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Abstract: COVID-19 has become a severe infectious disease and has caused high morbidity and
mortality worldwide. Restriction rules such as quarantine and city lockdown have been implemented
to mitigate the spread of infection, leading to significant economic impacts. Fortunately, development
and inoculation of COVID-19 vaccines are being conducted on an unprecedented scale. The effective-
ness of vaccines raises a hope that city lockdown might not be necessary in the presence of ongoing
vaccination, thereby minimizing economic loss. The question, however, is how fast and what type of
vaccines should be inoculated to control the disease without limiting economic activity. Here, we set
up a simulation scenario of COVID-19 outbreak in a modest city with a population of 2.5 million.
The basic reproduction number (Rp) was ranging from 1.0 to 5.5. Vaccination rates at 1000/day,
10,000/ day and 100,000/ day with two types of vaccine (effectiveness v = 51% and 89%) were given.
The results indicated that Ry was a critical factor. Neither high vaccination rate (10,000 persons/day)
nor high-end vaccine (v = 89%) could control the disease when the scenario was at Ry = 5.5. Unless
an extremely high vaccination rate was given (>4% of the entire population/per day), no significant
difference was found between two types of vaccine. With the population scaled to 25 million, the
required vaccination rate was >1,000,000/day, a quite unrealistic number. Nevertheless, with a slight
reduction of Ry from 5 to 3.5, a significant impact of vaccine inoculation on disease control was
observed. Thus, our study raised the importance of estimating transmission dynamics of COVID-19
in a city before determining the subsequent policy.
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1. Introduction

The SARS-CoV-2 (COVID-19) pandemic has caused huge economic losses by the
great lockdown. As of May 2021, ~171 million cases with 3.6 million deaths had been
reported [1]. SARS-CoV-2 spreads rapidly despite its lower mortality rate, being far more
transmissible than SARS-CoV in 2002. The basic reproduction number (Rg) of COVID-19
was estimated ranging from 2.1 to 5.1 [2]. Asymptomatic SARS-CoV-2 individuals are as
infectious as symptomatic ones [3]. Their existence increases the difficulty and uncertainty
in pandemic control. Large-scale population testing, contact tracing, quarantine, social
distancing, and city lockdown have been implemented in numerous countries and have
shown a substantial impact on reducing transmission. However, such a policy has caused
severe economic impacts, making it difficult to sustain compliance. In addition to passive
defense by avoiding crowd gatherings, one strategy to reduce the infected population is
vaccination that provides a high degree of protection in public. The approach to achieving
herd immunity has thus been widely proposed, which occurs when a large portion of a
population are immune to disease. By doing so, the spread can eventually be stopped.
Currently, several types of vaccine have been granted an Emergency Use Authorization
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(EUA) by the U.S. Food and Drug Administration (FDA) including virus (inactivated vac-
cines, live-attenuated vaccines), protein subunit, viral vector, and nucleic acid vaccines [4].
Although the effectiveness of vaccines varies, significant protection against COVID-19 has
been observed across populations in different countries. Nationwide mass vaccination by
the mRNA COVID-19 vaccine in Israel resulted in the reduction of symptomatic COVID-19
cases, hospitalizations, severe illness, and death [5]. The ChAdOx1 nCoV-19 vaccine shows
efficacious against SARS-CoV-2 in Brazil, South Africa, and the UK [6]. The results from
quarantine, city lockdown and vaccination indicated the need for effective public health
strategy to control the pandemic. It is thus critical in implementing the policy according
to various scenarios if we are able to predict how fast the spread is, how efficacious the
vaccine is, and at what rates the vaccination should be given.

