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Abstract: COVID-19 has been spreading widely since January 2020, prompting the implementation
of non-pharmaceutical interventions and vaccinations to prevent overwhelming the healthcare system.
Our study models four waves of the epidemic in Munich over two years using a deterministic, biology-
based mathematical model of SEIR type that incorporates both non-pharmaceutical interventions and
vaccinations. We analyzed incidence and hospitalization data from Munich hospitals and used a two-
step approach to fit the model parameters: first, we modeled incidence without hospitalization, and
then we extended the model to include hospitalization compartments using the previous estimates
as a starting point. For the first two waves, changes in key parameters, such as contact reduction
and increasing vaccinations, were enough to represent the data. For wave three, the introduction of
vaccination compartments was essential. In wave four, reducing contacts and increasing vaccinations
were critical parameters for controlling infections. The importance of hospitalization data was
highlighted, as it should have been included as a crucial parameter from the outset, along with
incidence, to avoid miscommunication with the public. The emergence of milder variants like Omicron
and a significant proportion of vaccinated people has made this fact even more evident.
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1. Introduction

In December 2019, some local health workers in Wuhan city (Hubei region, China) reported cases
of pneumonia-like symptoms with an unknown cause. On February 11, 2020, the disease was
officially named the coronavirus disease 2019 (COVID-19), and its cause was determined to be the
severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2) [1]. Following more than 118,000
confirmed COVID-19 cases in 114 countries and 4,291 deaths, the World Health Organization
declared COVID-19 as a pandemic on March 11, 2020 [2]. Since then, there have been outbreaks
worldwide with approximately 603 million confirmed cases and over 6.4 million deaths as of
September 2022 [3].

The first cases of COVID-19 were detected in Germany’s Munich municipality in late January
2020, and, due to the virus’ high contagion rate, the number of cases rapidly increased [4]. To prevent
the collapse of the healthcare system, the government quickly implemented non-pharmaceutical
interventions, such as social distancing, face mask wearing, isolation of infected individuals,
nationwide lockdowns and contact tracing, to slow down and control the virus’ spread [1,5]. In
addition, vaccines against SARS-CoV-2 were promptly developed, and they have been available in
Germany since December 26, 2020 [6]. All vaccines licensed in Germany have been observed to offer
a high level of protection against severe cases of the disease [7].

Depending on the severity of symptoms, individuals infected with SARS-CoV-2 can be classified
as follows [8]:

e mild,

e moderate (no or mild pneumonia, no or mild upper respiratory infection combined with febrile
illness, dry cough and sore throat),

e severe with hospitalization (dyspnea, respiratory rate > 30/min, blood oxygen saturation < 93%
and/or pulmonary infiltrates > 50%) and

e critical with hospitalization (respiratory insufficiency, septic shock due to bacterial
superinfections, multiple organ dysfunction or failure, death).

In the first 20 weeks of the outbreak, the Robert Koch Institute (RKI) categorized about 80% of
infections as mild or moderate, 18% as severe and the remaining 2% as critical [1, 8]. This resulted
in a hospitalization rate of 20%. This value was significantly higher than the hospitalization rate of
the flu in 2018-2019 (which was only 1.31%) and demonstrated the potential for a collapse of the
healthcare system without intervention [9]. To manage the number of hospitalized cases, the daily
number of new cases and the 7-day incidence became critical indicators [10]. However, the relationship
between incidence and hospitalization changes depending on the virus variant, making it an unreliable
indicator [10]. Due to this variability and the emergence of the Omicron variant, the focus has now
shifted to the hospitalization rate [10].

Biology-based mathematical models can be used to contain the pandemic by predicting its spread.
Linking such models with data is crucial for making informed decisions about public health, as
evidenced by efforts to estimate the number of asymptomatic HIV infections and the impact of SARS
and influenza outbreaks [11, 12]. With the ongoing COVID-19 pandemic, many researchers are fitting
models to data to analyze the effects of government interventions such as contact restrictions, face
mask usage and isolation of infected individuals. For instance, Chumachenko et al. [13] used machine
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learning methods to predict COVID-19 incidence in multiple countries, while Ying and O’Clery [14]
developed an agent-based model to study the spread of infection in a supermarket. Other researchers
used relatively simple deterministic models composed of four or fewer compartments to analyze the
spatial spread of COVID-19 [15-17], while Okuonghae and Omame [18] incorporated face mask
usage and social distancing into their non-linear models of the SARS-CoV-2 epidemic in Nigeria.
Barbarossa et al. [19] extended a deterministic model of SEIR type to simulate the effects of
non-pharmaceutical interventions on the COVID-19 outbreak in Germany, and different strategies for
mitigating the outbreak were explored.

