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Abstract: During the first wave of the COVID-19 pandemic in spring 2020, Slovenia was among
the least affected countries, but the situation became drastically worse during the second wave in
autumn 2020 with high numbers of deaths per number of inhabitants, ranking Slovenia among the
most affected countries. This was true even though strict non-pharmaceutical interventions (NPIs)
to control the progression of the epidemic were being enforced. Using a semi-parametric Bayesian
model developed for the purpose of this study, we explore if and how the changes in mobility, their
timing and the activation of contact tracing can explain the differences in the epidemic progression
of the two waves. To fit the model, we use data on daily numbers of deaths, patients in hospitals,
intensive care units, etc., and allow transmission intensity to be affected by contact tracing and
mobility (data obtained from Google Mobility Reports). Our results imply that though there is some
heterogeneity not explained by mobility levels and contact tracing, implementing interventions at
a similar stage as in the first wave would keep the death toll and the health system burden low
in the second wave as well. On the other hand, sticking to the same timeline of interventions as
observed in the second wave and focusing on enforcing a higher decrease in mobility would not be
as beneficial. According to our model, the ‘dance’ strategy, i.e., first allowing the numbers to rise and
then implementing strict interventions to make them drop again, has been played at too-late stages
of the epidemic. In contrast, a 15-20% reduction of mobility compared to pre-COVID level, if started
at the beginning and maintained for the entire duration of the second wave and coupled with contact
tracing, could suffice to control the epidemic. A very important factor in this result is the presence of
contact tracing; without it, the reduction in mobility needs to be substantially larger. The flexibility of
our proposed model allows similar analyses to be conducted for other regions even with slightly
different data sources for the progression of the epidemic; the extension to more than two waves is
straightforward. The model could help policymakers worldwide to make better decisions in terms of
the timing and severity of the adopted NP]Is.

Keywords: modeling epidemics; Bayesian inference; discrete renewal process; COVID-19; non-
pharmaceutical interventions; reproduction number

1. Introduction

The coronavirus SARS-CoV-2 quickly spread from China throughout the world. What
initially seemed like someone else’s problem for many people outside China has quickly
become everyone’s daily issue. The reason for such rapid global spread of SARS-CoV-2 has
been its high basic reproduction number, Ry [1], and a large proportion of asymptomatic [2]
and mild cases in younger patients [3,4]. The estimates of Ry for SARS-CoV-2 vary substan-
tially, depending on the variant of the virus, country and the method of estimation, and
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stand at about three for the period 2019-2020 [5-11]. The reproduction number can change
in time due to various factors. We denote the (effective) reproduction number of infection
by R¢, where t represents time.

In the absence of a vaccine, non-pharmaceutical interventions (NPIs) were one of
the few tools available for lowering the reproduction number and slowing down the
progression of the pandemic. The general idea behind NPIs is to reduce the number of
contacts between individuals or the probability of infection during contact in order to
reduce transmission of the virus [10]. The efficiency of NPIs, therefore, depends on the
amount by which they decrease the number of contacts and probability of transmission.
This depends on the willingness of the general public to follow them or policymakers
to enforce them. At the initial stage of the pandemic, NPIs proved successful in Europe,
reducing the reproduction number below one [10] and eventually leading to the end of the
first wave. During the summer, however, when most NPIs throughout Europe were not in
place, the reproduction number increased above one, resulting in a second (autumn) wave
of the epidemic. In the period October-December 2020, most countries were implementing
NPIs again, but with varying degrees of success.

Among the types of NPIs a special emphasis in our study is put on contact tracing [12].
While the goal of many NPlIs is to limit the contacts of the whole population, the idea of
contact tracing is to limit the contacts of a targeted subpopulation with a higher probability
of infection, as well as to alert contacts to the possibility of infection and offer preventive
services [13]. With contact tracing, the goal is to identify and test all potential contacts
of each confirmed case, issuing quarantine orders and isolating all subjects with a high
probability of infection. This strategy depends strongly on the resources and capacities
of the institution performing it as well as ensuring that the quarantine orders are strictly
followed. Hence, its implementation, especially during the peak of the epidemic, can
be problematic.

In Slovenia, strict NPIs were implemented at a very early stage during the first wave
of the epidemic. Public events were banned on 10 March 2020, when there were in total
49 confirmed cases and no deaths or hospitalized patients due to COVID-19. Complete
lockdown, including complete closure of schools and child cares, started on 20 March, with
368 confirmed cases (note a rapid increase when compared with 10 March) as well as 46
and 8 patients treated in hospitals and Intensive Care Units (ICUs), respectively, but still
with no deaths. Finally, prohibition of movement outside of the municipality of residence
was set on 30 March, when there was one death with COVID-19 amongst 802 confirmed
cases with 117 and 29 patients being in hospitals and ICUs, respectively. The restrictions
started to lift on 30 April, and by 1 June, most restrictions were no longer in place. In total,
from the first detected case on 4 March to 30 June, there were on average 88 confirmed cases
per 1 million inhabitants per fortnight (MF) and six deaths MF with COVID-19, with the
largest number of patients in hospitals and ICUs, being 117 and 36, achieved on 30 March
and 10 March, respectively. With a very small attack rate and a small number of deaths,
Slovenia was ranked amongst the least affected European countries during the first wave
(see, e.g., [14,15]), implying that NPIs were efficient [16,17].

After 30 June, the epidemic started accelerating again. It advanced slowly at first,
with on average 145 confirmed cases MF and 2 deaths MF with at most 25 patients in the
hospitals and 5 in the ICUs in the period from 1 July to 31 August. This time, the response
of the policymakers was slower than during the first wave, adopting the ‘dance’ strategy,
i.e., first allowing the numbers to rise and then implementing strict interventions to lower
them again [18,19]. In the initial phase of the second wave, the strategy was to rely on active
contact tracing and on adopting milder forms of NPIs not in place during the first wave.
An example is the use of face masks, which have been obligatory in closed public spaces
and outside since 19 September and 16 October, respectively. Since 9 October, complete
contact tracing has no longer been possible due to exceeding the capacities. A couple of
weeks later, stricter forms of NPIs were being implemented. Prohibition of movement
outside of the statistical region of residence was implemented on 20 October. At the same
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time, curfew (prohibited movement from 9 p.m. to 6 a.m.) was enforced, an example of
NPIs not in place during the first wave. Complete lockdown, including complete closure
of schools and child care centers, started on 26 October, and prohibition of movement
outside of the municipality of residence has been in place since 27 October. However, there
have been on average already 1295 confirmed cases MF and 7 deaths MF in the period
from 1 July to 25 October with 560 and 88 patients being treated in hospitals and ICUs,
respectively, on 25 October. The NPIs seemed to not have slowed down the progression of
the epidemic as efficiently as during the first wave, with numbers rising further with on
average 3410 cases MF and 60 deaths MF (on several days, the daily number exceeded 55,
hence essentially reaching a total death count from the first wave in a mere two days) in
the period from 1 July to 1 December with 1299 and 208 patients being treated in hospitals
and ICUs, respectively, on 1 December. During December 2020, Slovenia was ranked
amongst the countries which have been the most affected by COVID-19 during the second
wave [20], although similar, if not stricter, NPIs were being enforced as in the first wave.

Several factors could potentially explain the differences between the two waves. Of
these, we focus on contact tracing, timing of the adoption of NPIs and adherence of the
public. The following questions are posed:

1. Did contact tracing play an important role in the progression of the second wave
in Slovenia?

2. Can the difference in the two waves in Slovenia be explained by the different patterns
of the observed general mobility?

3.  Canthebad situation in Slovenia in the second wave be attributed to the later adoption
of NPIs when compared to the first wave?

4. Are there any alternatives to the ‘dance’ strategy which could have led to slower
progression of the epidemic during the second wave?

To answer these questions, we use the modeling approach. Evidence-based modeling
approaches have proved successful for answering real-world questions with numerous
results which have had important practical consequences [21-29]. For example, Ngonghala
et al. [29] used a model for the transmission dynamics and control of COVID-19 in a
population [30] to show the efficiency of using face masks, a tool now used throughout
Europe. We use a semiparametric modeling framework based on a Bayesian approach,
which we developed for monitoring the state of the healthcare system and estimation of key
parameters of the epidemic [17], adapting it for the purpose of this study. Bayesian inference
was introduced as an alternative to the compartmental models [31-33] by formulating
simple stochastic models which describe the key features of epidemic spread and then
using actual data to estimate the parameters of the model [34]. This framework allows
reporting statistically sound intervals of uncertainty [17]. In our model, we assume that the
transmission intensity of SARS-CoV-2 depends on the number of contacts, using mobility
data as a proxy for the number of contacts. The same approach has been commonly
used for the COVID-19 pandemic (see, e.g., [35-37]). Specifically, we model transmission
intensity using data on daily changes of general mobility of the population published in
Google mobility reports [38]. Data from this and similar sources (e.g., Apple [39]) were
used in other COVID-19 related studies [37,40—44]. Vollmer et al. [37] use the same data
source and a similar approach; however, we extend it by using less strict assumptions. We
assume, as do Vollmer et al. [37], that changes in mobility can act as a suitable proxy for the
changes in behavior induced by the implementation of the NPIs and verify this assumption
using empirical data. This enables us to infer the effects of NPIs by looking at mobility
instead of the dates of the implementation of NPIs. The effect of NPIs has been extensively
studied. Some studies have evaluated the effect of NPIs on mobility using global mobility
data [44] or have used questionnaires [45] for assessing the approval of such measures
by the general public. Other approaches used parametric [46] or semiparametric [47,48]
models for estimating the reproduction number. Some work [49,50] has also relied on
external software [51,52] for estimating the effect of NPIs on the reproduction number.



Life 2021, 11, 1045

40f23

The rest of the paper is organized as follows. In the next section, we thoroughly de-
scribe the data sources, the model and different counterfactual scenarios used to illustrate
what lessons could be learned from the Slovene example. This is followed by the presenta-
tion of the most significant results, discussion and summary of the main conclusions.