The effectiveness of COVID-19 vaccines raises a potential that city lockdown might
not be necessary in the presence of ongoing vaccination, thereby minimizing the economic
loss. Here, we considered this possibility by setting up a simulation of COVID-19 outbreak
in a small city composed of a highly packed and interacting population of N = 2.5 million.
Due to economic demands, there was no lockdown or strong spatial restriction in the city.
The residents commuted anywhere and daily via public transportation and efficient traffic
tools. To prevent the spread of infection, the residents were vaccinated to yield M fully
vaccinated persons/day, regardless of whether the inoculated person was or had previously
been infected. To examine whether the city could prevent the outburst of infection by
vaccination, we modeled the progression of the carrier number within a short period (less
than one month), during which the majority of carriers remained contagious. In this model,
we compared the simulated results in the following setups: the basic reproduction number
(Ro) = 1.0-5.5, fully vaccinated rate (M) at 103, 10%, or 10° persons/day, and the vaccine
effectiveness (v) at 51% or 89%. Our results indicated that although vaccine inoculation is a
very useful tool, policy implementation to reduce the social activity and prevent further
infection is a rather urgent approach against COVID-19.

2. Materials and Methods

To simulate the dynamics of highly transmissible infectious diseases such as COVID-19,
the most commonly used technique is SIR, SEIR, or SIRV compartmental modeling [7,8].
The population is assigned to compartments labeled with (S, I, R), (S, E, I, R), or (5, 1,
R, V), and ordinary differential equations (ODEs) are used to address the dynamics of
these compartments. Specifically, “S” defines the number of individuals “susceptible” to
infection. “I” defines the number of “infectious” individuals, including symptomatic and
asymptomatic carriers that are able to infect susceptible individuals. “R” stands for the
number of individuals “removed” from the infection. “V” represents the number of indi-
viduals who have been vaccinated and are resistant to the infection. When a susceptible
and an infectious individual come into the transmissible range of infection (through a
direct contact or an indirect contact such as droplet- and aerosol-mediated transmission),
the susceptible individual can be infected at a certain probability and moved to the “I”
compartment. An intermediate “exposed” (“E”) compartment might be assigned if there
is a significant latency or delay during which a recently infected individual has not yet
become infectious. When the infected individual is recovered and immune to the pathogen,
or dies because of the infection, the person is “removed” from the population. Alterna-
tively, if the recovered individual can be re-infected, the person is assigned back to the
“S” compartment. More complexity can be added to the model. For example, depending
on the nature of infection and the routes of transmission, the “S” compartment can be
sub-grouped by parameters such as age, medical condition, and occupations. Likewise,
the “I” compartment can be sub-labeled by variables such as the days of infection if the
ability to spread the pathogens depends on the progression of the disease. Other variables
include the spatial degree of freedom, which is ignored in most compartment models. If
spatial constraints (e.g., city lockdown), locality, or flow patterns (e.g., commuting activity)
are applied to the community, the compartments might be sub-labeled by spatial degree
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of freedom and partial differential equations (PDEs) are used to address the dynamics of
the compartments.

