i . . s
Q(i) (t)=e" fé] )/é>(s)ds <Q(1) (to) + / q(z) (S)efto yé)(x)dxds> )

to

with q(i) — (1 _ p(i))(g(i) _ w(i))yl(i)l(i) + VI_(I:;)HS)’
Mo .
Ra®) = Ro(to) + Y [ 7 900 (5)as,
i=1 "0

5 If yy, is constant in time, then sy, (t) = y% The value of sy, (t) in the case of time dependent functions yj, can be seen in Remark 3.

b
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Mo .
Ru(®) = Ruto) + Y [ v 01 (9)ds,
i—1 tl)
Dy (t) = Dy (to) + Z / YD ID (5)ds,

D(t) = D(to) + Z / Y (5)HS (s)ds,

Vi(t) = Vj(to) —l—/t vj(s)ds. (6)

It is important to remark that, if for some territory the model does not include some of the compartments, then these
formulae must be changed accordingly.

For the numerical simulations presented in this paper, system (1) was numerically solved, together with the equations
of the first line of (2), by applying the classic 4™ order Runge Kutta method with four stages (RK4) and with four hours
as time step (which was tested in [29,52] and produced suitable stable results). The reason of including the equations of
the first line of (2) into the RK4 algorithm was to have the code ready for cases including the possibility of infectiousness
of people in compartment Q (as explained above, for the sake of simplicity, we have not considered this case here), which
would imply a disease contact rate By in the equations of the first two lines of (1), coupling in that system the mentioned
equations of the first line of (2).

Simultaneously, at each of those time steps, we obtain the solution of system (2) (except for its first equation) given by
(6), using the trapezoidal rule for solving the integrals in the formulae. We also note that, in (6), t; can be changed by any
other time t < t (for instance, the numerical time step previous to t).

The model is able to generate several outputs of interest, like those described in [52] (taking into account that, here, we
introduce the superscript ®, which refers to each variant of the virus). One of those outputs is the effective reproduction
number of the i-th variant of SARS-CoV-2. It is defined as the number of cases that one infected person of the i-th variant
of SARS-CoV-2 generates, on average, over the course of its infectious period. Let us see how to compute it.

The model given by equations (1)-(2) assumes that the duration sy (days) of a person in an infectious compartment
X e (EO O [D I(i) H(i) H(i) } with constant transition rate y)gi) (the case of nonconstant transition rates is discussed in
Remark 3, to avoid here more complex notatlon) is an exponentially distributed random variable (see [2]), with probability

1

density function given by f<')(sx) (l) *Vx sx and mean — . Furthermore, if /3(‘) is the disease contact rate of compart-
164

ment X®, then the number of cases generated by an infected person that enters compartment X @ at time z and leaves it
at time z + sy, while being in that compartment, is

(l)(z sx) _/ /3(1)(.[)5(7:)

and, therefore, the expected number of cases generated by an infected person that enters compartment X @ at time z, while
being in that compartment, is

RO (2) = / 9 (s0r 2, sx)dsy = /Owyx“)e-yx"“x / ">

drdsy.

Hence, adding up the contribution of all the infectious compartments related to variant i, the model allows to obtain the
following estimation of the effective reproduction number of the i-th variant of SARS-CoV-2:

RO () = / P s, sE)dsE+/0/0 FO(se) [P (sr (¢ + sg, sp)dseds;

+/0/0/0 (1-09(t +se+s1)

o (t + 55 +5D) [P ) FP 5D F (51,10 (¢ + 56 + 51. 53, )dsgdsydsy, +

0 00 P00 P00 OO P OO . . . (i) (i) (i (i) i) .
_ VE(I)yl(')ylil)yl(,)yly)y(l)e (VE SETV; S, Szu+VHRSHR+VHDSHD) rél)(t,SE)
0 Jo Jo Jo Jo Jo by "Hr “Hp

A1+ sg,5) + (1= 0D+ 55+ 51) — @ (€ + 56 +5D))ri) (¢ + 55+ 51, 53,)
+o(t + g +57) e Dt + s + 51,51, )
+pO(t + g +51) (9(’) (t+ 56 +57) — @ (¢ + ¢+ 5))rfy) (€ + S + 51, Sh)

+0D(t + 55 +5) r;,'g (t +Sg +51, sHD)]dsEdslds,uds,Du dsy,dsy, -

8
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This expression is complex to be applied in numerical simulations, because of the improper integrals. Then, usmg that
is the mean of the duration sy (days) of a person in an infectious compartment X, we may approximate R (z) by

RV@ = [ fx(sx)r<'><z yl)dsx—r?(z,y]@): [ B0 ar
X

and, consequently, Rg) (t) by

. 00 200 00 00 00 _ (i) (i) (i) ; 1
RO (t) = / / / / / [ 0y, M, 0,0 (57 s s risnvisn) | L) L
e 0JoJo Jo V]u VIDU VHR )/HD E J/(1)
1 1 i 1 1 1 1 i 1 1 1
w0 e+ )+ (100t — + — ) —oP(t+ —= + e+ —+ —. —
y @0 NCIC y 0 0 ) | y T ,0
E 1 E 1 I E I I

+w("><t+ ! +]>r<f> ey o L L
u —, -
y(’) J,(t) J/(l) J/(t) y(’)

y;’

E E | Io,
: 1 1 1 ; 1 1 1
0 o) w 0
P (t 0) )[ ( Y0 + (i)) <t+ Gl (z‘))}er -t 0
Ve Y Ve Y Ve i Yy
Tt + Lol T L1 M las,ds,ds, ds; dsy.ds
(l) (1) Hp (1) [OR0) ECo1851, Gopp,  QoH YO H),
il Vu,

which can be rewritten as

oo = [ f ﬁ‘” S(’)d

. ty S T
+(1-690¢") - (t<'>)) ,9(') SO g1 4 o « |, g ,9(') ( )d (7)
H H 5 T
+p(')(t('))(9(')(t(l>) w(l)(t(l)) / Rﬁ(l) ( )dl’—i—w(')(t('))/ D,B(l) ( )
where
(0 =t+ (x)v tI(i) = y1(i) ’ t]ii) =t+ }/1(1') + Vlm + Vlmv tl([? =t+ (x) + (n) + y“)
1 E 1 Iy 'Du (8)

t =t+ b+ L+ L 0=+ L+ L+ L
Hg Yo Tye Ty ‘L(’: Hp 7 Ty T D>

Remark 2. Assuming that the fraction of susceptible individuals is constant throughout the calculation of the previous in-
tegrals, with
S(r) _ S()
N ° N
and the disease contact rates are constant (which is not realistic for the COVID-19 pandemic, due, for instance, to the

changes in time of the control measures), then the effective reproduction number of the i-th variant of SARS-CoV-2 can be
also estimated as