2. Methodology

The main idea was to adapt the framework proposed by Manevski et al. [17] incorpo-
rating many different data sources regarding the state of the epidemic and the healthcare
system as well as mobility data from the population. As the different available data sources
are at the core of our model, we begin with their description and continue with the detailed
presentation of the model. This is followed by a description of the counterfactual analyses.
The validation of the model and its computational aspects conclude this section.

2.1. Data Sources

The two data sources used were the data about the progression of the Slovene COVID-
19 epidemic and the mobility data up to and including 1 December 2020. All data have
been split into two waves at 30 June, which will be denoted with subscript m € {1,2}. This
particular day was chosen as it corresponds to the first re-enforcement of the NPIs (see
Table S1 showing dates and descriptions of major events important for the progression of
the Slovene epidemic).

The first source consists of the following indicators of the state of the epidemic and the
healthcare system. We present the notation and add its meaning in parentheses so that the
notation is easier to follow. Daily data on the number of confirmed cases is denoted by P; ,,
(positive cases), number of hospitalized patients by Ht ;;,, number of patients in Intensive
Care Units (ICU) by U, daily number of new patients admitted to hospitals and ICUs by
HtI, . (hospital in) and Utl  (ICU in), respectively, daily number of patients released from
hospitals and ICUs by Ht(,)m (hospital out) and Ugm (ICU out), respectively, daily number of
deaths occurring in hospitals by Dfm (death from hospital) and daily number of deaths
occurring outside of hospitals by ng (death directly from cases), where t = 1,...,n,, are
days from the start until the end of the wave m € {1,2}.

Mobility data were obtained from Google Mobility Report [38]. These data show daily
relative changes to baseline (the median value during the 5-week period from 3 January to
6 February 2020) of visits and length of stay at different places obtained from users who
have opted-in to Location History for their Google Account. Google provides data for
six mobility dimensions, which are highly correlated (see S1 File). In order to reduce the
problem of collinearity between the mobility dimensions provided by Google and to obtain
interpretable dimensions, we include three mobility dimensions in the model, as follows.
The first dimension is workplace (mobility trend for places of work). This dimension was
included since a survey conducted by the National Institute of Public Health suggested
that, after household transmissions, the leading origin of transmission in Slovenia is the
workplace (17% [53]). The second was average mobility (daily average of three dimensions
reported by Google: mobility trends for places such as grocery markets, food warehouses,
farmers’ markets, specialized food shops, drug stores and pharmacies; mobility trends
for public transport hubs such as bus and train stations; and mobility trends for places
such as restaurants, cafes, shopping centers, museums, libraries and movie theatres). This
was included since it was shown that transmission in day-to-day activities is an important
source of infections [35]. We show in the S1 File that using a daily average of the three
mobility dimensions when forming the average mobility dimension can be justified by formal
time series analysis: applying cross-correlation function to the trend of the three dimensions
as well as to detrended and deseasonalized data using a standard prewhitening procedure
shows that the cross-correlation functions reached very high (positive) values which were
the largest at zero lag. The third dimension is residential (mobility trend for places of
residence). This dimension was included since it is expected to increase when the other
dimensions decrease and thus should capture the remaining information not contained in
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the first two dimensions. Note that the residential dimension is not necessarily related to the
household transmission which is governed by principles not directly related to mobility.
The three mobility dimensions thus obtained are still correlated (see S1 File); therefore,
their individual effects could not be disentangled from the model. Prior to including the
three mobility dimensions in the model, each dimension was smoothed by taking a 10-day
moving average, thus left-aligning the series. The mobility dimensions are denoted by
Z ¢ m, Where k = 1, 2, 3 represent workplace, average mobility and residential dimensions,
respectively, and t and m are days and waves as above. A 10-day moving average was
used since this is the most commonly presumed infectious period for SARS-CoV-2.

In Figure 1, we show the three mobility dimensions (not smoothed) together with
dates of major NPIs. Large changes of mobility are observed after adoption of NPIs during
the first wave, reaching substantially lower (workplace and average mobility) or higher values
(residential) as pre-COVID. Even before the last adopted intervention (enforcing prohibition
of movements outside the municipality of residence), the changes in mobility started to
drop reaching almost pre-COVID values before 1 July. Smaller values for workplace and
average mobility are observed during the summer months due to holidays, as expected.
After NPIs were being re-enforced, mobility started to decrease. However, as was similarly
observed during the first wave, the mobility stopped decreasing after the final NPI was
adopted. Importantly, it can be seen that changes in mobility during the second wave were
not as large as during the first wave. There is a clear visual correspondence between the
adoption of NPIs and changes in mobility dimensions, which is formalized by performing
segmented regression analysis (see S1 File). We show that dates of NPIs correspond to
changes in the trend of the three mobility dimensions, thus suggesting that effects of NPIs
can be inferred from looking at changes in mobility.
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The data about the progression of the epidemic and dates of major government NPIs
were obtained using publicly available Slovene COVID-19 data [54]. The population count
(also used in the model) was obtained from the Statistical Office of Slovenia [55].

2.2. The Model

Our proposed model is schematically presented in Figure 2 and is concisely explained
in the next subsections with the emphasis on parts that are the key for our goal, i.e., as-
sessing the effect of mobility and contact tracing, whereas all the theoretical details can be
found in S2 File. First, we present the part used for modeling infections (above the line
border on Figure 2) and then the part for modeling disease progression (below the line
border). The first part of the model was crucially modified from [17] to incorporate mobility
data, while the second part was adapted to model each wave separately. In Figure 2, we
present the model for one of the waves m € {1,2}, where the data are presented in circles,
the deterministic parameters of the model are colored red, while ‘true’ parameters of the
model (for which posterior distributions are estimated) are in blue (the parameters with
prior distributions) or black (the transformed parameters, including expected values in
boxes). A short description of the quantities used in Figure 2 is given in Table 1.

Table 1. A short description of the quantities presented in Figure 2. For more details, see S2 File.

Notation Description

m wave (first, second) of the epidemic

t day in the wave

Ro,m basic reproduction number

Rim (effective) reproduction number at specific day ¢ in wave m

& m,1=1,...,L parameters relating (unknown) factors other than mobility and contact tracing to R; ,, (see Equation (2))

K hyperparameter tying together «; ,,

B, k=123 parameters relating mobility to R; ,, (see Equation (2))

Ym parameter for the contact tracing indicator (see Equation (2))

Ctom expected number of truly infected individuals

Ptm expected number of positive cases

h, expected number of admissions to hospitals

h?m expected number of releases from hospitals

htm expected number of hospitalized patients

ul expected number of admissions to ICUs

u?m expected number of releases from ICUs

Ut m expected number of patients treated in ICUs

att expected number of deaths in hospitals

dgm expected number of deaths outside the hospitals

NegBin negative binomial distribution

Pt number of positive cases, modeled via negative binomial distribution with mean p;,, similarly for other
quantities

q>X parameter which determines the amount of over-dispersion (i.e., the additional variance of the negative binomial
distribution above that of the Poisson distribution)

P hyperparameter behind ¢+

o elapsed time between two successive states (e.g., 71/ —time from infection to a positive test)

g elapsed time between a person becoming infected and subsequently infecting others

T, probability of transition to a successive state (e.g., TZ? m—Tatio of cases that are being tested)

T fixed, represents a guess for the probability of transition to a successive state, chosen in exploratory fashion as
reported in S2 File

iy noise around ¥ which allows that T:‘;n = ¥y} is determined by the data (note that 77;% has a prior distribution)

v hyperparameter tying together ¢ 4, . . ., ¢, Which are used for seeding the model
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Figure 2. The model for one of the waves m € {1,2} with data values (in circles); its expected values (in boxes); deterministic
parameters in red; and ‘true’ parameters (for which posterior distributions are estimated) in blue (the parameters with prior
distributions) or black (the transformed parameters, including expected values in boxes). See Table 1 for a short description
of the quantities and S2 File for more details.

2.2.1. Modeling Infections

The core of our model is the reproduction number. We allow it to be determined by
the mobility data and contact tracing but also account for some potential heterogeneity in
the transmission that can not be captured by mobility and contact tracing.

The number of truly infected individuals ¢, (cases) is modeled using a discrete
renewal process [10]. We assume that the elapsed time between a person getting infected
and subsequently infecting others (i.e., the generation interval distribution g) has a fixed
distribution in the model. We use gamma distribution as in Flaxman et al. [10] and
Manevski et al. [17]; see S2 File for more details and its graphical presentation.
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The expected number of truly infected individuals c; ,; on a given day ¢ during the
m-th wave is then modeled by

t—1

¢t = Rem Y Ckm8t—kr 1)
k=0

where Rt is the time-varying reproduction number modeling the average number of
secondary infections over time and g; is the discretization of g (see S2 File). Infections at
time t in wave m depend on the number of infections in the preceding days of this wave,
first weighted by the discretized generation interval distribution and then scaled by R; ;.
Note that ¢4, has no corresponding data source.

In our model, reproduction number R; ,; can be affected by (temporal) herd immunity
against SARS-CoV-2, the three mobility dimensions (denoted by zy; ,,,, k = 1,2,3) and by
the presence of contact tracing I; ,;, (where I; ; is a (centered) dummy variable equal to
—0.5 if contact tracing was in place on day ¢ during the m-th wave and 0.5 otherwise). All
the other factors that can contribute to the change of the reproduction number are captured
in the spline with knots positioned uniformly during the m-th wave. This is different from
our previous model [17], where knots were positioned at the days of major government
changes of policies, as now the mobility and contact tracing directly affect R; ,, and the
spline should capture the other effects. Moreover, the key is that we are estimating the
continuous reproduction number with a continuous estimate via splines (contrary to a
piece-wise constant estimate in Flaxman et al. [10]). The reproduction number is then
modeled as follows:

Z]t(:ll Ck,m
t,m ( Nm 0,m

3 L
2f ( ﬁkzk,t,m> exp (Z “z,msk,t,m> exp(')’mlt,m)] , 2
k=1

I=1

where 1 — %ﬂfk’” is the term accounting for herd immunity, Ny, is the size of the population
inwavem € {1,2}, f(x) = 1/(1+exp(—x)) is the logistic function (also called the sigmoid
function) and s; ; ,, is the [-th column of the B spline basis matrix for the natural splines
with uniformly set knots for the m-th wave. We performed sensitivity analysis regarding
the number of knots and opted for five knots (see S3 File). Note that the natural splines
are linear beyond the final knot, thus enabling predictions in the future. Parameter Ry,
is the basic reproduction number with a prior distribution, specified in S2 File. The term
accounting for herd immunity was explicitly included in the model to avoid the herd
immunity being the main driver of the estimated parameters in (2), when the total number
of previously infected is large. We take Nj as the population size of Slovenia and define
N, = N; — Z'til Dy 1, i.e., the population size reduced by the number of deaths during the
first wave. Note that N, (which determines how quickly the population determines the
herd immunity during the second wave) and Nj are almost identical due to very small
number of deaths during the first wave; hence, this adjustment is not very important in
our application.