In this work, we modified the compartmental model by taking into account the fol-
lowing considerations. First, for economic concerns, there was no city restriction law in
the community. All residents were allowed to commute anywhere and daily via public
transportation and efficient traffic tools. Second, the community had limited resources for
fast and accurate COVID-19 screening. A significant portion of the infectious individuals
was not identified. As such, we assumed that the susceptible and infectious individuals
were well mixed in the community. This assumption allowed us to ignore the spatial
degree of freedom and approximate the rate at which the number of infectious individuals
increased, I', as r X (S/N) x I, where r was the rate for an infectious individual to spread
the infection on a population with all subjects being susceptible. When the community
was partially susceptible, I' was justified by multiplying r with the susceptibility of the
community, S/N, where N was the total number of population. The derivation of this
approximation followed the Kermack-McKendrick theory [9] and r was related to the
basic reproduction number R (i.e., the expected number of secondary infections from
a single infection in a population with all subjects being susceptible) [10]. In general, r
could be estimated by normalizing Ry with respect to the average recovery time for an
infectious individual. Third, the incubation period and the infectious period of COVID-19
vary significantly among infected individuals (1-14 days and 8-10 days, respectively), and
the virus could still be detected for 20 days or longer after the initial onset of symptoms [11].
Detection of virus in the fecal samples of patients five weeks after the first onset of symp-
toms has also been reported [12]. In this regard, for a short-term community outburst, the
recovery from the infection could be neglected. We thus ignored the “R” compartment and
assumed that all infectious individuals remained contagious throughout the entire course
of simulation and that they were infectious once being infected. Fourth, breakthrough
COVID-19 infections in fully vaccinated individuals have been reported [13-17]. To include
this possibility, we set v as the effectiveness (<1) at which a fully vaccinated individual
was protected from the infection and (1 — v) as the probability at which the person could
be infected. If the fraction of fully vaccinated individuals in the susceptible compartment
was set as g, the rate I' at which the number of infectious individuals increased could
be re-justified as r x ((1 — q) + g x (1 — v)) x (§/N) x I, where the term g x (1 — v)
indicated the fraction of fully vaccinated individuals the vaccines failed to protect. Fifth,
COVID-19 vaccines can take 2-3 weeks from the final vaccination to be fully effective [18].
In our simulation, the vaccinated individuals were set as those who had taken the final
vaccination and developed immunity against COVID-19 (despite the fact that they could
still be infected and become infectious). Due to the lack of efficient screening, we assumed
that the residents were inoculated at a constant rate to yield M fully vaccinated persons
per day until the entire population was inoculated, regardless of whether the inoculated
person was or had previously been infected. In term of the inoculation rate, if there was no
vaccine-induced death or fluctuation in the onset of vaccine-mediated immunity, with a
consistent daily inoculation of vaccines, the rate at which fully vaccinated individuals were
produced should be identical to the rate of inoculation (i.e., in a constant flux). Note that
the variation of vaccine effectiveness could be due to the choice of vaccine (i.e., different
brands or types) or the protocol of vaccination (i.e., one dose, two doses, etc.). Finally, we
assumed that there was no death or birth in the community during the simulation.

Following the modifications and assumptions above, we used a mean-field approach
to address the average effects of contagious spreading and vaccinated protection. Since
we were considering a short-term outburst of the infection and ignored the recovery
of infectious individuals, the two remaining parameters were the spreading rate of the
infection and the rate at which the residents were fully vaccinated. We set N as the total
number of population in the community. Before the simulation started, the community
had already had community infection, along with ongoing inoculation of vaccines to yield
M fully vaccinated persons per day. Day 1 of the simulation was set on the date on which
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the community had M fully vaccinated persons (2M on day 2, 3M on day 3, etc.). The
number of infectious individuals, I, was set as P(t) and the fraction of infectious individuals
with respect to the entire population was set as p(t) = P(t)/N, where t was the days in the
simulation and P(0) = Py was the initial number of infectious individuals. The number of
susceptible individuals was then S = N — P(t). Since we ignored the recovery from the
infection, we had the fraction of susceptible individuals (including those vaccinated) with
respect to the entire population, S/N, as (1 — p(t)). In addition, we set the number of fully
vaccinated individuals as Q(f) and the fraction of fully vaccinated individuals with respect
to the entire population as g(t) (9(0) = 0, g(1) = M/N, q(2) = 2M/N, etc.). Note that this
fraction remained identical in both the infectious and susceptible compartments as the
inoculation of vaccines was given regardless of whether the receiver was or had previously
been infected.

To address breakthrough infections, we assumed that the community used two dif-
ferent types of vaccine (or protocols), one with 51% and another with 89% effectiveness
against COVID-19 infection (i.e., v = 51% and 89%). Since we were taking a mean-field
approach, the spreading rate of infectious individuals, 7, was estimated by normalizing
the average basic reproduction number of the infection, Ry, with respect to the average
infectious period T;. In principle, r could be time-dependent due to the changes of public
health polices and the way people commuted and interacted in the community. Here, for
simplicity, we set it as a constant during the entire simulation.