. for all 7 e (t. max{t” .t £ £},

0 o g0 oo B ) B
u Dy
R, (t) = E_ 4 P +(1_g(1)(tl(l)) ’)(t(l))) +a)L(‘l)(tI(l))
() (@) (1) ()
Ve Vi Y Ib,
(i) /3(1')
W (+DN (9@ (4D (@) (4D P, Gy o G)y PHp ) S()
+p0 ) (V) - 0O (Y ))?-ﬁ-a) (t; )T T
R D

Of course, many other alternatives, for this or other models can be used to estimate the effective reproduction number (see,
for instance, [53]).

Remark 3. When the transition rate of an infectious compartment X e {E® 1 ) I(') H(') H(')} is given by a time de-
pendent function y : (0, 00) — R such that y(t) > y > 0, for any value t € (0, c0) (for the sake of simplicity of notation,
in this remark we avoid in some occasions the use of subscripts and superscripts), the notation and formulae are a little
more complicated. If someone enters compartment X at time z, the duration s (days) of that person in compartment X is an
exponentially distributed random variable, with a probability density function given by

() =y (z+ s)e*fos y (z+u)du
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Fig. 3. Total daily amount of remaining and administered doses of the Comirnaty vaccine, as determined by function u;. The darker colors correspond to
first doses (i.e., the values of u;), and the lighter colors correspond to second doses. The last plateau corresponds to 470,000/7 doses.

and mean

s(z) = /Oo e-livemags - 1
0 4

(notice that s(t) = % when y is a constant function). Therefore, the expected number of cases generated by an infected

person that enters compartment X at time z, while being in that compartment, is

S(r)

Rx(2) = f L) s)ds_/ y(z+s)e fm”“)du/ By (1) drds.

and the model allows to obtain the following estimation of the effective reproduction number of the i-th variant of SARS-
CoV-2:

. 00LOOLOOLOOLOOLOO —(fsE du+..+ [P d
R((e')(t) = / / / / // ]/EO)(f-i-SE) V,g;)(f+SE+SI+SHD)e (o y(tuw)dut.+ o0 y (t+sp+s+u) u)
0 Jo Jo Jo Jo Jo

[réi) (t.56) + 10t +sp.5) + (1= 0Dt + 55 +51) — 0 (¢ + 56+ )1 (£ + g +51.53,)
o (t +sp + s,)r,') (t + g +51,5p,)
+p(‘> (t+ 56 +5) (0D +55+51) — @D+ 55 +5))1i]) (t +SE + 51, Sny)

+D(t + 55 + s,)r“) (t +5g+5 sHD)]dsEds,ds,u ds;, dsp,dsy,.
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Fig. 4. Total daily amount of remaining and administered doses of the Moderna vaccine, as determined by function u,. The darker colors correspond to
first doses (i.e., the values of u;), and the lighter colors correspond to second doses. The last plateau corresponds to 536, 000/24 doses.

Now, using that s)((i) @ = [y° e~ Js v(@+wdugs is the mean of the duration sx (days) of a person in an infectious compartment
X®, if entering at time z in that compartment, we may approximate RY’(z) by

. o0 . , . . 0@ - §(r
RV (2) = /0 fx (sx)r)((')(z, s)((’)(z))dsx = r)(g)(z, s)(g)(z)) = / )((')(‘C)%df
z

and, consequently, Réi) (t) by (7), where now
() =t+s0®), 7 =t+sO+570), P =t+s7O+5" O+ O, ) =t+50O +5" O +5)) ()
) =t 4500 +sPO +sP O D =t +500) +50(0) +5D (o),
(which generalizes (8)).
The effective reproduction number of the of SARS-CoV-2 (including all its variants), defined as the expected number of

secondary cases produced by one person infected of SARS-CoV-2 (without focusing in a particular variant) at time t, can be
estimated by

M

ED(t) ()
Re(t) = — = R(F),
(9] ;Z?,,:lg(])(t) (t)

where £0(t) = %(ﬁéi)E(i) + BI04 ﬂfp]&") + ’Bl(niz. Igz + ,BISZHS) + ﬂ,({'gHg)> +7 — 7/ is an estimation of the number of
susceptible individuals entering compartment E, per unit time, at time t. '

Typically, the spread of infection by each variant of SARS-CoV-2 slows down when RS)(I) < 1. Hence, in order to have
the spread of the disease under control, we need that maXx;c(; ... m Ré') (t) < 1. We note that there may be cases with Re(t) <
1 (and, therefore, the number of cases is expected to decrease in the following days) but maxc(; .. my Ré” (t) > 1 (and,
therefore, there is, at least, one variant of the virus that is spreading, implying that the disease is not under control).