Note that we assume the same effects of the mobility in both waves, whereas the
effects of contract tracing and other factors via splines may vary between the waves. The
logistic function was used as a link between the effect of the combined mobility dimensions
and time-varying reproduction number because, due to collinearity, it is not possible to
estimate the relative importance of each dimension [37]; for more details, see S2 File. We
assume that the effects of interest are independent with some prior distributions, whereas
all a; ,, have a prior distribution with a common hyperparameter x. The details on prior
specification are in S2 File.

Since the process c; ;; cannot start from zero (see (1)), we seed the model for the first
six days, separately for each wave, as explained in S2 File (in Figure 2, this is emphasized
by showing ¢y 4, . .., Ce,m in a separate box).
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2.2.2. Modeling Disease Progression

For this part of the model, we used the same techniques as in [17], but we adapted them
for modeling two waves where some parameters are wave-specific and others are not. As
this part of the model is not crucial for the purpose of our paper (i.e., investigating the effect
of mobility and contact tracing on the epidemics) and is a straightforward generalization of
our previous model [17], we give only an intuitive summary here and present it thoroughly
in the S2 File.

The expected daily number of confirmed cases p;, expected daily number of patients
admitted to hospitals /! and the expected daily number of deaths outside of hospitals
dS¢ are modeled directly from cases c;. The confirmed cases are intentionally not linked
to hospitalized patients or deaths as this data source is the most unreliable one. Once a
patient is in the hospital, there are three options: release from the hospital (1¢), admission
to the ICU (uf ) or death (d{{ ). This is incorporated in our model, as presented in Figure 2.
There is no link from u/ to death after the admission to the ICU as no data providing this
information exists in Slovenia. Furthermore, the expected daily number of hospitalized
patients /; is modeled in addition to i} and h9 due to some inconsistencies in our data
sources between the three, and the same principle was followed for ICU. As in [10,17],
negative binomial distribution was used when modeling the number of confirmed cases,
the number of deaths, etc., allowing that the amount of over-dispersion is determined by
the data by specifying the appropriate hyperparameter. All the details on the choice of the
distributions, prior distributions and the way we link all the parameters together are given
in the Supplementary Material S2 File.

2.3. Counterfactual Analyses

By fitting the model to the data, one can learn about the estimated values of the
parameters; however, to fully understand their implications and to answer the questions
posed in the introduction, we turn to simulations of counterfactual scenarios. To be able to
study the effect of the two key variable vectors in our models, i.e., the mobility dimension
in time and the contact tracing indicator in time, we simulate hypothetical scenarios in
which we change their values and use our model (with the parameters estimated on real
data) to study the outcomes.

In all scenarios, we change the actual observed mobility to hypothetical values from a
chosen time point ¢ onwards. In this way, we simulate a counterfactual scenario in which a
certain mobility level was attained at a different point in time than in the observed reality.
All scenarios are repeated twice: (a) with contact tracing active as observed in reality (active
until 8 October and then discontinued) or (b) kept active throughout the second wave,
which can help us in answering Question 1.

Below, we precisely define the scenarios and explain the reasoning for each choice. We
use z; ; , to denote the hypothetical value of mobility level k (where k =1 and 2 correspond
to workplace and average mobility dimensions and k = 3 corresponds to residential dimension)
at time ¢ in the second wave. Time is measured in days since the first day of the second
wave, which was set to 1 July. The observed data are available until 1 December, i.e., the
total number of days in the second wave equals 7, = 154. Based on the model, we also
simulate forwards up to 31 December. In all the scenarios, the hypothetical mobility levels
Zz,k,t equal the observed levels z;  ; until a certain time point. Below, we list these time
points and the mobility values assumed from then on. All three mobility levels are always
changed simultaneously (the levels are correlated and it thus makes no sense to change
one, but not the other). Figure 3 illustrates the assumed mobility levels in time for each
of the scenarios except scenarios (2) and (3) which are omitted because of their simplicity;
shaded areas represent time interval with artificial mobility.
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Figure 3. Mobility under different counterfactual scenarios during the progression of the second wave. Scenarios (2)

(mobility set to zero for all dimensions) and (3) (workplace and average mobility dimension set to —1, while residential

dimension value set to 1) are omitted because of their simplicity. Only one example is shown for scenarios (8) with T = 70

and A = —0.3; work mobility dimension is not shown since it is exactly the same as the average mobility dimension. Shaded

areas represent time interval with artificial mobility.

Scenario (1) keeps the same mobility levels throughout the observed period and fixes
them to the last observed value for the purpose of the forecast. Scenario (1) (a) thus presents
the observed reality, whereas scenario (1) (b) can be used to study the model behavior if
the real mobility levels are kept and only the contact tracing is added.

e  Scenario (1): Zi,k,t = Zp jn, fOr t > 3.

Scenarios (2) and (3) represent extreme situations, which in practice could not have
occurred, but are included for illustrative reasons. Scenario (2) considers the case where
mobility levels are as in ‘normal life’—they remain fixed to the values before the epidemic
for the entire duration of the second wave. Scenario (3), on the other hand, assumes
no mobility for the whole time period, i.e., the values of workplace and average mobility
dimension are set to the lowest possible value (—1) and the residential dimension value is
set to 1.

®  Scenario (2): z3,, = Oforall t > 1;
* Scenario (3):z51; =235, = —1;z35, = 1fort > 1.
To answer Question 2 we construct scenario (4), which studies the progression of the

second wave if the lockdown was initiated at the same date as in reality (day 118 of the
second wave, 26 October) but with a stronger effect on mobility, i.e., reaching the same
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mobility levels as were reached under the lockdown in the first wave. In terms of workplace
and average mobility dimension, we take the lowest observed value of the first wave, and
for residential dimension, we take the highest observed value.

*  Scenario (4): 25, , = 1?&2&1 (z1u) fork=1,2and z3 5, = 1?5;1;;1(21,3,”), fort > 118.

Scenarios (5) and (6) consider situations in which the same NPIs were implemented
earlier in time as in reality, thus helping us to answer Question 3. It assumes all the
mobility levels resulting from NPIs would be equal to those observed but simply moved
to an earlier date. In scenario (5), the observed mobility levels are shifted 42 days ahead
in time and in scenario (6), the shift is even larger, i.e., 77 days. With this assumption, the
lockdown in scenario (5) is implemented on 14 September (day 76 of the second wave),
which approximates the stage when lockdown was implemented in the first wave (the day
with the closest current number of hospitalized and ICU patients was chosen). Scenario (6)
shifts the observed mobility trends to an even earlier stage in the second wave; the date of
the lockdown is then August 10 (day 41 of the second wave).

In both scenarios (5) and (6), it is assumed that the course of mobility changes due
to NPIs would be exactly the same as observed in reality. After the end of the observed
mobility time series, the last value is simply carried forward for the remainder of the
interval. Scenarios (5.1) and (6.1) are variants of (5) and (6) in which the NPIs are not
gradually working towards lockdown, but instead, it is assumed that the lockdown is
implemented without previous notice and the mobility levels change abruptly at the time
of lockdown to the levels actually observed after the lockdown date. These variants are
thus more similar to other scenarios where mobility levels are changed to hypothetical
values not actually observed in the second wave and hence have to be abrupt.

e  Scenario (5): zz,k,t = Zp k42 for 1 <t < np —42 and Z;,k,t = Z ko, fOT t > 15 —42;
e Scenario (5.1): z;/k/t = Zp i t+42 fOr 76 < t < np — 42 and z;/k/t = Z ko, fOr t > 13 —42;
e  Scenario (6): Zi,k,t = Zp k477 for 1 <t < np —77 and Zé,k,t = 2y, fOrt > ny —77;
e  Scenario (6.1): Z;,k,t = Zp k77 for 41 <t < npy — 77 and Z;,k,t = Zp o, fort >ny —77.

The next scenario addresses the situation in which the decision-makers would opt to
implement stricter NPIs once it becomes clear that (due to the extent of the virus spread)
contact tracing would soon no longer be possible. We set that date to 1 October (day 93
of the second wave) and set the mobility levels to the values that keep the number of
positive cases below the capacity limits of the monitoring team (assumed to be around
300 confirmed cases per day).

e  Scenario (7): Zi,l,t =-0.7, Z;,Z,t = —05and z5,, =03 fort > 93.