Using the notations above, we obtained the temporal evolution of the fully vaccinated
and the infectious individuals via the following equations:

dQ(t) _
— =M ¢y
Q(t)=Mt<N 2
—q(t) = % (< 1fort < N/M, and 1 otherwise),
d%t) =r(O){[(1 —v)q(t) + (1 —q(£))](1 — p()) } P(t) ®)
_ ) (-0
7 pm—pey O -e)
N
P(t) = . (4)
1+ 1;f“exp[— Jo dtr(7) (1 — U%“ﬂ

In Equation (3), we justified the spreading rate by multiplying r with the remaining
fraction of population not effectively protected by the vaccination. Note that in Equation (3),
the entire pre-factor in front of P(t) resembled a growth rate of P(t) and thus could be con-
sidered as the “reproduction rate” of the infectious individuals. What should also be noted
is the change of infected rates between the vaccine protected and non-protected individuals.
With the fraction of fully vaccinated individuals with respect to the entire population as g(t)
and the effectiveness of full vaccination against the infection as v (<1), the overall suscepti-
bility of the population followed [(1 — g(t)) + g(t) % (1 — v)] x (5/N) instead of (S/N), where
S =N — P(t). Likewise, with r as the spreading rate per infectious individual on a population
with all subjects being susceptible, the spreading rate per infectious individual on a fully
vaccinated population was then r x (1 — v) and the overall spreading rate per infectious
individual on a partially vaccinated population followed r x [(1 — g(t)) + g(t) x (1 — v)].
The combination of these factors led to the modified “reproduction rate” per infectious indi-
vidual, ¥ x [(1 — q(t)) +q(t) x (1 —v)] x (S/N)=r x [1 — g(f) x v] x (1 — p(t)), as shown
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in Equation (3). When r(t) did not explicitly depend on time, we had a simple variation of
Equation (4) as the following:

_ N
B 1+ %exp[—%’ (1 — %t) t}

P(t) ©)

3. Results

Figure 1 shows the numerical results of Equation (5) at Ry = 5.5. We found that neither
vaccine (v = 51% or 89%) could protect the community regardless of how the inoculation rate
(to yield M = 1000-10,000 fully vaccinated persons/day) was set and how the initial carrier
number varied (Figure 1A,B). The high-end vaccine (v = 89%) could protect the community
only if it was given at an extremely high inoculation rate (to yield M > 100,000 persons/day),
namely, at a rate by which at least ~4% of the entire population could be inoculated per day,
which might be unrealistic given the limited medical resources of the small community.
Since g(t) was the normalization of daily yields of fully vaccinated individuals, M, with
respect to the population size N, the results were applicable to populations of different
size. Furthermore, in our setup, the daily yield of fully vaccinated individuals was roughly
identical to the daily inoculation rate. When N = 23,000,000-25,000,000 (roughly the size of
a small country), the minimal inoculation rate required to achieve reasonable control of
the disease was found to be 1,000,000 persons/day, a very unrealistic number for a small
country of size of 25 million.

2x10°4

10°4

Infected persons

0 ) 10 ) 20

Days Days

Figure 1. The numerical results from Equation (5) for two different initial carrier numbers Py (=10% in (A) and 10% in (B))
and various vaccination rates to yield M fully vaccinated persons/day. Note that curves at M = 103-10* persons/day were
almost overlapped regardless of the initial condition and vaccine effectiveness. A significant reduction of infected persons
occurred only if M = 10° persons/day (black and grey lines). For all the results, the average infectious period T; was set
as 14 days, the number of entire population N was set as 2.5 X 10°, and the basic reproduction number Ry was set as 5.5.
v =0.51 or 0.89 was the effectiveness of the vaccine.