Once the model is built, if we want to use it for a particular country or territory, we need to identify suitable model
parameters and functions for the case under study. Some of them can be found in the literature [33]. However, due to the

1
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Fig. 5. Official reported (Rep.) data and simulation (Est.) of the evolution of the daily detected (Left) cases and (Right) deaths, assuming that the control
measures as of 17 January 2021 are maintained and considering the reference virus and a second variant of SARS-CoV-2 that spreads a 93% faster.
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Fig. 6. Simulation of the evolution of (Top) the daily detected deaths caused by each variant and (Bottom) the effective reproduction numbers, assuming
that the control measures as of 17 January 2021 are maintained and considering the reference virus and a second variant of SARS-CoV-2 that spreads a
93% faster. (Right) With and (Left) without vaccines.
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Fig. 7. Official reported data and simulation of the evolution of the daily detected (Left) cases and (Right) deaths, assuming that the control measures are
relaxed on 1 March 2021 (with my4 = 0.20) and considering a second variant of SARS-CoV-2 that spreads a 93% faster.
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Fig. 8. Simulation of the evolution of (Top) the daily detected deaths caused by each variant and (Bottom) the effective reproduction numbers, assuming
that the control measures are relaxed on 1 March 2021 (with my4 = 0.20) and considering a second variant of SARS-CoV-2 that spreads a 93% faster. (Right)
With and (Left) without vaccines.
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Fig. 9. Official reported data and simulation of the evolution of the daily detected (Left) cases and (Right) deaths, assuming that the control measures are
relaxed on 1 March 2021 (with my4 = 0.20) and the rate of vaccination is twice the one defined by u; and u, (see 12 and 14), from 18 January 2021, and
considering a second variant of SARS-CoV-2 that spreads a 93% faster.
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Fig. 10. Simulation of the evolution of (Top) the daily detected deaths caused by each variant and (Bottom) the effective reproduction numbers, assuming
that the control measures are relaxed on 1 March 2021 (with my4 = 0.20) and the rate of vaccination is twice the one defined by u; and u, (see 12 and
14), from 18 January 2021, and considering a second variant of SARS-CoV-2 that spreads a 93% faster. (Right) With and (Left) without vaccines.
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lack of information currently available regarding the behavior of the SARS-CoV-2 and the implicit uncertainty, others need
to be estimated. In [52], one can find the details on how to estimate some of the model parameters and particular values
of them suitable for the case of Italy.

3. Application to the case of Italy

In order to show the possible impact of the introduction of a new variant of the virus in a territory and the vaccination
campaigns, we present here, as an example of application, the results obtained with our model for the case of Italy, one
of the countries that has been strongly affected by the pandemic. As explained above, Italy is one of the countries where
VOC 202012/01 arrived with one case reported on 20 December 2020 (see [35]), which led the Italian Ministry of Health to
forbid flights from the UK to Italy (see [36]).

In Section 3.1, we present a simplified version of our model suitable for the case of Italy. Then, in Section 3.2, we show
and discuss the results obtained when we use it to simulate the spread of COVID-19 in this particular country.

3.1. Simplified mathematical model for the case of Italy

The case of the mathematical modeling and simulation of the spread of COVID-19 in Italy was studied in [52], without
considering the vaccination campaign which started on 27 December 2020 and taking into account just the reference version
(or variant) of SARS-CoV-2.

Here, we study the case of Italy considering vaccination campaigns with the Comirnaty and Moderna vaccines and the
introduction in the country of the VOC 202012/01 variant of SARS-CoV-2, which we assume spreads faster than the reference
one. For the sake of simplicity, we focus on the case that only the disease contact rates (i.e., the fs) change in the new
variant, with respect to the reference one, keeping the same values used in [52] for all the other parameters (which do
not need now the superscript notation ). The only exceptions are the following: a) we will use the control measures
parameters my; = 0.18 and my3 = 0.17 (which correspond to the intensity of the social distancing strategies started on 23
December 2020 and 7 January 2021, respectively), which is in the range of the multiple values used in [52] in order to
study different future scenarios; b) we will use the fatality ratio w = 1.4555%, which is one of the three options used in
[52]. As it is also done in that work, we do not use in this case a compartment for Ip,. Of course, many other possibilities
can be studied, considering the model above. With these assumptions, and denoting Q = Q" + Q@) the simplified model
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Fig. 11. Official data reported up to 25 May 2021, compared to the simulations of the scenarios described in Section 3.2, which appeared in the initial
version of this article (see Fig. 7), submitted to the journal on 22 January 2022 using official data reported up to 17 January 2021. Evolution of the daily
detected (Left) cases and (Right) deaths, assuming several scenarios described in Section 3.2.
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Fig. 12. Evolution of ¢, (t) and cg, (t) from 27 December 2020 to 31 August 2021.

is summarized in Fig. 2 and can now be rewritten, for this case, as the following system of equations:

S = R (BUEO + BI04 BOID + BUHY + BOHS) - TE v
B0 = §(BOEO + BOIO 1 BOI + BUHY + BUHS) - yeE® + 70 — 20,
1:0:) = pED —pI®, ‘ (9)
= (1-0-0)nl® -yl

Hy p(O — )yl — yuHY |
Hl()') = oyl® - yHDHl()'),
for i € {1, 2}, together with

Qo) = e (o) + [ glseo e as),
with g = 32, [(1 = p)(@ - )l + iy |
Ra(®) = Ralto)+ [y vo(5)Q(s)ds, (10)
Ro(t) = Ruto)+ X% fy v, (I (5)ds,
Du(t) = Dulto) + Xy fyy @u($)1i()I(s)ds,
D(t) = D(to)+ iy fy Vi (HY (5)ds.
Vitt) = Vj(to) + J; vj(s)ds.
for j e {1,2}.

We will assign the index i =1 to the reference SARS-CoV-2 virus, the index i =2 to the new variant VOC 202012/01,
the index j =1 to the Comirnaty vaccine and the index j =2 to the Moderna vaccine. For the reference virus, we use the
values of the parameters given in [52]. To model that the new variant spreads faster than the reference one, we assume
that ﬂ)(f) =1+ k)ﬁ(l), with k > 0, for all X € {E, I, Iy, Ip,. Hg, Hp}. In other words, the disease contact rates of the variant
are 100 x k% higher than the disease contact rates of the reference version of the virus.