In this study, we utilized a mathematical model of deterministic differential equations to simulate
the spread of COVID-19 in Munich’s population from January 2020 for over two years, encompassing
four waves of the epidemic. Our approach focused on a biology-based method that mimicked the actual
contribution of individuals in various compartments of an extended SEIR model, incorporating non-
pharmaceutical interventions and, later, vaccinations. The transmission rates and reproduction number
are proportional to the number of infectious contacts, which were reduced by the non-pharmaceutical
measures. Our model is unique in that it captured the effects of these measures and quantified them
not only between waves, but also within the same wave. Another distinctive aspect of our analysis
is the inclusion of the number of patients in the intensive care unit (ICU) and normal hospital ward
of Munich’s hospitals. We fitted the model’s parameters in a two-step process to prevent overfitting
and increase stability in the model fitting. First, we fitted a model without hospitalization solely to
the incidence data. Second, we extended the model with hospitalization compartments, using the
parameters obtained from the first fit as given parameters to support the remaining hospitalization
parameters’ fit.

The emphasis in previous COVID-19 management strategies has been on tracking the number of
cases, rather than focusing on the more critical issue of hospitalization. Our analysis shows that, from
the outset of the pandemic, it was possible to simulate hospitalization data as a primary metric
alongside case incidence. By doing so, we could have avoided confusion among the public and
provided a clearer picture of the pandemic’s status. This approach is especially important when
dealing with milder variants like Omicron, in conjunction with a significant percentage of
vaccinated individuals.

It is widely recognized that the number of infectious contacts is directly proportional to transmission
rates and reproduction numbers. As a result, implementing non-pharmaceutical interventions reduces
the number of contacts, which is reflected in Eqs (2.1) through (2.6) in the article. This quantification
is a crucial aspect of our paper’s development.

2. Materials and method

2.1. Prevalence data on daily detected COVID-19 cases

To gain an understanding of the pandemic situation, the daily number of COVID-19 infections can
be used as one of multiple indicators. The RKI provides the 7-day incidence, which represents
the number of new cases reported in the past 7 days per 100,000 inhabitants, and it is used to guide
certain measures like the emergency brake [10]. The RKI platform offers the number of daily detected
COVID-19 infections in Munich, starting from the first observed case on January 29, 2021. Figure 1
displays the occurrence of three main waves in Munich until the end of June, with varying (non-)

Mathematical Biosciences and Engineering Volume 20, Issue 6, 10304-10338.



10307

pharmaceutical interventions and hygiene awareness among the population influencing the
pandemic’s progression. Consequently, time-dependent model parameters were utilized not just for
the three waves, but also for each wave individually (Table 1).

Table 1. Interventions during the first [20], second [21-23], third [24—26] and beginning of
the fourth wave of COVID-19 in Munich. For each wave the first day is considered as day O.

Intervention Time interval Time interval Contact Transmission Transmission
(date) (days) rate probability rate