The above-described scenarios aim to represent the effect of different decisions in
time (e.g., what if the same NPIs were implemented a month earlier). Additionally, we
study how a certain change in the mobility dimensions’ levels (ignoring the question of
how those levels could be reached with NPIs) affect the estimated cumulative number of
deaths in the presence or absence of contact tracing. Comparing this to the results of the
model where mobility remains at the pre-COVID level (Z;,k, P = 0 for t > 1) will allow us
to answer Question 4 and better understand how the size of mobility change, as well as
its timing, affects the results in our model. For this comparison, we run 196 simulation
scenarios. First, we pick the time point T when the mobility levels change from baseline.
We consider 14 time points set 10 days apart: T = 10, 20, . . ., 140. At the chosen time point
T, the mobility jumps from 0 to A, where A = —0.1, —0.15, —0.2, —0.3, —0.5, —0.7, —0.9:

*  Scenarios (8): zpx; = O forall t < T and all k and
z3., = Afork=1,2and Z>2k,3,t = —Afort>rT.
We consider the resulting 98 scenarios twice—with contact tracing performed during

the entire study period (I;; = —0.5 for all t > 1) or without any contact tracing (I3, = 0.5,
t>1).
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2.4. Computational Aspects and Model Validation

The modeling framework has been thoroughly validated in our previous research
where sensitivity analysis for the mean parameter of generation interval distribution 19 was
performed [17]. Folded-normal distribution was also compared with other commonly used
prior distributions for positive quantities, i.e., gamma and log-normal distributions. Several
choices for the over-dispersion parameter of the assumed negative binomial distributions
were considered. The differences were not substantial (see [17]). For the model presented
in this paper, we additionally performed sensitivity analysis using natural splines with
three, four and five degrees of freedom (see S3 File). The results obtained with natural
spline with five degrees of freedom were also compared with the results obtained using
cubic splines with degrees one, two and three, giving very similar results (these results
were obtained using fewer iterations, data not shown). Using natural splines with five
degrees of freedom, 5-day and 7-day moving average was also used to smooth the mobility
dimensions, obtaining similar results (these results were obtained using fewer iterations,
data not shown). All the models fitted the data well with small differences between the
observed data and the model’s estimates (see S3 File).

In order to make sure that the effects of mobility, contact tracing, and other effects
modeled via the spline term can be identified by the model, we fitted several models
excluding some terms from Equation (2). Excluding the mobility, i.e., excluding the term

2f <— Zi:l /3k2k,t,m) from Equation (2), one can observe that the models where mobility

is included better fit the data, yielding slightly narrower CIs (see S3 File). We also mod-
eled transmission only as a function of mobility and contact tracing, obtaining worse fit,
especially for the first wave, suggesting that the term including the spline can adequately
capture the changes in transmission between the two waves not captured by mobility
and/or contact tracing (see S3 File). The models with and without mobility were also fitted
by omitting contact tracing, i.e., the term exp(ymIn) in Equation (2). The fit, especially
after 9 October, was substantially worse with too-small estimates of the reproduction
number (see S3 File) which would result in a too optimistic progression of the epidemic
than what is actually observed. This implies that, at least to some extent, the effect of
contact tracing, given mobility, can be identified.

Convergence of the models was assessed based on R statistics [56], trace plots, esti-
mated posteriors, mean with 50%, and 90% credible intervals (CI) for each chain individu-
ally (see S3 File). Credible intervals were obtained using the equal-tailed interval method.
Note that the CIs are obtained from the proposed model and not from the estimation of the
reproduction number relying only on incidence data and distribution of generation time.

The models were fitted in R (R version 3.6.3 [57]) using R package rstan [58]. The
models were fitted using 1600 iterations (800 warmup iterations), 4 chains, setting the
target average proposal acceptance probability during standard adaptation period to 0.98
and putting a cap on the depth of the trees that it evaluates during each iteration to 15. The
analysis was performed on clusters of CentOS based containers. All the code and data
needed to reproduce the results are available on GitHub [59].

3. Results

We report a series of selected results for the model based on natural splines with
five degrees of freedom; complete results are available as Supplementary Information
where results for the other degrees of freedom are also shown (see S3 File and Figure S1).
There are large differences in the estimated numbers of infected individuals between the
waves with around a 50-fold increase in the average number of newly infected per 1 million
inhabitants in 14 days (MF), where this increase is largely due to the later phase of the
second wave, i.e., after 26 October (90% CI MF: [207-486], [9616-27,778], [4559-12,901] and
[25,498-75,273] MF for the first wave, second wave, early phase of the second wave (1 July
to 24 October) and later phase of the second wave (25 October to 1 December), respectively;
see S3 File for more results). Note that these large differences are not determined by the
reproduction number alone, but it is also crucial how many people are infected at that time
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(see Figure S1). If a country manages to reduce the reproduction number via NPIs at a
time when the number of infected individuals is already high (as in the middle of October
during the second wave), the burden on the healthcare system remains substantial. This
leads to a presumption that the timing of interventions is of highest importance, which we
further investigate with counterfactual analyses.

Counterfactual scenarios (2) and (3) serve as an illustration of what would have
happened if people had not changed their behavior at all, or if the mobility had been
completely stopped, respectively. The first would have lead to a 5- to 10-fold increase
in deaths, while the second would have lead to very few deaths (see Supplementary
Information Table S2 and S3 File for more elaborate results).

The effect of contact tracing (Question 1) under the observed mobility, scenario (1), is
estimated to be large: with contact tracing in place throughout the duration of the second
wave, scenario (1) (b), the estimated number of deaths drops from 54 MF (90% CI: [50-57])
under the real situation (i.e., contact tracing is terminated on 9 October; scenario (1) (a))
to 14 MF (CI: [12-16]) and the largest number of patients in the hospitals drops from 1338
(CI: [1256-1430]) to 281 (CI: [245-322]). However, this is only a part of the answer, and
to better understand the effect of contact tracing, we turn to Figure 4, where we show
the cumulative number of deaths and the number of patients treated in hospitals at each
day for the most important selected scenarios: (1)—teal, (4)—lockdown mobility as in the
first wave and (5.1)—lockdown time as in the first wave. Contact tracing does not have a
large effect if the mobility is strongly reduced (see curve (5.1)). On the contrary, if mobility
were at high values (scenarios (1) and (4)), then contact tracing would substantially lower
the number of deaths and hospitalizations. However, it is debatable if contact tracing is
feasible with large mobility due to the fact that, in this case, there will be many individuals
infected, thus requiring large capacities to perform contact tracing.

Regarding Question 2, reducing the mobility to the levels observed after the lockdown
during the first wave, scenario (4), diminishes the number of deaths and hospitalizations
(Figure 4). Specifically, with contact tracing as in reality, scenario (4) (a), the estimated
cumulative number of deaths drops to 37 MF (CI: [34—41]) and the largest number of
patients in the hospitals drops to 983 (CI: [940-1029]). The earlier implementation of
lockdown (Question 3) is even more efficient; see for example scenario (5.1) (a): the
cumulative number of deaths with contact tracing as in reality is estimated to 5 MF (CI:
[4-7]) and the largest number of patients in the hospitals to 66 [62-70], and observe the
non-overlapping Cls even with scenario (4) (a). We observe also that the actual numbers
during the first wave are similar to the estimated numbers for scenario (5) (a) (117 in
hospital on March 30, estimated 169 (CI: [113-271]); 36 in ICU on March 10, estimated
29 (CI: [19-46]) and 6 deaths MF, estimated 11 (CI: [7-16])). This implies that a similar
progression of the epidemic during the first and the second wave could have been observed
if NPIs during the second wave had been adopted at a similar stage of the epidemic as
they were during the first wave. As expected, implementing the lockdown even earlier
(scenarios (6) and (6.1)) further decreases the number of deaths and patients in the hospitals
(see Table 52). Implementing the lockdown later could be similarly efficient as observed
under scenario (5), but this would require a large decrease in mobility, which in practice
would be difficult to achieve; see scenario (7).
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Figure 4. Estimated number of cumulative deaths and the number of patients treated in hospitals
during the second wave up to 1 December 2020 under different scenarios (see Section 2.3 for more
details regarding the scenarios). Solid lines represent posterior means, shaded areas represent 90%
credible intervals (CIs) (see Section 2.4 for more details).

To obtain more insight and alternative scenarios with slower progression of the epi-
demic (Question 4), we further explore how the number of deaths in the second wave of
the Slovene COVID-19 epidemic is associated with three factors—the timing of the inter-
vention, the change of mobility and the implementation of contact tracing—by considering
196 different counterfactual scenarios (8) (see Section 2.3 for more details). The results
are summarized in Figure 5, where each point denotes the relative difference (%) of the
number of estimated cumulative deaths during the period 1 July to 31 December of a model
with the intervention adopted at time T with its effect on mobility A, to the model where
mobility is at the pre-COVID values throughout the studied period (pre-COVID model).
The x-axis shows the day at which the intervention is applied (10 July corresponds to
T = 10, 20 July to T = 20, etc.); colors present different changes of mobility (A = —1 would
represent a complete stop in mobility). To see at what stage the intervention is applied,
grey lines and grey shaded areas represent the posterior mean and 90% CI, respectively, for
the estimated number of deaths in the pre-COVID model. All models were fitted assuming
contact tracing is performed throughout the studied period (left panels) or not at all (right
panels). As a benchmark for comparison, we add the actual relative difference observed,
i.e., the scenario (1) (a) which is based on the observed mobility levels and contact tracing.
The actual gain relative to the estimated number of cumulative deaths was 66% (90% CI
[48-70]%) compared to a situation with no changes of mobility but active contact tracing
(Figure 5 left panel). When comparing it to the situation without contact tracing (Figure 5
right panel), the gain is even larger, i.e., 80% (CI: [69-82]%). Both values are shown as
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horizontal lines; all results below these lines correspond to scenarios where the number of
deaths is smaller than as predicted in scenario (1) (a).
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Figure 5. The relative difference (%) of the number of estimated cumulative deaths during the
period July 1 to December 31 between two models: the model with the intervention and the model
where mobility is at the pre-COVID values throughout the studied period (pre-COVID model). The
intervention is adopted at different times - T = 10,20, ...,140 (x-axis: July 10 corresponding to
T = 10, July 20 to T = 20, etc.) assuming various effects on mobility - A (different lines, see legend;
A = —1 would represent a complete stop in mobility). Horizontal black lines show the relative
difference between scenario (1) (a), i.e., the scenario based on the observed mobility and contact
tracing as well as the pre-COVID model; all points appearing below this line correspond to scenarios
where the number of deaths during the study period would be smaller than predicted in the scenario
(1) (a). To see at what stage the intervention is applied, grey lines represent posterior means and
shaded areas represent 90% Cls for the number of deaths, as estimated by the pre-COVID model
(right y-axis).

We can see that effects of the three factors are not independent, as the efficiency of
one depends on the values of the others. Furthermore, the effects of timing and change in
mobility are both non-linear (see the shape of the curves and the relations between them).
In the early and final phases of the epidemic (when the daily numbers of deaths are small),
the effect of later implementation of the intervention is smaller than in the middle phase
of the epidemic (with high numbers of daily deaths). Thus, during the early phase of the
epidemic, delaying the intervention is less important than delaying it by the same amount
during the later phase of the epidemic.