A dramatic effect occurred, however, if the basic reproduction number Ry (and
hence r) was suppressed (Figure 2A). Again, no significant difference was found be-
tween the two vaccines (or protocols) if they were given at the moderate, reasonable rates
(M =1000-10,000 fully vaccinated persons/day) (Figure 2B). The difference was observed
at the extremely high inoculation rate (to yield M > 100,000 fully vaccinated persons/day).
Nevertheless, it was less than an order of magnitude compared to the high Ry scenarios
(e.g., Figure 1A,B).
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Figure 2. The numerical results from Equation (5) when (A) 103 fully vaccinated persons were yielded per day at various
Rp, and when (B) various fully vaccinated persons (M) were yielded per day at Ry = 1. For (A), note that there was almost
no difference in the results between the two vaccines and that a significant reduction of infected persons occurred at Ry =1
(black and grey lines) For (B), note that curves at M = 103-10* persons/day were almost overlapped regardless of the
vaccine effectiveness. A reduction of the infected persons occurred only when M = 10° persons/day (black and grey lines).

For all the results, the average infectious period T; was set as 14 days, the initial carrier number Py = 104, and the number of

entire population N = 2.5 x 10°. v = 0.51 or 0.89 was the effectiveness of the vaccine.

The minimal vaccination rate could also be estimated for a variety of constraints.
For example, at present the severity rate and the fatality rate of COVID-19 vary around
0.28-28% among different case studies and reports [19,20]. For a small city, the medical
capacity for patients with severe COVID-19 was limited to, say, less than 1000 beds (i.e., at
an order of ~0.04% with respect to the entire population). If the severity rate was estimated
~2-3%, such capacity required the number of total carriers by the end of vaccination (i.e., all
residents gained fully effective vaccination) to be less than 1% of the entire population.
From Equation (2), the time by which all the residents were vaccinated was T, = N/M.
From Equation (5), the required yield of fully vaccinated persons per day was estimated as
(for P(t =N/M)/N < 1%):
N(1-3)%

1—

In {(995(?)}

Figure 3A shows the numerical results of Equation (6) at Py = 100, 1000, and 10,000,
under the variation of Ry. The results indicated that the minimal rates to yield fully
vaccinated persons per day increased with Py and Ry. For Ry = 5.5, the minimal rates
were ~100,000-800,000 fully vaccinated persons per day. Even for the high-end vaccine
or protocol (v = 89%) with a small number of initial carriers (Py = 100), a minimal rate
~100,000 fully vaccinated persons/day was required, which could be a burden for a small
city of 2.5 million. Figure 3B scales up the results of Eqn. [6] for a larger community (or
a small country) of population N = 23.5 million. For Ry = 5.5, the minimal rates were
to yield ~900,000-1,600,000 fully vaccinated persons per day, quite a burden for a small
country. For practical purposes, if the rate was set to yield ~100,000 fully vaccinated
persons/day, the basic reproduction number R( needed to be <0.4, while for a rate to yield
~10,000 fully vaccinated persons/day, Ry needed to be <0.025. These results indicated the
necessity of imposing restrictions such as city lockdown for an effective control of disease
by vaccination.

M > (6)
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Figure 3. The numerical results from Equation (6) for two different population sizes of N (=2.5 X 10° in (A) and 2.35 x 107

in (B)) and various initial carrier numbers Py. For all the results, the average infectious period T; was set as 14 days. v = 0.51

or 0.89 was the effectiveness of the vaccine.

4. Discussion

To control disease spreading in an effective way, sustainable strategies should be
devised and imposed. Such a scheme requires an understanding of how fast the disease is
spreading, how efficacious the vaccine is, and how efficiently the vaccination can be dis-
seminated, thereby prioritizing policy implementation. Data from our modeling estimate
the consequences of COVID-19 outbreak in this small city (of a population of 2.5 million).
First, we found that at basic reproduction number Ry = 5.5 neither high vaccination rate
(10,000 persons/day) nor high-end vaccine (effectiveness v = 89%) could control the disease.
Only in the case of extremely high vaccination rates (>4% of the entire population/per
day), significant differences in the number of infected people occurred. Scaling this finding
to a modest size city, e.g., of a population of 25 million, the effective vaccination rate
occurs at 1,000,000 persons per day, which was quite unrealistic. Second, we found that
Rp was critical. Even with a slight reduction of Ry from 5.5 to 3, a mild vaccination rate
(1000 persons/day) was sufficient to suppress the spread of disease. Third and importantly,
the vaccine-mediated effect of disease control did not explicitly depend on the choice of
vaccines unless the vaccination rate was raised to an unrealistic, extremely high level.