The initial data considered to run the simulations are detailed in [52] for the reference variant. According to [12], the first
reported cases of the new variant in Italy were imported from the UK to different Italian regions. Here, we enumerate them
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Fig. 13. Evolution in time of sy, (z) (days), which is the mean duration in compartment Hp of an individual that enters that compartment at time z, from
1 January 2021.

by date of confirmation: 20 December 2020, one case in Lazio; 21-22 December 2020, two cases in Apulia; 23-24 December

2020, two cases in Lombardy; 24 December 2020, three cases in Veneto; 26 December 2020, six cases in Naples. Those

detected cases were introduced into system (9) using parameter rl(z). For the sake of simplicity, we assume that they arrived

in exposed state E and we introduce them twelve days before its official date of confirmation (taking into account one day

of delay in the notification and eleven days that they spend in average in states E and I before its detection). All the time

series used in this work, including the one with the imported cases, are available at https://github.com/momat-ucm/T-SIR-T.
We use equation (3) for both vaccines with the following efficacy functions:

o For the Comirnaty vaccine, we take

0, if 0 <s < 12 days,
e1(s) = 0.524, if 12 days <s < 21 days,
17700.905, if 21 days < s < 28 days,
0.948, if 28 days <,

(11)

which corresponds to the Comirnaty vaccine efficacy. These values, given in [49], must be taken with caution, since, as
said in that work, their “study was not designed to assess the efficacy of a single-dose regimen”.
Then, the e; derivative in the distributional sense is

é1(s) =0.524 §(s —12) 4+ (0.905 — 0.524) 6(s — 21) + (0.948 — 0.905) &(s — 28),
where §(-) is the Delta Dirac function, and (3) may be rewritten in this case as
v1(t) = 0.524 uy(t —12) + (0.905 — 0.524) uq(t — 21) + (0.948 — 0.905) uy(t — 28).

The Comirnaty vaccine was the first vaccine used in this country, with a first batch of 9,750 doses received on 26 De-
cember 2020 (see [38]). The vaccination campaign continued the following days with a rate of around 470,000 doses
per week (see [39]). The data of the vaccines already administered (at the time of writing) that we use here for our
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Fig. 14. Outputs obtained when simulating possible future scenarios described in the Annex. Top-left: New detected cases per day. Top-right: New detected
deaths per day. Bottom: Function modeling the social distancing measures.

simulations were taken on 17 January 2021 from the Italian official repository [9]. For the sake of simplicity, we do not
consider here the possibility of using an additional dose from the vials that were supposed to contain five doses of the
Pfizer-BioNtech vaccine. Taking into account this information and assuming that the second dose of the Comirnat vaccine
will be administered 21 days after the first one, we use the function u; defined as follows:

Official reported values, if t < 16 January 2021
uqy(t) = {470,000/7, if 16 January 2021 <t < 17 January 2021, (12)
max(470,000/7 —uq(t —21),0), if t > 17 January 2021.

In Fig. 3, we show the total daily amount of remaining and (first and second) administered doses, resulting from the
use of this function. We note that, with this choice, from the seventh week, every day there will be a constant num-
ber of 470,000/7 vaccines administered per day (first plus second doses) and function u; is periodic, with period of 6
weeks, from the fourth week. Of course, other choices of function u; (for instance if it is assumed that fewer doses are
administered on weekends, etc.) can be also used.

o For the Moderna vaccine, we consider

0, if 0 <s < 7 days,
0.545, if 7 days <s < 14 days,

ey(s) = 10.943, if 14 days <s < 28 days, (13)
1, if 28 days < s < 42 days,

0.941, if 42 days <,

which corresponds to values for the Moderna vaccine efficacy deduced from [1]. Again, these values must be taken with
caution, since this study was not designed to assess the efficacy function along different time intervals and few data are

included.
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Fig. 15. Outputs obtained when simulating the future scenario with adaptative control measures (yellow scenario) described in the Annex. Top-left: Daily
detected cases caused by each variant. Top-right: Daily detected deaths caused by each variant. Bottom-left: 14-day cumulative incidence. Bottom-right:

Effective reproduction numbers.

Then, the e, derivative in the distributional sense is

65(s) = 0.545 (s — 7) + (0.943 — 0.545) 8(s — 14) + (1 — 0.943) 8(s — 28) — (1 —0.941) (s — 42),

and (3) may be rewritten in this case as

U5 (t) = 0.545 uy (t — 7) + (0.943 — 0.545) uy(t — 14) + (1 — 0.943) (¢ —28) — (1 — 0.941) u (t — 42).

Regarding the Moderna vaccine, according to different media, such as [19,54], the first 47,000 doses arrived in Italy
between 11 and 12 January 2021, and their administration was programmed to start one week later, on 18 January 2021.
Then, the government plans to increase the amount of dispatched doses every two weeks, reaching a total of 764,000
doses on 22 February 2021. Furthermore, according to [24], 536,000 more doses would arrive during March, adding up
a total of 1.3 million doses of the Moderna vaccine. Taking into account this information and assuming that the second
dose of the Moderna vaccine will be administered 28 days after the first one, we use the function u, defined as follows:

47,0007,
66, 000/14,
163, 000,14,
0 (t) = 163,000/14 — u, (t — 28),
2177 1488,000/14 — u, (t — 28),

0,
536,000/24 — uy (t — 28),

536,000/12 — uy (t — 14) — uy (t — 28),

if 18 January 2021 <t < 25 January 2021,

if 25 January 2021 <t < 8 February 2021,
if 8 February 2021 <t < 15 February 2021,
if 15 February 2021 <t < 22 February 2021,
if 22 February 2021 <t < 8 March 2021,

if 8 March 2021 <t < 22 March 2021,

if 22 March 2021 <t < 5 April 2021,

if 5 April 2021 <t.

In the previous function we assume that, ideally, on the first four weeks all the available doses are administered, and in
the following ones, priority is given to second shots. We note that this implies to keep some vaccines in deposit in the
week from 8 to 21 March 2021, for future second doses in the week from 22 March 2021 to 4 April 2021.
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Fig. 16. Outputs obtained when simulating possible future scenarios described in the Annex. Left: number of people who received, at least, one dose of any
of the four COVID-19 vaccines and also number of people who have been fully vaccinated against COVID-19. Right: Evolution of the effective reproduction
numbers for the four scenarios studied here.