The number of averted deaths also depends on the magnitude of the change in
mobility, with larger gains observed with larger changes in mobility as expected, but after
a certain threshold, a further reduction in mobility does not substantially lower the number
of deaths (curves for A between —0.5 and —1 are quite similar).

Comparing the situations with and without contact tracing, a clear shift of the curves
to the left is observed when contact tracing is not performed. This means that delaying
the intervention and/or a lesser reduction of mobility is even more problematic when
contact tracing is not performed. Without contact tracing, the curves are steeper, so at a
fixed reduction of mobility (e.g., something that would be determined as sustainable), the
time of intervention is even more crucial.

The comparison with the model using observed mobility and contact tracing (hori-
zontal lines in Figure 5) reveals that, with contact tracing being performed, a strategy of
a mere 10% reduction of mobility throughout the entire study period is as beneficial as
the strategy used in reality (where the mobility reduction varied from 0% to almost 50%).
Under this scenario, the largest number of positive tests (1409; 90% CI: [243-6261]) would
be too large to actually perform contact tracing with the actual capacities of the monitoring
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team. However, reducing mobility by 15% or 20% throughout the study period would lead
to 91% (CI: [82-96]%) and 98% (CI: [96-99]%) reduction in the number of deaths compared
to the no-action scenario, respectively. Moreover, these reductions are large enough that
contact tracing could be sustained; the largest number of positive tests was estimated to be
475 (CI: [53-3440]) and 53 (CI: [9-232]), respectively. Further reducing mobility would lead
to even larger gains, provided that the intervention is not being delayed for too long: if the
reduction in mobility had been greater, the delay could be longer. Note, however, that these
results depend strongly on the ability to perform contact tracing. Without contact tracing,
the reduction in mobility would need to be substantially larger in order to see similar gains
(Figure 5 right panel).

4. Discussion

In this work, we attempted to understand large differences observed in the progression
of the Slovene COVID-19 epidemic between the first and the second wave. Three main
reasons have been put forward as possible explanations: the termination of contact tracing,
the belated adoption of non-pharmaceutical interventions (NPIs) and the less pronounced
reduction of the population’s mobility levels after NPIs compared to the first wave. To
study how important these reasons were and how they interacted, we derived a semi-
mechanistic Bayesian model linking transmission dynamics of the virus to contact tracing
indicators and time-dependent mobility data, informing the model’s parameters using
data about the progression of the epidemic (e.g., number of deaths, number of hospitalized
patients, etc.). Sequential implementation of NPIs, often within rather short time intervals,
combined with the fact that many NPIs are period-specific (may be differently adhered
by the general population in one period than in another) withholds the possibility of
estimating their individual effects and can potentially lead to noninformative inference.
Instead of focusing on dates of NPIs, we therefore turned to study their effect on mobility
instead. Our detailed time series analysis suggests that changes in mobility trends can be
attributed to the adoption of NPlIs; therefore we can infer the effects of NPIs by looking at
mobility. A similar conclusion was also reached by Vollmer et al. [37].

Our results imply that all three reasons could have attributed to differences between
the waves. Though we have allowed for period-specific effects (parameters « in our model),
the simulations using our model imply that implementing a lockdown at a similar stage
of epidemic progression as in the first wave would have a similar effect, i.e., keeping the
numbers at negligible levels (compared to the actual observed numbers). This would be
true even though we take into account that the mobility reduction after lockdown observed
in the second wave was not as pronounced as in the first wave. On the contrary, keeping
the timing equal to that observed in the second wave, but focusing more on reducing
the mobility to a similar level as was observed during the first wave, would not be as
effective, as the cumulative death toll was already high by the time of the second wave
lockdown. The estimated effect of contact tracing proves to be of high importance in our
model. The mobility reduction actually observed in the second wave, coupled with contact
tracing, would make a significant difference compared to the actual observed data (without
contact tracing). Due to a large number of infected cases at the time of the observed contact
tracing termination (9 October), this would however require resources that were beyond
the capabilities of the existing monitoring team. If a decrease in the number of infections
was attempted, to try and keep the contact tracing active, this should be done early enough.
Our simulation shows that such an attempt only a week before the actual termination
would require a substantial, possibly unreachable, reduction in mobility, i.e., even higher
than the maximum reduction observed during the first wave.

Importantly, the studied effects are not independent of each other. In particular, the
curves in Figure 5 are non-linear, clearly indicating that the timing of NPIs is crucial. An
equal reduction in mobility has a very different effect on the progression of the epidemic
if implemented at an early or at a late stage of the epidemic. This is in line with the
results of Loewenthal et al. [36] who concluded, using a simple linear model utilizing
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mobility data obtained from Apple [39] across all OECD countries, that during the first
wave, “delaying initiation of social distancing by one week almost doubles the number of
deaths”. Similarly to what is observed in our study, they further conclude that timing of
the imposed restrictions is more important than their severity.

Both NPIs and contact tracing reduce the number of contacts; therefore, one could
expect that when the frequency of contacts is reduced to a sufficient level, further reduc-
tion does not bring much more gain. This is confirmed by our counterfactual scenarios
(Figure 4): if the lockdown had been implemented early enough, the reduction of mobility
observed in the second wave would suffice, and the addition of contact tracing could not
add much to the speed of the decrease in the current number of infected and hospitalized.
On the other hand, since the epidemic was at a very high stage at the actual implementation
of the lockdown, contact tracing would play a crucial role in turning the curves downwards
if it was feasible. This important result is further confirmed in Figure 5: when the epidemic
is at an early enough stage, NPIs reducing mobility beyond 50% are unnecessarily strict,
and when the epidemic has progressed too far, there is not much left to gain with stricter
NPIs. When coupled with contact tracing, the gain of mobility reductions beyond 50% is
negligible at all stages of the epidemic.

An important lesson learned in this wave of the epidemic is that the ‘dance strategy’
requires strict timing which is hard to achieve. The idea of this strategy is to allow the
number of infected individuals to increase to a certain point and then force their drop
with somewhat stricter NPIs [18,19]. This strategy seems to have been the plan for the
second wave in most European countries; however, a ‘hammer” in the form of strong NPIs
had to follow in most countries. As our results show, the time windows for action are
rather narrow and hence very hard to target, as the information on the number of actually
infected individuals is only obtained indirectly and with an important time lag. In addition,
achieving a certain reduction in mobility may not be so easy in practice and needs some
time to implement. There may be several reasons why Slovenia turned out to be one of
the first proofs that the strategy did not work, but a simple fact is that its small population
implies a large variability of daily data. Therefore, an even longer period is required to
discern actual trends from random variability. Adding to this, the general public opinion
in Slovenia being ‘rather sorry than safe’, the required timing becomes impossible to stick
to. A belated action on the other hand requires much stricter NPIs and at the same time
poses an unavoidable extra death toll and burden to the healthcare system.

As an alternative worth considering, we illustrate the effect of scenarios with less
strict mobility reduction throughout the epidemic (Figure 5). We show that even a mere
15% reduction of mobility would, if started at the beginning and maintained for the entire
duration of the second wave and coupled with contact tracing, imply a 91% (90% CI
[82-96]%) relative change in the number of deaths until 31 December compared to the no-
action scenario. This is much less than the 66% (90% CI [48-70]%) that we managed to gain
in the same period with the actual observed data, despite the fact that mobility reduction
varied from 0 to almost 50%. There are two important points that enable these results.
First, the timing is crucial as even minor delays require much more extreme reductions
in mobility, and longer delays cannot be made up for. The second crucial assumption is
that contact tracing is kept active throughout the period, and without it, the reductions in
mobility need to be substantially greater. This assumption seems to be entirely realistic
with the 20% mobility reduction strategy, as the expected number of positive tests reaches
its maximum at 53 per day (90% CI: [9-232]). The 15% mobility reduction strategy may be
feasible as well, as the maximum expected number of positive tests per day still remains at
the upper limit of the capacities of the monitoring team (475, 90% CI: [53-3440]). In any
case, the question of whether such a strategy is sustainable in practice and sensible from
other points of view (e.g., economics) as well as whether such a strategy could be further
optimized is beyond the scope of our study.

Our findings of a potentially large efficacy of contact tracing seem to contradict the
conclusion of Ngonghala et al. [29] who conclude that: “quarantine and contact tracing have
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marginal impact in minimizing COVID-19 burden”. However, looking closer at their results,
we find: “since self-isolation and isolation in hospitals have been implemented at high
effectiveness levels in both the state of New York and in the entire US, the mass quarantine
of suspected cases may not be a cost-effective public health strategy for combating the
spread of COVID-19 in both New York state and the entire US”. In other words, self-
isolation, i.e., low mobility level of a targeted subgroup of individuals who are infected or
highly likely to be infected is crucial, but contact tracing attempts at a very high stage of
epidemic progression may be futile, which is completely in line with our observations.

The study has several limitations. First, as with any model, several assumptions
are made. Our model is constructed in a way that as little information as possible is
pre-assumed, so our results are mainly driven by the data and not so by the assumptions.
This has been further ensured by comprehensive sensitivity analyses that ensure that the
impact of the change in the assumptions on the final results is negligible.

Further assumptions stem from the availability and quality of the data. Given the
lack of any other reliable source, we resorted to Google mobility data as a proxy for the
actual mobility. One needs to be aware that this data may not be representative of the
entire Slovene population since it only covers individuals who have opted-in to Location
History for their Google Account. Nevertheless, the fact that other studies using similar
data reached similar conclusions [37,40-43] gives us confidence into our results. Due to
large collinearity between mobility dimensions provided by Google, the non-identifiability
has forced us to merge several reported dimensions (mobility trends for grocery markets,
food warehouses, pharmacies, etc.; mobility trends for public transport hubs; and mobility
trends for restaurants, cafes, etc.) into a single dimension which we name average mobility.
The merging is performed by simply calculating the average. A time series analysis has
been conducted to justify the use of this simple approach and ensure that there has been no
substantial loss of information due to such merging. Additionally to average mobility in the
model, we also include workplace (mobility trend for places of work) and residential (mobility
trend for places of residence) dimensions. The three included mobility dimensions are
associated (as shown by our time series analysis), preventing us from estimating their
individual effects.