Nevertheless, we should point out that our study had certain limitations as we sim-
plified the dynamics. For example, the effects of vaccination, the ability to spread the
virus, and the infectious period possess a certain degree of heterogeneity. In reality, these
parameters are not only time-dependent but also depend on the explicit context of how
the residents interact and how the city rules are imposed and executed. A more realistic
scheme of modeling is to individualize or segregate the carriers and the vaccinated persons
into different subgroups, based on their contagious capacity and immune responses under
the regulation of city rules for public health. Likewise, we have imposed a mean-field
approach to address the infectious period throughout the entire outburst. This approach is
oversimplified; yet it provides a quantitative estimate for our purposes. Finally, we have
ignored the recovery term in the modeling due to the consideration that we were interested
in the dynamics within a relatively short period of outburst. The recovery term certainly
has impacts on the dynamics. However, it also possesses a large degree of heterogene-
ity and can thus make our analyses complicated, which is not our primary purpose. To
improve the modeling, more real-world data are necessary to impose into the model and
justify its predictions.

For economic concerns, most governments are keen on purchasing high-end vaccine or
increasing the vaccination rate to reduce the necessity of city lockdown. Our results, how-
ever, highlighted the importance of understanding the transmission dynamics of COVID-19
in determining public health policy. Population size/density, infectious period, and fre-
quency of social contact, which influence the spread of virus, cause a dynamic change of
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transmission. In light of the fact that Ry is a very important factor that has been dramatically
linked to the scale of disease, our studies indicated essential policy implementation to
reduce Ry as a reasonable and urgent approach for government against COVID-19.

5. Conclusions

To have an effective control of COVID-19 in a modest city, it is not recommended to
rely on the increase of vaccine inoculation rate only. This study indicated that combination
with policy interventions to mitigate community transmission is required, wherein the
long-term value of vaccination can occur to protect the community. To gain more insights
into these issues, future studies are needed to incorporate more real-world data and more
degrees of freedom into the methodology adopted in the present work.

Author Contributions: Conceptualization, C.G. and W.-C.C.; methodology, C.G. and W.-C.C.; formal
analysis, C.G.; data curation, C.G. and W.-C.C.; writing—original draft preparation, C.G. and W.-C.C.;
writing—review and editing, C.G. and W.-C.C.; visualization, C.G.; supervision, C.G. and W.-C.C;
project administration, C.G. and W.-C.C,; funding acquisition, C.G. and W.-C.C. All authors have
read and agreed to the published version of the manuscript.

Funding: This work was supported by the grants from Taipei Medical University, Taiwan (12310-
106079, Yusuke Nakamura Chair Professorship). C. Guo also acknowledges the grant support from
Taiwan Ministry of Science and Technology (MOST 110-2112-M-001-039; MOST 107-2112-M-001-040-
MY3) and Academia Sinica (AS-TP-109-M04).

Institutional Review Board Statement: Not applicable (the present study did not involve any
humans or animals).

Informed Consent Statement: Not applicable (the present did not involve any human subjects).

Data Availability Statement: All the parameters and equations used to generate the results were
included in the Materials and Methods and in the Figure captions.

Conflicts of Interest: The authors declare no conflict of interest.