In Fig. 4, we show the total daily amount of remaining and (first and second) administered doses, resulting from the use
of this function. We note that, with this choice, from the twelfth week, every day there will be a constant number of
536,000/24 vaccines administered per day (first plus second doses), and function u, is periodic, with period of 8 weeks,
from the eighth week. Again, other choices of function u, are also possible.

3.2. Results for the case of Italy

For the results presented in the section, we used the simplified model, parameters and data described in Section 3.1. Fol-
lowing the conclusions of the 18 December report of the UK’s New and Emerging Respiratory Virus Threats Advisory Group
(mentioned above) regarding the transmissibility of VOC-202012/01, we considered in the model an increase of 39% and
93% of the variant’s disease contact rates (the fBs), with respect to the reference’s ones, since the Re value (i.e., the effective
reproduction number) is proportional to these parameters. We point out that the other possible increases mentioned above
are between those two values. We only report here the results corresponding to the increase of 93%, since the simulations
done with an increase of 39% are quite similar to those obtained without considering a second variant, for the time intervals
studied here.

We have simulated two different scenarios involving the new variant and vaccines: a) the control measures active in Italy
as of 17 January 2021 (at the time of writing) are maintained over time (see Section 3.2.1), b) the control measures active
in Italy as of 17 January are relaxed on 1 March 2021 (see Section 3.2.2).

In Section 3.2.3, we analyze and discuss the obtained results.

3.2.1. The control measures active in Italy as of 17 January 2021 are maintained over time.

In Fig. 5, we show a possible evolution of the number of daily detected cases and deaths, with and without vaccination
campaigns and new variant, when keeping the control measures used at the time of writing.

In Fig. 6-(Top), we can see the simulation of the evolution of the daily detected deaths caused by each variant, with
and without vaccination campaigns. In Fig. 6-(Bottom), we illustrate the possible evolution of the effective reproduction
numbers with and without vaccination campaigns and new variant.

3.2.2. The control measures active in Italy as of 17 January 2021 are relaxed on 1 March 2021.

In Figs. 7 and 8, we show some results of the simulations, if we assume that the control measures are relaxed on 1
March 2021, with my4 = 0.20. It is a value similar to the one we estimated in [52] for the period between 13 November and
23 December 2020 (before Christmas).

Finally, in Figs. 9 and 10, we show some results of the simulations, if we also assume that the rate of vaccination is twice
the one defined by u; and u, (see 12 and 14), from 18 January 2021.

3.2.3. Discussion

From the figures above, we observe that, for the scenarios without the introduction of the new variant, the pandemic is
under control if we keep the control measures as of 17 January 2021 and also if the control measures are slightly relaxed
on 1 March 2021. In those cases, the effective reproduction numbers are below 1 and the daily numbers of new cases and
deaths are constantly decreasing since January 2021.
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On the opposite, when introducing the second variant of the virus, the behaviour of the pandemic depends on the use
or not of vaccines. Indeed, without the administration of vaccines, the number of cases and deaths would start increasing in
June and the situation would become out of control. Actually, in that context, the problem would have started before that,
with the introduction of the second variant, which had an associated effective reproduction number (Rgz)) greater than 1.
Therefore, even if in January the global effective reproduction number (Re) is less than 1 and the number of total cases and
deaths is decreasing, the number of cases and deaths associated to the second variant would increase leading the pandemic
to a next wave. In other words, in contrast with common thoughts, Re < 1 is not enough for having the spread of the disease
under control, if a more contagious new variant is active.

The administration of the vaccine should help to avoid this dramatic situation. In that case, although Rff) > 1, its values
are lower than in the previous scenario (i.e., without vaccine) and it exhibits a continuous decreasing trend. Thus, the
numbers of daily new cases and deaths are considerably reduced in comparison with the previous case. However, although
not represented here, eventually there could be a smaller new wave that would finish once Rff) <1.

Furthermore, maintaining the control measures to their current level seems to be necessary to keep the situation under
control, if we keep the expected (at the time of writing) rate of vaccination. Actually, as can be seen in Figs. 7 and 8,
relaxing those control measures in the near future could produce a huge increase in the pandemic magnitude, with or
without vaccines. In order to be able to relax these control measures (which might have a terrible economic impact if they
are maintained for a long time), it would be necessary to increase significantly the rate of vaccination. For instance, we
show in Figs. 9 and 10, the simulations obtained when we relax the control measures (as before) but the rate of vaccination
is doubled from 18 January 2021. It is clear that, in this scenario, the pandemic would be under control.

From all those results, we conclude that, although the situation in Italy seems to be actually under control, variant VOC
202012/01 (whose associated effective reproduction number could be greater than 1) might produce situations with an
uncontrolled new wave even with the current rate of vaccination and control measures. Keeping the control measures and
increasing the rate of vaccination seem necessary.

4. Conclusion

We have developed a mathematical model that is able to simulate the impact of SARS-CoV-2 variants and vaccines on
the spread of COVID-19. It is based on the models proposed in [29,52], which were able to simulate other main mechanisms
influencing the disease spread. For the sake of simplicity, we have not included in the model stratification by age, stochas-
ticity and other features that are relevant in this context. The reason is that the goal here is to get a first idea (as soon as
possible, because of the emergency of the situation) of possible changes in the behavior of the spread of the pandemic due
to new variants of the virus and vaccination campaigns. Furthermore, a more complex model would need the availability of
more complete data.

The model is ready (and freely available) to be used with real data in any territory where sufficient information about
the disease is gathered by the authorities.

We have applied the model to the particular case of Italy, which has allowed to draw some conclusions. The results show
that the current rates of vaccination in that country might not be enough, for example if the control measures are relaxed,
to avoid a next wave of the disease. Actually, a potentially more contagious new variant (like the so-called British Variant:
VOC 202012/01) may lead the disease to a new wave unless the vaccination rate is increased or very strict control measures
are maintained for a long time. )

We also obtain formulae for the effective reproduction number (Ré')) of each variant (i) and also for the effective repro-
duction number (Re) of the whole disease. Interestingly, we show that, in contrast with common thoughts, Re < 1 is not
enough for having the spread of the disease under control, if a more contagious variant i, with Rg’) > 1, is active.