First wave 2020/01/29-2020/06/15 day 0-138

No interventions 2020/01/29-2020/03/21 day 0-52 Co Po Bo

Lockdown 2020/03/22-2020/04/19  day 53-81 0.37¢ 0.3po 0.1-8

Contact 2020/04/20-2020/06/15 day 82-138 0.5¢¢ 0.3po 0.15- 8

interventions

Second wave 2020/06/15-2021/02/15 day 138-383

Contact 2020/06/15-2020/11/01 day 0-139 0.6¢ P Do 0.6 - pBo

interventions

Lockdown light 2020/11/02-2020/12/15 day 140-183 0.57¢ P Do 0.57pBo

Lockdown 2020/12/16-2021/01/18 day 184-217 3¢ P Po c3pPo

FFP2 masks 2021/01/19-2020/02/15 day 218-245 C4Co Pa- Po capafPo

Third wave 2021/02/15-2021/06/30  day 383-518

Lockdown 2021/02/15-2021/04/13 day 0-57 0.35¢ P Do 0.35pBo

Emergency brake  2021/04/14-2021/05/10 day 58-84 ¢ P Po c2pPo

Relaxations 2021/05/11-2021/06/06 day 85-111 3¢ P Po c3pPo

Opening 2021/06/07-2021/06/30  day 112-135 0.55¢ P Do 0.55pBo

Fourth wave 2021/06/30-2021/10/15 day 518-626 g"””h = 1.6prd

Relaxations 2021/06/30 —2021/07/31  day 0-31 0.6 P Do 0.6p, g”""h

More relaxations  2021/08/01-2021/09/30  day 32-92 I D Po cp, g”"”h

More relaxations ~ 2021/10/01-2021/10/16  day 93-108 o P Po espBl "
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Figure 1. Data description and model results. Detected COVID-19 cases in Munich reported
by the RKI [4]: (A) daily and (B) cumulative. Hospitalized COVID-19 cases in Munich for
the normal ward (NW) stations (C) and ICUs (D). The solid black lines denote the results
of the (A) and (B) preferred model and (C) and (D) hospitalization model. For the first and
second waves, no vaccination compartments were needed.

2.1.1. First wave

In Munich, the first wave of COVID-19 occurred from late January to mid-June (refer to Figure 1).
Three main interventions were implemented to prevent the spread of the disease:

1) no measures or, at least, no heavy measures were taken;

2) a lockdown was imposed throughout Munich;

3) the lockdown was lifted, but with severe contact reductions still in place (refer to Table 1).

To model the impact of these interventions, the time-dependent contact c¢(f) and transmission
probability p(#) rates were utilized. During the lockdown period, a 63% reduction in contacts
compared to normal was assumed, whereas the reduction during the lifting was around 50% [27].
Additionally, it was assumed that the population had greater awareness of hygiene, mask wearing, and
social distancing during and after the lockdown, leading to an approximate 70% reduction in the
transmission probability during contact [28]. This resulted in the following contact rate c(¢) and
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transmission probability p(7):

co ifr <52 po ift<52
c(t) =40.37¢c, if53<r<8l . p=103p, if53<t<8l 2.1)
0.5¢co if82<t<138 0.3p, if82<t< 138,

where ¢, is the normal average contact rate and p is the normal average transmission probability when
no interventions are taken. With this it follows that the transmission rate S(t) = c(¢) - p(¢) is also
time-dependent

Bo if t <52,
B = c()p(t) ~{0.18, if53 <t <81, (2.2)
0.156, 182 <t <138,

where By = copo is the normal average transmission rate without interventions.

2.1.2. Second wave

The time frame of the second wave of COVID-19 in Munich was from June 15th, 2020 to February
15th, 2021. Similar to the first wave, the second wave was split into distinct phases aligned with efforts
to curb the spread of the disease (refer to Table 1). The initial intervention phase, spanning from June
to October, resulted in a contact reduction of roughly 40%, while the subsequent “lockdown light”
period saw a contact reduction of about 43% [27].

The contact reduction for the subsequent lockdown was also fitted. During the final intervention
period, an FFP2 mask requirement was introduced in addition to the lockdown, which decreased the
probability of transmission upon contact. The transmission probability only changed during the last
intervention period and was also fitted. Therefore, the transmission rate for asymptomatic infected
individuals is given by

0.6pBy ift <139,
0.57pBy if 140 <t < 183,

Ba(t) ~ o (2.3)
C3pﬁ0 if 184 <t < 217,

C4p4ﬂ0 if 218 <t< 245,

where ¢3 and ¢4 are the fitted reductions of the transmission rate for the third and fourth intervention
periods, respectively. In addition, the fitted reduction in transmission probability is described by p
during the first three intervention periods, while p, describes the additional reduction of the
transmission probability due to wearing the FFP2 masks. During the second wave, the test capacity
increased and more infected individuals without symptoms were tested because of contact tracing.

2.1.3. Third wave

Between February 15, 2021 and June 30, 2021, Munich experienced its third wave of COVID-19
infections as shown in Figure 1. During this period, the lockdown measures from the previous wave
remained in effect and were strengthened with an “emergency brake” beginning in mid-April. These
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new measures included stricter contact reduction, a nighttime curfew and the closure of many stores,
as summarized in Table 1 [24]. The contact reduction during the lockdown was assumed to be
around 65%, while the contact rate during the “emergency brake” and relaxation period was fitted to
the data. For the opening period, the contact rate was assumed to be similar to the beginning of the
second wave. Consequently, the transmission rate is given by

0.35pB, ifr <57,

if 58 <t < 84,
Bty ~ {PP0 2.4)
C3pﬁ0 1f85$t£111,

0.55pB, if 112 << 135.