Several NPIs and other factors which might be related to transmission intensity but
are not directly affecting mobility (or contact tracing), e.g., wearing face masks, could also
potentially explain the observed differences between the two waves. All these effects are not
modeled directly but rather captured in the model by allowing the reproduction number
to change via the spline term independently of mobility and contact tracing indicator.

Age is known to be an important risk factor for death and severity of the disease in
COVID-19 patients [60], and care had to be taken to avoid the potential bias resulting in
different age distributions in the two waves. Unfortunately, complete and reliable age-
stratified data were not available. To account for these potential differences, the model
thus allows that the transition probabilities between states are different in the two waves.
Importantly, their estimation is data-driven by specifying the respective prior distributions.
Another feature of our model which helps reducing this bias is via the additional term
that captures the variability which is not explained by mobility and contact tracing. This
may particularly help with the bias due to changes in the age distribution within the wave
which might cause over- or under-estimation of some quantities. Nevertheless, without this
data, it is impossible to judge how efficient this bias reduction is, so the lack of age-specific
data remains an important limitation of the model. If complete and reliable age-stratified
data were available, the proposed model could straightforwardly be adapted by using
similar ideas as presented in Manevski et al. [17].

An important limitation of the study is also that this is an observational study with
all the NPIs and all the data available on the level of the whole country only. While there
have been attempts during the second wave to implement NPIs at different time points
in different regions, they were short-lived in practice, as the speed of progression of the
epidemic at that time quickly made the situation in all regions critical, forcing maximal



Life 2021, 11, 1045

19 of 23

interventions throughout the country. While some information can be gained from the fact
that we have observed two waves and some confidence in the results can be drawn from
the good fit and the seemingly unimportant residual heterogeneity, the interpretation of all
the results must be careful. As an example, consider the effect of contact tracing. This was
terminated at a crucial phase of the epidemic and is hence estimated to have an important
effect. However, there might be an interaction between the effect of contact tracing and the
mobility levels, and the effect may be changing in time, but this is not estimable from the
given data. In addition, if NPIs were implemented at different stages of the epidemic, this
could have induced any sequence of other events that could not be taken into account in our
model. Therefore, all the counterfactual analyses in our study should only be understood
as an important step towards understanding the past events, the model properties and the
possible consequences of the decisions, and no causal conclusions should be attempted
based on this work.

Another potential concern is that the difference between the two waves is not driven
by human behavior or interventions but merely by the fact that during the second wave,
we are dealing with more infected individuals. Here, there are three potential points of
concern. The first point is that at the end of the first wave, there can be a non-negligible
number of infected which are carried over to the second wave, where looking only at the
effective reproduction number would not be meaningful. For our case, we believe that
this was not a major concern since the number of infected at the end of the first wave was
negligible. Another evidence for this was our counterfactual scenario (5), where lockdown
was simulated at a similar stage of epidemic progression as in the first wave, where similar
progression of the two waves was observed. The second point is about the potential
collapse of the healthcare system due to a large number of infected individuals leading to
worse progression of the epidemics. In our case, this was not an issue since the healthcare
system quickly adapted to the situation, giving extra resources to treating COVID-19
patients and greatly extending the potential capacities which were not overreached even
during the peak of the second wave. The final point is that the difference between the
two waves could also be attributed to differences in testing strategies, thus detecting more
cases during the second wave. For this reason, we set up the model in such a way that, as
explained previously, the transition probabilities are data-driven and allowed to change,
and also importantly, the number of confirmed cases is given less weight when estimating
the parameters (recall that this data source is completely separated from the other sources).

Performing a study using data for a single country prevents us from inferring that the
same effects would be or could be observed elsewhere. However, the modeling framework
developed to analyze Slovene COVID-19 data could be applied to other countries and/or
regions (even if the data sources would be somewhat different from ours) to further inves-
tigate and enable policymakers to make better data-driven decisions in the future. For this
purpose, we offer the code, where only basic R programming skills are required. However,
as with any complex Bayesian model, the fitting procedure takes quite some computational
resources. For example, the analysis took 10 days on a cluster of CentOS-based containers.
The large computational burden was, however, mainly due to considering more than
200 counterfactual scenarios and less so due to fitting the models. The questions posed in
the paper could also be answered using compartmental models and their modifications
incorporating mobility and NPIs, which would require some additional assumptions. It
would be interesting to compare the results of the two approaches.

5. Conclusions

The mobility data have proven to be a useful proxy for the effect of the NPIs on the
contacts between individuals that enable transmission of the virus and can thus help us
understand the progression of the epidemic.

The key reason for the high death toll and health burden of the epidemic in Slovenia
seems to be the belated response in terms of activating a strong enough reduction in
mobility. The lost time cannot be made up for regardless of the strictness of NPIs, and while
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achieving the same mobility reduction in the second wave as was observed in the first
wave would significantly change the course of the epidemic, the cumulative number of
deaths would still be high. A particularly important point seems to be the ability to sustain
contact tracing, which is another factor that demands strict timing of the interventions.

As an alternative to attempting to target the right timing and jumping between
extremes, a strategy of fixing the mobility for the entire period of the epidemic was
considered. The results show that a permanent 15-20% decrease in mobility coupled with
contact tracing suffices to keep the epidemic under control. This corresponds to the levels
actually achieved in the summer and may hence present a realistic alternative.

The model developed for the purpose of this study could be used to conduct similar
analyses across other countries (even if data sources are somewhat different from ours),
whereby the analysis is not limited to two waves only. If complete and reliable age-stratified
data were available, the modeling framework could be adapted to consider this important
information which was missing in the model presented herein. The results of such analyses
could help policymakers make better data-driven decisions in terms of timing and severity
of NPIs adopted to control the spread of the epidemic.

Supplementary Materials: The following are available online at https://www.mdpi.com/article/10
.3390/1ife11101045/s1, S1 File: Association between mobility dimensions and non-pharmaceutical
interventions. Results of time series analysis of the mobility dimensions and their association with
non-pharmaceutical interventions (html); Table S1: Non-pharmaceutical interventions in Slovenia
during first and second wave of COVID-19 epidemic. The table with non-pharmaceutical interven-
tions in Slovenia during first and second wave of COVID-19 epidemic was obtained and translated
from “Covid-19 Tracker Slovenia” open-source all-Slovene project website [54]. Each NPI is supported
by a web address from Slovene government (html); S2 File: Details about the model’s parameters and
assumed distributions. Explicit explanation of the part of the model for disease progression: table for
the chosen values for the deterministic parameters and figure showing the assumed distributions
of various times used in our analyses (pdf); S3 File: Complete results. Complete results of all fitted
models including also sensitivity analyses and information about convergence of the models (html);
Figure S1: Difference between the two waves as predicted by the model. The figure shows the
estimated daily number of infections (left), time-varying reproduction number (middle) and daily
number of hospitalized patients (right) during the first wave (first row) and second wave up to 1
December 2020 (second row), where shaded areas represent the estimated 50% and 90% credible
intervals. Note a difference in the scales of the y-axes for the first and the second wave (pdf); Table S52:
Summary for counterfactual models (1)—(7). The table shows the estimated number of cumulative
deaths per 1 million inhabitants per 14 days (MF) and the largest number of patients treated in
hospitals and ICUs during the second wave up to 1 December 2020 under counterfactual scenarios

(D=(7) (pd).

Author Contributions: Conceptualization, R.B., N.R.G., M.P.P,, N.K,; methodology, R.B., N.R.G.,
M.P.P; software, R.B., D.M,; validation, R.B., D.M., B.V,, N.R.G., N.K,, M.P.P; formal analysis, R.B.,
D.M,, B.V,, NR.G,, N.K,; investigation, R.B., D.M.; resources, R.B.; data curation, R.B., D.M.; writing—
original draft preparation, R.B.; writing—review and editing, R.B., N.R.G.,, M.P.P, N.K,, D.M., B.V,;
visualization, R.B., D.M., N.R.G., B.V; supervision, R.B., M.P.P;; project administration, R.B.; funding
acquisition, M.P.P. All authors have read and agreed to the published version of the manuscript.

Funding: This research was funded by the Slovene Research Agency (ARRS) grant number N1-0035,
P3-0154 and ]3-1761.

Institutional Review Board Statement: Not applicable.
Informed Consent Statement: Not applicable.

Data Availability Statement: Publicly available, aggregated, de-identified data were analyzed in
this study. All data and the code needed to reproduce the results of this study are available on
GitHub: https:/ /github.com/damjanm/COVID-19-Slovenia-mobility.


https://www.mdpi.com/article/10.3390/life11101045/s1
https://www.mdpi.com/article/10.3390/life11101045/s1
https://github.com/damjanm/COVID-19-Slovenia-mobility

Life 2021, 11, 1045 21 0f23

Acknowledgments: D.M. and B.V. are young researchers funded by the Slovene Research Agency
(ARRS). The authors acknowledge the financial support by ARRS (Predicting rare events more
accurately, N1-0035; Methodology for data analysis in medical sciences, P3-0154; Years of life lost as a
measure of disease burden, ]J3-1761). We acknowledge ELIXIR Slovenia team for enabling the use of
ELIXIR-SI research infrastructure for all computations and data management.