Note: The results presented previously were obtained with official data reported up to 17 January 2021 and submitted to
the journal on 22 January 2022. In this final version of the article (submitted to the journal on 26 May 2021), following a
reviewer’s suggestion we have added in the Annex an update of the situation with official data reported up to 25 May 2021.
This update confirms what was said in the conclusions:

e A new variant has lead the disease to a new wave (the third one) in Italy (see Fig. 14).
o Although Re < 1 when submitting the first version of this article, the pandemic was not under control, with Réz) > 1 and
eventually Re getting bigger than 1 (see Fig. 15).

We point out that the simulations of the scenarios studied in Section 3.2 (which correspond to the initial submission of
this article) fit quite well the official data reported by the Italian authorities for one month approximately concerning new
cases and even for a longer period of time regarding new deaths (see Fig. 11). After that month, there are differences in
the dates and magnitudes of the third wave, due to several reasons (see the Annex): poor data available in the literature
(when the first version of this article was submitted) about people in Italy infected with the new variant, the Italian au-
thorities relaxed the control measures earlier than the date considered in the scenarios, more information appeared later in
the literature showing a higher new variant mortality rate for the new variant, the official data/estimations regarding the
vaccination campaign have changed, difficulty of the SIR type models to estimate the evolution of an epidemic/pandemic for
long periods of time (due to the sensitivity of its equations to some of their parameters), etc.
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Code and data availability

The codes and data used in this paper are freely available at https://github.com/momat-ucm/T-SIR-T and at https://www.
ucm.es/momat/software-momat. The core model was written in Java. The figures were generated with MATLAB.
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Appendix

In the version of this article initially submitted on 22 January 2021 to Communications in Nonlinear Science and Numerical
Simulation, the case of Italy studied in Section 3.2 was written using official data reported up to 17 January 2021 to validate
the model and analyze several future scenarios. Here, in Fig. 11, we compare some of the future scenarios described in that
initial version, in particular those included in Fig. 7, with the official data reported up to 25 May 2021. In the current version,
written later as a revised version of the submitted paper, we have kept everything that was computed/estimated using those
data (including the values of the parameters and the figures with the outcomes of the simulations). Furthermore, following
a reviewer’s suggestion, in this Annex we show an update of the situation in Italy, using official data reported up to 25 May
2021. It is important to remark that, in all the simulations shown in this Annex, we keep the same parameter values as
those given in the version of the paper initially submitted to the journal (with official data reported up to 17 January 2021,
as mentioned above), with the following updates based on new data:

1. Update of 7: In Section 3.1, we assumed that the first cases of the new variant in Italy arrived on their dates of confir-
mation, which were between 20 and 26 December 2020. However, according to recent publications (see [20] and [22]),
the first reported 13 cases were imported from the UK to Italy around 7 December 2020, i.e., two weeks before our
previously considered date. Therefore, in this Annex, we have advanced their introduction into system (9) through pa-
rameter 11(2) fourteen days with respect to the scenarios studied in Section 3.2. Furthermore, there exist suspicions that
this new variant arrived to Italy before those dates (see, e.g., [34] or [55]). Thus, we consider two additional first cases
on 8 October 2020, which means r](z) (8 October 2020) = 2. These values have been obtained by calibration, taking into
account the percentages of the new variant officially reported by the Italian authorities in [28] and detailed below.

2. Update of the control measures: In the scenarios studied in Section 3.2, we considered (just as a hypothetical situation)
a relaxation of the control measures on 1 March 2021. Nevertheless, the Italian authorities relaxed the measures on 1
February 2021 (see [41]) which generated, from a strictly quantitative point of view, differences between the scenarios
and the observations. We have also changed the control measures on 23 December and 7 January after a calibration using
more data than those available when submitting the first version of this paper. In Table 1, we include the parameters
used to model the control measures from 23 December 2020. The parameters considered before this date are detailed in
our previous work [52]. The dates of application of the different control measures in Table 1 have been consulted in the
following references [21,41] and [44], and the efficiency and intensity values have been calibrated using the official data
available in [46].

3. Update of w: New information (not available when we submitted the first version of this article) indicates (see [23]) a

58% higher mortality rate of the VOC 202012/01 variant. Therefore, we consider now two different functions v and
0@ =1 +ky) 0@, where k, = 0.58.
Furthermore, one of the major benefits of the vaccination campaign is the reduction of the disease death rate (see,
e.g., [50]). For the sake of simplicity, here, we assume that vaccinated people will not die due to COVID-19. Furthermore,
regarding the current vaccination strategy in Italy, vulnerable people are vaccinated in priority (currently, one of the main
criteria is the age of a person, despite the fact that other factors are also taken into account such as the professions at
risk, see [37]). It has been observed that older people present higher death rates than younger ones (see, e.g., [32]). Thus,
the vaccination campaign implies a decrease in the overall disease death rate.
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Table 1

Summary of the parameters used to model the control mea-
sures corresponding to the days after 23 December 2020.
Time intervals with different measures are indexed with ie
{12,13, 14,15, 16, 17,18, 19}.

Date of application Efficiency  Intensity Type
(Ri-1) (ki) (m;)

23 December 2020  62.0015 0.16 Restriction
7 January 2021 62.0015 0.15 Restriction
1 February 2021 0.0362 0.21 Relaxation
23 February 2021 0.0362 0.18 Restriction
13 March 2021 0.0362 0.17 Restriction
2 April 2021 62.0015 0.14 Restriction
11 May 2021 0.0362 0.15 Relaxation
26 May 2021 Different Different Different

scenarios scenarios scenarios

To model this effect, we have considered a suitable decreasing function c,(t) € [0, 1] that multiplies the value of o
previous to the Italian vaccination campaign (i.e., o =1.4555%, as stated in Section 3.1). More precisely, we use
oD (t) = 1.4555c, (t), with

(t)
(b(tvac) ’
where tyac =27 December 2020 is the initial time of the vaccination campaign and @(t) is an estimation of the Case

Fatality Ratio (CFR) at time t taking into account the number and age of people that have been vaccinated. In particular,
@(t) is given by

Co(t) = if t > tyac, and 1 elsewhere,

Nage

o)=Y Nl ) WCER i
- i
o0 N~ tyg)

where Nage € N is the number of groups used to classify the population by its age (here, intervals of 10 years, [37]) and
ordered from younger (i.e.,, i = 1) to older (i.e., i = Nage) people, N;(t) is the number of non-vaccinated people with an
age included in group i at time t, wcpg ; is the CFR of people with an age in interval i reported on 16 December 2020 in
[25] (which is the latest report available before the beginning of the vaccination campaign) and t,4 € N is the delay (in
days) between the injection of the first dose of vaccine and the protection from death.