References

1. WHO. Coronavirus Disease (COVID-2019) Situation Reports; World Health Organization: Geneva, Switzerland, 2021.

2. Biggerstaff, M.; Cowling, B.J.; Cucunuba, Z.M.; Dinh, L.; Ferguson, N.M.; Gao, H.; Hill, V.; Imai, N.; Johansson, M.A.; Kada, S.;
et al. Early Insights from Statistical and Mathematical Modeling of Key Epidemiologic Parameters of COVID-19. Emerg. Infect.
Dis. 2020, 26, el-e14. [CrossRef] [PubMed]

3. Van Vinh Chau, N.; Lam, V.T.; Dung, N.T.; Yen, L.M.; Minh, N.N.Q.; Hung, L.M.; Ngoc, N.M.; Dung, N.T.; Man, D.N.H.; Nguyet,
L.A.; et al. The Natural History and Transmission Potential of Asymptomatic Severe Acute Respiratory Syndrome Coronavirus 2
Infection. Clin. Infect. Dis. Off. Publ. Infect. Dis. Soc. Am. 2020, 71, 2679-2687. [CrossRef] [PubMed]

4. U.S. Emergency Use Authorization. Available online: https://www.fda.gov/emergency-preparedness-and-response/mcm-
legal-regulatory-and-policy-framework/emergency-use-authorization (accessed on 1 August 2021).

5. Dagan, N.; Barda, N.; Kepten, E.; Miron, O.; Perchik, S.; Katz, M.A.; Herndn, M. A ; Lipsitch, M.; Reis, B.; Balicer, R.D. BNT162b2
mRNA Covid-19 Vaccine in a Nationwide Mass Vaccination Setting. N. Engl. J. Med. 2021, 384, 1412-1423. [CrossRef]

6.  Voysey, M.; Clemens, S.A.C.; Madhi, S.A.; Weckx, L.Y.; Folegatti, PM.; Aley, PK.; Angus, B.; Baillie, V.L.; Barnabas, S.L.; Bhorat,
Q.E.; et al. Safety and efficacy of the ChAdOx1 nCoV-19 vaccine (AZD1222) against SARS-CoV-2: An interim analysis of four
randomised controlled trials in Brazil, South Africa, and the UK. Lancet 2021, 397, 99-111. [CrossRef]

7. Bubar, KM.; Reinholt, K,; Kissler, S.M.; Lipsitch, M.; Cobey, S.; Grad, Y.H.; Larremore, D.B. Model-informed COVID-19 vaccine
prioritization strategies by age and serostatus. Science 2020, 371, 916-921. [CrossRef]

8.  Giordano, G.; Colaneri, M.; Di Filippo, A.; Blanchini, F; Bolzern, P.; De Nicolao, G.; Sacchi, P.; Colaneri, P.; Bruno, R. Modeling
vaccination rollouts, SARS-CoV-2 variants and the requirement for non-pharmaceutical interventions in Italy. Nat. Med. 2021, 27,
993-998. [CrossRef]

9.  Hethcote, HW. The mathematics of infectious diseases. Siam Rev. 2000, 42, 599-653. [CrossRef]

10.  Altizer, S.; Nunn, C. Infectious Diseases in Primates: Behavior, Ecology and Evolution; Oxford University Press: Oxford, UK, 2006.

11. To, KK, Tsang, O.T,; Leung, W.S.; Tam, A.R.; Wu, T.C.; Lung, D.C,; Yip, C.C,; Cai, ].P.,; Chan, ].M.; Chik, T.S.; et al. Temporal
profiles of viral load in posterior oropharyngeal saliva samples and serum antibody responses during infection by SARS-CoV-2:
An observational cohort study. Lancet Infect. Dis. 2020, 20, 565-574. [CrossRef]

12. Wu, Y,; Guo, C; Tang, L.; Hong, Z.; Zhou, ].; Dong, X.; Yin, H.; Xiao, Q.; Tang, Y.; Qu, X,; et al. Prolonged presence of SARS-CoV-2

viral RNA in faecal samples. Lancet Gastroenterol. Hepatol. 2020, 5, 434-435. [CrossRef]