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

References

1. Billah, M.A.; Miah, M.M.; Khan, M.N. Reproductive number of coronavirus: A systematic review and meta-analysis based on
global level evidence. PLoS ONE 2020, 15, e0242128. [CrossRef]

2. Subramanian, R.; He, Q.; Pascual, M. Quantifying asymptomatic infection and transmission of COVID-19 in New York City
using observed cases, serology, and testing capacity. Proc. Natl. Acad. Sci. USA 2021, 118, €2019716118. [CrossRef]

3. Boehmer, TK; DeVies, J.; Caruso, E.; van Santen, K.L.; Tang, S.; Black, C.L.; Hartnett, K.P; Kite-Powell, A.; Dietz, S.; Lozier, M.;
et al. Changing Age Distribution of the COVID-19 Pandemic—United States, May—August 2020. MMWR Morb. Mortal. Wkly.
Rep. 2020, 69, 1404-1409. [CrossRef]

4. Monod, M.; Blenkinsop, A.; Xi, X.; Hebert, D.; Bershan, S.; Tietze, S.; Baguelin, M.; Bradley, V.C.; Chen, Y.; Coupland, H.; et al.
Age groups that sustain resurging COVID-19 epidemics in the United States. Science 2021, 371, eabe8372. [CrossRef]

5. Li, R; Pei, S; Chen, B.; Song, Y.; Zhang, T.; Yang, W.; Shaman, J. Substantial undocumented infection facilitates the rapid
dissemination of novel coronavirus (SARS-CoV-2). Science 2020, 368, 489-493. [CrossRef]

6. Du, Z; Wang, L.; Cauchemez, S.; Xu, X.; Wang, X.; Cowling, B.J.; Meyers, L.A. Risk for transportation of coronavirus disease from
Wuhan to other cities in China. Emerg. Infect. Dis. 2020, 26, 1049. [CrossRef]

7. Wu,].T,; Leung, K.; Leung, G.M. Nowcasting and forecasting the potential domestic and international spread of the 2019-nCoV
outbreak originating in Wuhan, China: A modeling study. Lancet 2020, 395, 689-697. [CrossRef]

8. Imai, N.; Dorigatti, I.; Cori, A.; Riley, S.; Ferguson, N. Estimating the Potential Total Number of Novel Coronavirus (2019-nCoV) Cases
in Wuhan City, China; Imperial College London: London, UK, 2020.

9.  Zhang, ],; Litvinova, M,; Liang, Y.; Wang, Y.; Wang, W.; Zhao, S.; Wu, Q.; Merler, S.; Viboud, C.; Vespignani, A.; et al. Age profile
of susceptibility, mixing, and social distancing shape the dynamics of the novel coronavirus disease 2019 outbreak in China.
medRxiv 2020. [CrossRef]

10. Flaxman, S.; Mishra, S.; Gandy, A.; Unwin, H.; Mellan, T.; Coupland, H.; Whittaker, C.; Zhu, H.; Berah, T.; Eaton, J.; et al.
Estimating the effects of non-pharmaceutical interventions on COVID-19 in Europe. Nature 2020, 584, 257-261. [CrossRef]

11. Riou, J.; Althaus, C.L. Pattern of early human-to-human transmission of Wuhan 2019 novel coronavirus (2019-nCoV), December
2019 to January 2020. Eurosurveillance 2020, 25, 2000058. [CrossRef] [PubMed]

12. Bi,Q,;Wu, Y; Mei, S,; Ye, C.; Zou, X.; Zhang, Z.; Liu, X.; Wei, L.; Truelove, S.A.; Zhang, T.; et al. Epidemiology and transmission
of COVID-19 in 391 cases and 1286 of their close contacts in Shenzhen, China: A retrospective cohort study. Lancet Infect. Dis.
2020, 20, 911-919. [CrossRef]

13.  World Health Organization. Contact Tracing in the Context of COVID-19: Interim Guidance, 1 February 2021; Technical Documents;
World Health Organization: Geneva, Switzerland, 2021.

14. Eurostat. Weekly Deaths Statistics-March to June 2020; Eurostat: Luxembourg, 2020.

15. Plimper, T.; Neumayer, E. Lockdown policies and the dynamics of the first wave of the Sars-CoV-2 pandemic in Europe. J. Eur.
Public Policy 2020, 1-21. [CrossRef]

16. Manevski, D.; Pohar Perme, M.; Blagus, R. Estimation of the reproductive number and the outbreak size of SARS-CoV-2 in
Slovenia. Slov. Med. ]. 2020, 89, 1-12. [CrossRef]

17. Manevski, D.; RuZi¢ Gorenjec, N.; Kejzar, N.; Blagus, R. Modeling COVID-19 pandemic using Bayesian analysis with application
to Slovene data. Math. Biosci. 2020, 329, 108466. [CrossRef] [PubMed]

18. Pueyo, T. Coronavirus: The Hammer and the Dance. What the Next 2020, 18. Available online: https://tomaspueyo.medium.
com/coronavirus-the-hammer-and-the-dance-be9337092b56 (accessed on 29 September 2021).

19. Jung, F; Krieger, V.; Hufert, F.; Kiipper, ].H. How we should respond to the Coronavirus SARS-CoV-2 outbreak: A German
perspective. Clin. Hemorheol. Microcirc. 2020, 74, 363-372. [CrossRef]

20. Daily New Confirmed COVID-19 Cases per Million People. 2020. Available online: https://ourworldindata.org/grapher/rate-
of-daily-new-confirmed-cases-of-covid-19-positive-rate.(accessed on 29 September 2021).

21. Fanelli, D.; Piazza, F. Analysis and forecast of COVID-19 spreading in China, Italy and France. Chaos Solitons Fractals 2020,
134, 109761. [CrossRef]

22. Zhong, L;Mu, L.;Li, J.; Wang, J.; Yin, Z; Liu, D. Early Prediction of the 2019 Novel Coronavirus Outbreak in the Mainland China
Based on Simple Mathematical Model. IEEE Access 2020, 8, 51761-51769. [CrossRef]

23. Germann, T.C.; Kadau, K.; Longini, .M.; Macken, C.A. Mitigation strategies for pandemic influenza in the United States. Proc.
Natl. Acad. Sci. USA 2006, 103, 5935-5940. [CrossRef]

24. Li, Q; Tang, B.; Bragazzi, N.L.; Xiao, Y.; Wu, J. Modeling the impact of mass influenza vaccination and public health interventions

on COVID-19 epidemics with limited detection capability. Math. Biosci. 2020, 325, 108378. [CrossRef]


http://doi.org/10.1371/journal.pone.0242128
http://dx.doi.org/10.1073/pnas.2019716118
http://dx.doi.org/10.15585/mmwr.mm6939e1
http://dx.doi.org/10.1126/science.abe8372
http://dx.doi.org/10.1126/science.abb3221
http://dx.doi.org/10.3201/eid2605.200146
http://dx.doi.org/10.1016/S0140-6736(20)30260-9
http://dx.doi.org/10.1101/2020.03.19.20039107
http://dx.doi.org/10.1038/s41586-020-2405-7
http://dx.doi.org/10.2807/1560-7917.ES.2020.25.4.2000058
http://www.ncbi.nlm.nih.gov/pubmed/32019669
http://dx.doi.org/10.1016/S1473-3099(20)30287-5
http://dx.doi.org/10.1080/13501763.2020.1847170
http://dx.doi.org/10.6016/ZdravVestn.3068
http://dx.doi.org/10.1016/j.mbs.2020.108466
http://www.ncbi.nlm.nih.gov/pubmed/32920095
https://tomaspueyo.medium.com/coronavirus-the-hammer-and-the-dance-be9337092b56
https://tomaspueyo.medium.com/coronavirus-the-hammer-and-the-dance-be9337092b56
http://dx.doi.org/10.3233/CH-209004
https://ourworldindata.org/grapher/rate-of-daily-new-confirmed-cases-of-covid-19-positive-rate
https://ourworldindata.org/grapher/rate-of-daily-new-confirmed-cases-of-covid-19-positive-rate
http://dx.doi.org/10.1016/j.chaos.2020.109761
http://dx.doi.org/10.1109/ACCESS.2020.2979599
http://dx.doi.org/10.1073/pnas.0601266103
http://dx.doi.org/10.1016/j.mbs.2020.108378

Life 2021, 11, 1045 22 0f 23

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

Acuna-Zegarra, M.A.; Santana-Cibrian, M.; Velasco-Hernandez, J.X. Modeling behavioral change and COVID-19 containment in
Mexico: A trade-off between lockdown and compliance. Math. Biosci. 2020, 325, 108370. [CrossRef]

Zhao, H.; Feng, Z. Staggered release policies for COVID-19 control: Costs and benefits of relaxing restrictions by age and risk.
Math. Biosci. 2020, 326, 108405. [CrossRef]

Zaplotnik, Z.; Gavri¢, A.; Medic, L. Simulation of the COVID-19 pandemic on the social network of Slovenia: Estimating the
intrinsic forecast uncertainty. PLoS ONE 2020, 15, €0238090. [CrossRef]

Balcan, D.; Gongalves, B.; Hu, H.; Ramasco, ].J.; Colizza, V.; Vespignani, A. Modeling the spatial spread of infectious diseases:
The GLobal Epidemic and Mobility computational model. J. Comput. Sci. 2010, 1, 132-145. [CrossRef]

Ngonghala, C.N.; Iboi, E.; Eikenberry, S.; Scotch, M.; MacIntyre, C.R.; Bonds, M.H.; Gumel, A.B. Mathematical assessment of the
impact of non-pharmaceutical interventions on curtailing the 2019 novel Coronavirus. Math. Biosci. 2020, 325, 108364. [CrossRef]
Kermack, W.O.; McKendrick, A.G.; Walker, G.T. A contribution to the mathematical theory of epidemics. Proc. R. Soc. Lond. Ser.
A Contain. Pap. Math. Phys. Character 1927, 115, 700-721. [CrossRef]

Kypraios, T.; Neal, P; Prangle, D. A tutorial introduction to Bayesian inference for stochastic epidemic models using Approximate
Bayesian Computation. Math. Biosci. 2017, 287, 42-53. [CrossRef] [PubMed]

O’Neill, P.D. A tutorial introduction to Bayesian inference for stochastic epidemic models using Markov chain Monte Carlo
methods. Math. Biosci. 2002, 180, 103-114. [CrossRef]

Hsu, C.; Yen, A ; Chen, L.; Chen, H. Analysis of household data on influenza epidemic with Bayesian hierarchical model. Math.
Biosci. 2015, 261, 13-26. [CrossRef] [PubMed]

Becker, N.; Britton, T. Statistical studies of infectious disease incidence. |. R. Stat. Soc. Ser. Stat. Methodol. 1999, 61, 287-307.
[CrossRef]

Chang, S.; Pierson, E.; Koh, PW.; Gerardin, J.; Redbird, B.; Grusky, D.; Leskovec, J. Mobility network models of COVID-19 explain
inequities and inform reopening. Nature 2020, 589, 82-87. [CrossRef]

Loewenthal, G.; Abadi, S.; Avram, O.; Halabi, K.; Ecker, N.; Nagar, N.; Mayrose, I.; Pupko, T. COVID-19 pandemic-related
lockdown: response time is more important than its strictness. EMBO Mol. Med. 2020, 12, €13171. [CrossRef]

Vollmer, M.A.C.; Mishra, S.; Unwin, H.J.T.; Gandy, A.; Mellan, T.A.; Bradley, V.; Zhu, H.; Coupland, H.; Hawryluk, I.; Hutchinson,
M.; et al. Report 20: Using mobility to estimate the transmission intensity of COVID-19 in Italy: A subnational analysis with
future scenarios. medRxiv 2020. . [CrossRef]

Google. Community Mobility Reports—Google [DATASET]. Available online: https://www.google.com/covid19/mobility /
(accessed on 5 December 2020).