To estimate t,q, we have considered the official Italian situation reports (see [25]), and estimated that between 16 De-
cember 2021 and 14 April 2021, the CFR decreased by 28.63%. For the sake of simplicity, we assume that this decrease
is mainly due to the effect of the vaccination campaign. Thus, in order to fit this value (i.e., ¢, (14 April 2021) ~ 71.37%),
we set t,q = 12 days and obtain that c,, (14 April 2021) = 71.32%.

Finally, in order to estimate the evolution of N;(t) up to the end of the considered simulation, if ty,;, is the latest date
of available data, for t > ty,;; we use the estimation given by

Nage
Ni(t) = max [ Ni(tgaa) — (t = taaa) x Ni+ > (min(Nj(tgara) — (t = taara) x Nj, 0)), 0 |,
J=1
where N; = %Z;‘:Zata’G Nt (j) — N:(j — 1) is the average daily number of people vaccinated in group i considering the
last 7 available data. In the previous formula, we assume that, for the sake of simplicity, the amount of daily vaccinated
people in each group of age is similar to the latest observed data. When an age group is void, the remaining doses are
distributed to people in the next younger age group.
In Fig. 12, we plot the estimated function c,, (t) from 27 December 2020 to 31 August 2021.

4. Update of By, and By,: During this pandemic, healthcare workers were quite exposed to the virus. Additionally, their
work was fundamental to control and fight the COVID-19. Thus, in many countries (including Italy, see [40]), they were
considered as a priority group to be vaccinated. The immediate effect of vaccinating the healthcare workers is the de-
crease of the cases due to contact with infected people in hospital. To simulate this in our model, we multiply By, (t)
and By, (t) by a coefficient cg,, (t) € [0, 1] given by

Ny — Ny u(t —tyq)
Ny

where Ny = 1,974,324 is the number of healthcare workers in Italy (according to [40]) and N, y(t) is the number of
vaccinated healthcare workers. We estimate this function as follows

Ny () = Official data from [9], if t < tgatans
vH B NV,H(tdata,H) +(t— tdata,H) x Ny H, if t > ldata,Ho

g, (t) = , if t > tyac, and 1 elsewhere,
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Table 2
Estimation of the available doses in Italy from December 2020 to August 2021, according to [9] and [48].
From From From
27 December 2020 25 May 2021 1 July 2021
to 24 May 2021 to 30 June 2021 to 31 August 2021
Vaccine Available Used New available  Total, Used? New available Total,
Comirnaty 22.14M 21.72M 19.28M 19.7M 10.26M 21.02M 30.46M
Moderna 3.37M 2.69M 2.09M 2.78M 1.44M 9.31M 10.64M
Vaxzevria 7.38M 6.53M 5.33M 6.18M 3.22M 17.34M 20.3M
Janssen 0.72M 0.44M 6.59M 6.87M 3.58M 10.63M 13.92M
Totaly,, 33.61M 31.38M  33.29M 35.53M  18.5M 58.3M 75.32M

2 This column is based on the assumption that the Italian authorities will vaccinate 0.5M people per day
and each vaccine contributes with a weight proportional to the amount of available doses, i.e., 500, 000 x
Total;/Totalyyy, [ € {1,2}, per day.

tdata.H

j:tdata.H’S
of healthcare workers vaccinated considering the last 7 available data. In Fig. 12, we plot the estimated function cg, (t)
from 27 December 2020 to 31 August 2021.

5. Update of yp,: According to the official Italian situation report published on 1 March 2021 (see [26]), the average time
(considering the whole amount of reported cases) between hospitalization and death has increased with respect to the
previous report published the 16 December 2020. Thus, to simulate this increase, we consider that yy, (¢) = % (days—1)
when t is before t; =18 January 2021 (we remind that we used official data reported up to 17 January 2021 for the initial
submission of this paper), yy, (t) = 11—4 (days~1) when t is after t, =1 March 2021, and it increases linearly between those
two dates. This particular function provides a good fitting between the reported and simulated deaths.

Then, following the notation in Remark 3, the mean duration in compartment Hp of an individual that enters that com-
partment at time z is

where t4,, g is the latest date of available data and N\,,H = % > Nyu(j) —Nyy(j— 1) is the average daily number

T,
Su, (2) = 5(1 - e’%) te~a h-t)? / T (R 3) ds 4 14 o B0 (@) @B ) -7
T

where T; = max(0, t; —z) < T = max(0, t; — z). In Fig. 13, we show the evolution of the mean duration sy, (z) depending
on z from ty = 1 January 2021. ) )

We point out that this is taken into account in the computation of t,f;[)) , which is used to obtain Ré')(t), as explained in

Remark 3, and 6 (t), as explained in Section 2.
6. Update of p{¥): Since we assume in this Annex that, as said above, ®@ = (1 + k,) @ # w1, when computing 6 using

(5) we need an estimation of p‘(,z)(t). According to [28], the cases due to the new variant represent 17.8% of the total
detected cases in Italy on 5 February 2021, 54% on 18 February, 86.7% on 18 March and 91.6% on 15 April. Furthermore,
we assume that there were no cases due to the new variant before 8 October 2020 and that the new variant will
represent 99% of the new detected cases on 31 August 2021. Hence, we obtain p\(,z)(t) by interpolating all those data
using a piecewise cubic Hermite interpolating polynomial.