http://doi.org/10.3201/eid2611.201074
http://www.ncbi.nlm.nih.gov/pubmed/32917290
http://doi.org/10.1093/cid/ciaa711
http://www.ncbi.nlm.nih.gov/pubmed/32497212
https://www.fda.gov/emergency-preparedness-and-response/mcm-legal-regulatory-and-policy-framework/emergency-use-authorization
https://www.fda.gov/emergency-preparedness-and-response/mcm-legal-regulatory-and-policy-framework/emergency-use-authorization
http://doi.org/10.1056/NEJMoa2101765
http://doi.org/10.1016/S0140-6736(20)32661-1
http://doi.org/10.1126/science.abe6959
http://doi.org/10.1038/s41591-021-01334-5
http://doi.org/10.1137/S0036144500371907
http://doi.org/10.1016/S1473-3099(20)30196-1
http://doi.org/10.1016/S2468-1253(20)30083-2

Healthcare 2021, 9, 1245 90f9

13.
14.

15.

16.

17.

18.

19.

20.

Abbasi, ]. COVID-19 mRNA Vaccines Blunt Breakthrough Infection Severity. JAMA 2021, 326, 473. [CrossRef] [PubMed]

Butt, A.A; Khan, T.; Yan, P,; Shaikh, O.S.; Omer, S.B.; Mayr, F. Rate and risk factors for breakthrough SARS-CoV-2 infection after
vaccination. J. Infect. 2021, 83, 237-279. [CrossRef] [PubMed]

Butt, A.A.; Nafady-Hego, H.; Chemaitelly, H.; Abou-Samra, A.B.; Khal, A.A.; Coyle, P.V.; Kanaani, Z.A.; Kaleeckal, A.H.; Latif,
A.N.; Masalmani, Y.A ; et al. Outcomes Among Patients with Breakthrough SARS-CoV-2 Infection After Vaccination. Int. J. Infect.
Dis. 2021, 110, 353-358. [CrossRef] [PubMed]

Hacisuleyman, E.; Hale, C.; Saito, Y.; Blachere, N.E.; Bergh, M.; Conlon, E.G.; Schaefer-Babajew, D.].; DaSilva, J.; Muecksch, F.;
Gaebler, C.; et al. Vaccine Breakthrough Infections with SARS-CoV-2 Variants. N. Engl. ]. Med. 2021, 384, 2212-2218. [CrossRef]
[PubMed]

CDC. The Possibility of COVID-19 after Vaccination: Breakthrough Infections; Centers for Disease Control and Prevention: Atlanta,
GA, USA, 2021.

WHO. Vaccine Efficacy, Effectiveness and Protection; World Health Organization: Geneva, Switzerland, 2021.

Verity, R.; Okell, L.C.; Dorigatti, I.; Winskill, P.; Whittaker, C.; Imai, N.; Cuomo-Dannenburg, G.; Thompson, H.; Walker, PG.T,;
Fu, H.; et al. Estimates of the severity of coronavirus disease 2019: A model-based analysis. Lancet Infect. Dis. 2020, 20, 669-677.
[CrossRef]

Gallo Marin, B.; Aghagoli, G.; Lavine, K.; Yang, L.; Siff, E.J.; Chiang, S.S.; Salazar-Mather, T.P.; Dumenco, L.; Savaria, M.C.; Aung,
S.N.; et al. Predictors of COVID-19 severity: A literature review. Rev. Med. Virol. 2021, 31, 1-10. [CrossRef] [PubMed]


http://doi.org/10.1001/jama.2021.12619
http://www.ncbi.nlm.nih.gov/pubmed/34374737
http://doi.org/10.1016/j.jinf.2021.05.021
http://www.ncbi.nlm.nih.gov/pubmed/34052241
http://doi.org/10.1016/j.ijid.2021.08.008
http://www.ncbi.nlm.nih.gov/pubmed/34375762
http://doi.org/10.1056/NEJMoa2105000
http://www.ncbi.nlm.nih.gov/pubmed/33882219
http://doi.org/10.1016/S1473-3099(20)30243-7
http://doi.org/10.1002/rmv.2146
http://www.ncbi.nlm.nih.gov/pubmed/32845042

	Introduction 
	Materials and Methods 
	Results 
	Discussion 
	Conclusions 
	References