Apple. DCOVID-19—Mobility Trend Reports; Apple: Cupertino, CA, USA, 2020.

Badr, H.S.; Du, H.,; Marshall, M.; Dong, E.; Squire, M.M.; Gardner, L.M. Association between mobility patterns and COVID-19
transmission in the USA: A mathematical modeling study. Lancet Infect. Dis. 2020, 20, 1247-1254. doi:10.1016/51473-3099(20)30553-3.
[CrossRef]

Benzell, S.G.; Collis, A.; Nicolaides, C. Rationing social contact during the COVID-19 pandemic: Transmission risk and social
benefits of US locations. Proc. Natl. Acad. Sci. USA 2020, 117, 14642-14644.10.1073 /pnas.2008025117. [CrossRef] [PubMed]
Bonaccorsi, G.; Pierri, E; Cinelli, M.; Flori, A.; Galeazzi, A.; Porcelli, F.; Schmidt, A.L.; Valensise, C.M.; Scala, A.; Quattrociocchi,
W.; Pammolli, F. Economic and social consequences of human mobility restrictions under COVID-19. Proc. Natl. Acad. Sci. USA
2020, 117, 15530-15535. [CrossRef] [PubMed]

Kraemer, M.U.G.; Yang, C.H.; Gutierrez, B.; Wu, C.H.; Klein, B.; Pigott, D.M.; du Plessis, L.; Faria, N.R; Li, R.; Hanage, W.P,; et al.
The effect of human mobility and control measures on the COVID-19 epidemic in China. Science 2020, 368, 493-497. [CrossRef]
[PubMed]

Snoeijer, B.T.; Burger, M.; Sun, S.; Dobson, R.J.B.; Folarin, A.A. Measuring the effect of Non-Pharmaceutical Interventions (NPIs)
on mobility during the COVID-19 pandemic using global mobility data. NPJ Digit. Med. 2021, 4, 1-12. [CrossRef] [PubMed]
Kantor, B.N.; Kantor, J]. Non-pharmaceutical Interventions for Pandemic COVID-19: A Cross-Sectional Investigation of US
General Public Beliefs, Attitudes, and Actions. Front. Med. 2020, 7, 384. [CrossRef]

Hong, S.H.; Hwang, H.; Park, M.H. Effect of COVID-19 Non-Pharmaceutical Interventions and the Implications for Human
Rights. Int. ]. Environ. Res. Public Health 2020, 18, 217. [CrossRef] [PubMed]

Banholzer, N.; van Weenen, E.; Lison, A.; Cenedese, A.; Seeliger, A.; Kratzwald, B.; Tschernutter, D.; Salles, J.P.; Bottrighi, P.;
Lehtinen, S.; et al. Estimating the effects of non-pharmaceutical interventions on the number of new infections with COVID-19
during the first epidemic wave. PLoS ONE 2021, 16, e0252827. [CrossRef]

Yeoh, E.K.; Chong, K.C.; Chiew, C.J.; Lee, VJ.; Ng, CW.; Hashimoto, H.; Kwon, S.; Wang, W.; Chau, N.N.S.; Yam, CH.K.; et al.
Assessing the impact of non-pharmaceutical interventions on the transmissibility and severity of COVID-19 during the first five
months in the Western Pacific Region. One Health 2021, 12, 100213. [CrossRef] [PubMed]

Chan, L.Y.H,; Yuan, B.; Convertino, M. COVID-19 non-pharmaceutical intervention portfolio effectiveness and risk communica-
tion predominance. Sci. Rep. 2021, 11, 10605. [CrossRef] [PubMed]

Liu, Y.; Morgenstern, C.; Kelly, ].; Lowe, R.; Munday, J.; Villabona-Arenas, C.J.; Gibbs, H.; Pearson, C.A.B.; Prem, K,; Leclerc, Q.J.;
et al. The impact of non-pharmaceutical interventions on SARS-CoV-2 transmission across 130 countries and territories. BMC
Med. 2021, 19, 40. [CrossRef] [PubMed]


http://dx.doi.org/10.1016/j.mbs.2020.108370
http://dx.doi.org/10.1016/j.mbs.2020.108405
http://dx.doi.org/10.1371/journal.pone.0238090
http://dx.doi.org/10.1016/j.jocs.2010.07.002
http://dx.doi.org/10.1016/j.mbs.2020.108364
http://dx.doi.org/10.1098/rspa.1927.0118
http://dx.doi.org/10.1016/j.mbs.2016.07.001
http://www.ncbi.nlm.nih.gov/pubmed/27444577
http://dx.doi.org/10.1016/S0025-5564(02)00109-8
http://dx.doi.org/10.1016/j.mbs.2014.11.006
http://www.ncbi.nlm.nih.gov/pubmed/25484132
http://dx.doi.org/10.1111/1467-9868.00177
http://dx.doi.org/10.1038/s41586-020-2923-3
http://dx.doi.org/10.15252/emmm.202013171
http://dx.doi.org/10.1101/2020.05.05.20089359
https://www.google.com/covid19/mobility/
doi: 10.1016/S1473-3099(20)30553-3
http://dx.doi.org/10.1016/S1473-3099(20)30553-3
doi: 10.1073/pnas.2008025117
http://dx.doi.org/10.1073/pnas.2008025117
http://www.ncbi.nlm.nih.gov/pubmed/32522870
http://dx.doi.org/10.1073/pnas.2007658117
http://www.ncbi.nlm.nih.gov/pubmed/32554604
http://dx.doi.org/10.1126/science.abb4218
http://www.ncbi.nlm.nih.gov/pubmed/32213647
http://dx.doi.org/10.1038/s41746-021-00451-2
http://www.ncbi.nlm.nih.gov/pubmed/33986465
http://dx.doi.org/10.3389/fmed.2020.00384
http://dx.doi.org/10.3390/ijerph18010217
http://www.ncbi.nlm.nih.gov/pubmed/33396689
http://dx.doi.org/10.1371/journal.pone.0252827
http://dx.doi.org/10.1016/j.onehlt.2021.100213
http://www.ncbi.nlm.nih.gov/pubmed/33506086
http://dx.doi.org/10.1038/s41598-021-88309-1
http://www.ncbi.nlm.nih.gov/pubmed/34012040
http://dx.doi.org/10.1186/s12916-020-01872-8
http://www.ncbi.nlm.nih.gov/pubmed/33541353

Life 2021, 11, 1045 23 0f 23

51.

52.

53.

54.

55.
56.

57.
58.

59.

60.

EpiEstim: Estimate Time Varying Reproduction Numbers from Epidemic Curves. Available online: https://rdrr.io/cran/
EpiEstim/ (accessed on 29 September 2021).

Abbott, S.; Hellewell, ].; Sherratt, K.; Gostic, K.; Hickson, J.; Badr, H.S.; DeWitt, M.; Thompson, R.; Funk, S. EpiNow?2: Estimate
Real-Time Case Counts and Time-Varying Epidemiological Parameters. Available online: https://epiforecasts.io/EpiNow2/ (accessed
on 29 September 2021), [CrossRef]

NIJZ. National Institute of Public Health (Slovenia). 2021. Available online: https://www.nijz.si/ (accessed on 22 July 2021).
Jakulin, A.; Vrhovec, A.; Srakar, A. COVID-19 Sledilnik. 2020. Available online: https://covid-19.sledilnik.org/en/stats (accessed
on 5 June 2020).

SURS. Statistical Office of Slovenia. 2020. Available online: https://www.stat.si/statweb (accessed on 29 September 2021).
Gelman, A.; Carlin, J.; Stern, H.; Dunson, D.; Vehtari, A.; Rubin, D. Bayesian Data Analysis; Chapman & Hall/CRC Texts in
Statistical Science; CRC Press: Boca Raton, FL, USA, 2013.

R Core Team. R: A Language and Environment for Statistical Computing; R Foundation for Statistical Computing: Vienna, Austria, 2020.
Stan Development Team. RStan: The R Interface to Stan; R Package Version 2.19.3; Stan Development Team. Available online:
http://mc-stan.org/ (accessed on 29 September 2021).

COVID-19 in Slovenia, from a Success Story to Disaster: What Lessons Can Be Learned? Available online: https://github.com/
damjanm/COVID-19-Slovenia-mobility (accessed on 29 September 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]


https://rdrr.io/cran/EpiEstim/
https://rdrr.io/cran/EpiEstim/
https://epiforecasts.io/EpiNow2/
http://dx.doi.org/10.5281/zenodo.3957489
https://www.nijz.si/
https://covid-19.sledilnik.org/en/stats
https://www.stat.si/statweb
http://mc-stan.org/
https://github.com/damjanm/COVID-19-Slovenia-mobility
https://github.com/damjanm/COVID-19-Slovenia-mobility
http://dx.doi.org/10.1016/S1473-3099(20)30243-7

	Introduction
	Methodology
	Data Sources
	The Model
	Modeling Infections
	Modeling Disease Progression

	Counterfactual Analyses
	Computational Aspects and Model Validation

	Results
	Discussion
	Conclusions
	References