7. Update of the vaccination campaign data: We have updated the data used in the model to simulate the Italian vaccina-
tion campaign. Here, we use the new data and estimations reported by the authorities, which have changed with respect
to the information available when sending the initial version of this article. More precisely:

We use the official reported data of the administered doses of the four vaccines used in Italy (Comirnaty, Moderna,
Vaxzevria and Janssen) until 24 May 2021. From 25 May 2021 to 31 August 2021, Italy will receive new amounts of
doses of these vaccines®. Besides, they aim to vaccinate 0.5M people per day (see [47]). Considering the data in [9] and
[48] and the unused doses from previous months, we summarize the amount of available doses of each vaccine in
Table 2.

Furthermore, to estimate the number of people that get or lose immunity after getting the j-th vaccine, in this Annex
we use the more precise formula (4) instead of (3), with tg, = 135 days (see [27]). Therefore, we define functions u;,
ie{1,2, 3,4} as follows:

o Comirnaty vaccine: Since the second dose is administered 21 days after the first one, we define:

Official data from [9], if t <25 May 2021,
19.7 .
w6y — | max (500, 000% —uy(t—21), 0), if 25 May 2021 < t < 30 June 2021,
max (500, OOOW —uq(t —21), O), if 1 July 2021 <t < 31 August 2021,

6 According to [47] and [48], 13.95M doses of the Curevac vaccine will arrive in Italy from May to September 2021. However, there is not an official date
yet and we do not know any official study regarding the efficacy of this vaccine. Hence, we omit Curevac in our numerical tests.
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where e is given by (11) and (4) may be rewritten in this case as

ooy As(t —12) As(t —21)
vi(t) =0.524 uy (t — IZ)W +(0.905 - 0.524) uq(t — Zl)m
As(t —28)
+(0.948 — 0.905) uy (t — ZS)W.
e Moderna vaccine: Since the second dose is administered 28 days after the first one, we define:

Official data from [9], if t <25 May 2021,

by (0 — | max (500, 000% ~uy(t — 28), 0), if 25 May 2021 < t < 30 June 2021,
max (500, 000% —uy(t — 28), 0), if 1 July 2021 < < 31 August 2021,

where e, is given by (13) and (4) may be rewritten in this case as.
ooy As(t —=7) As(t —14)
V3 (t) = 0.545 uy(t — 7)m +(0.943 — 0.545) u,(t — 14)m
As(t —28) As(t —42)
+(1-0.943) u,(t —28) F(t_28) (1-0.941) uy(t —42) F(t_42)
o Vaxzevria vaccine: Since the second dose is administered 84 days after the first one (see [56]), we define:

Official data from [9], if t <25 May 2021,

w0 — | max (500, 000% ~us(t — 84), 0), if 25 May 2021 < t < 30 June 2021,
max (500, 000% ~us(t — 84), 0), if 1 July 2021 < < 31 August 2021.

For this vaccine, we consider the following efficacy function:

0, if 0 <s <22 days,
0.77, if 22 days <s < 31 days,

e3(s) = 10.73, if 31 days <s < 61 days,
0.78, if 61 days <s < 91 days,
0.82, if91 <s,

which corresponds to values for the Vaxzevria vaccine efficacy deduced from [56] (as warned previously in the case
of the other vaccines, these values must be taken with caution). Then, the e3 derivative in the distributional sense is

é3(s) =0.77 6(s —22) — (0.77 - 0.73) 5(s —31) + (0.78 — 0.73) 6(s—61) + (0.82 —0.78) 5(s —91)
and (4) may be rewritten in this case as

As(t —22)
F(t —22)

As(t —31)

vi(t) = 0.77 us(t — 22) F(t-31)

—(0.77 = 0.73) us(t — 31)

As(t — 61) As(t —91)

« Janssen vaccine: Since only one dose is administered, we define:

Official data from [9], if t <25 May 2021,

Uy (t) = 500, OOOﬂ if 25 May 2021 <t < 30 June 2021,

500, OOOﬁ, if 1 July 2021 <t < 31 August 2021.

For this vaccine, according to [7], we consider the following efficacy:

+(0.78 — 0.73) u3(t — 61)

ea(s) = 0, if 0 <s < 15 days,
47 =100.663, if 15 days <s.

Then, the derivative in the distributional sense of the efficacy function e4 is
é4(s) =0.663 §(s — 15),
and (4) may be rewritten in this case as

As(t —15)

v3(6) = 0.663 us (¢~ 15) P
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In Fig. 14, we show some results corresponding to four different scenarios up to 31 August 2021 (of course, many other
possibilities could be simulated, including the possibility of new more dangerous variants):

e Red scenario: The control measures of 11 May 2021 are maintained without changes.

e Yellow scenario: It simulates an adaptative implementation of the control measures based on the 14-day cumulative

incidence, defined by (¢ (t) — cm(t — 14)) 100000/N, for t > 14, where ¢ (t) is the model cumulative number of COVID-

19 detected cases at day t. If the cumulative incidence estimated by the model exceeds 250, then restrictive measures

are applied with an intensity of m = 0.15 and an efficiency of ¥ = 62.0015. When the cumulative incidence goes below

150, then relaxation measures are implemented with an intensity of m = 0.5 and the same efficiency of x = 62.0015.

Those threshold values for the cumulative incidence are inspired by the Italian Government indicators described in the

Italian official bulletins reported in [25].

Purple scenario: The control measures are relaxed from 26 May 2021 considering an intensity of m = 0.3 and an effi-

ciency of x = 0.0362.

o Green scenario: The control measures implemented from 26 May 2021 assume a higher relaxation with an intensity of
m = 0.4 and an efficiency of k = 0.0362.

In Fig. 15, we include the daily detected cases and deaths caused by each variant for the adaptative scenario (yellow
scenario). We also show the cumulative incidence and the effective reproduction numbers obtained by the model.

In Fig. 16, we include the number of people who received, at least, one dose of any of the four COVID-19 vaccines and
also the number of people who have been fully vaccinated against COVID-19, i.e., they have received either one dose of the
Janssen vaccine or two doses of the Comirnaty, Moderna or Vaxzevria vaccines’.
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