New variants of the SARS-CoV-2 virus were detected in the first half of 2021, including the B.1.1.7
variant, also known as Alpha, which became the predominant strain in many countries during this
time including Germany [29]. As of early March, the B.1.1.7 variant has accounted for over 40% of
positive cases in Germany, with this proportion continuing to rise each week [30]. The B.1.1.7 variant is
believed to have increased transmissibility, resulting in a higher transmission rate 3, [31]. Meanwhile,
in Germany, the vaccination campaign started in December 2020, and, by early June 2021, around 40%
of Munich’s population had received their first dose of the vaccine, while about 20% had received the
second dose [32]. To ensure an adequate simulation of the third wave, this vaccination aspect is also
taken into account in the model’s structure.

2.1.4. Beginning of the fourth wave with further prediction

On June 30, 2021, Munich entered its fourth wave of the pandemic, despite various interventions
and progress in vaccination having broken the third wave in spring of 2021. While 50% of Munich’s
population had received at least one vaccine dose and 36% had been fully vaccinated by the end of
June 2021, the number of cases rose again. The Delta variant of SARS-CoV-2, which is
approximately 60% more transmissible than the Alpha variant, became increasingly prevalent in
Germany during the end of the third wave and the beginning of the fourth wave. By mid-July 2021,
the Delta variant accounted for 74% of all cases in Germany [30]. To estimate the transmission rate
during the fourth wave, the fitted transmission rate during the third wave for the Alpha variant (5,)
was used as a baseline, as it was the dominant strain at the time:

(j)“ourth =16 _ﬁghird. (25)

During July 2021, there were additional measures taken to ease COVID-19 restrictions, including
increased capacity at outdoor and cultural events, extended hours for restaurants, relaxed mask rules
and the reopening of bar interiors, as shown in Table 1 [33-35]. Contact reduction during July 2021
was assumed to be similar to that of the previous summer. For the intervention period from August
to September 2021, the contact reduction was estimated. In October 2021, further relaxations were
implemented, such as the reopening of clubs in Munich [36]. The contact reduction for October was
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also estimated. These measures resulted in an average transmission rate for asymptomatic individuals:

0.6pB/""™ if 0 <1< 31,
BL™(E) = {erpB)™™ i 32 <1< 93, (2.6)

espBl™™ if 94 < < 109.

According to [33], it has been demonstrated that all vaccines authorized in Germany provide lower
protection against the Delta variant, especially in individuals who have only received one dose. As a
result, a vaccine ineffectiveness factor o has been introduced, which depends on the time elapsed since
the first dose. The fourth wave was considered to be dominated by the Delta variant approximately one
week after it began; o is hence defined by

T alpha if0§l§7,
o(r) = . (2.7)
T delta if 8 <t

where o ypn, = 0.25 is the vaccine inefficacy after the first dose against infection with the Alpha variant
and o4, 1s the fitted vaccine inefficacy after the first dose against infection with the Delta variant.

The parameters for predicting the number of new COVID-19 cases were fitted by using data from
the first few months of the fourth wave, up until October 15, 2021. To make predictions for future
periods, various scenarios were considered. These include an optimal scenario, where vaccination
rates and contact rates remain constant from October 15, 2021, a severe scenario where vaccination
rates decrease while contact rates increase and an extreme scenario where vaccination is completely
stopped and contact rates increase rapidly.

2.2. Number of COVID-19 hospitalized patients: IVENA software

The crucial indicators for determining the severity of the pandemic are the number of hospitalized
patients and those requiring intensive care (IC), as stated in [10]. Maintaining control over these
numbers is essential in making decisions regarding potential interventions.

A web-based software called Interdisciplinary Evidence of Care (IVENA) is utilized to facilitate
the exchange of information among emergency departments, ambulance services and clinics. This
tool aids in optimizing the allocation of resources and patient management, and it also reports on the
number of COVID-19 patients in normal wards and ICUs across Munich hospitals, as cited in [37].

However, in the IVENA dataset, some days in October and November 2021 were missing data on
the number of patients in normal wards or ICUs in Munich hospitals. To fill these gaps, alternative data
sources were used, as referenced in [32].

2.3. Biology-based deterministic models: Considering different types of infectious individuals

The analysis uses models based on the SEIR theory, which assumes that susceptible individuals (S)
can become infected through contact with infected individuals (I) [12]. After infection, individuals
move from the susceptible class to the exposed class (E), where they are asymptomatic and not
infectious. Infected individuals then move to the infectious class (I) and eventually recover (R) [38].
A more detailed description of the SEIR model is available in the Supplemental Material.
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Figure 2. Schematic description of the applied models: (A) the preferred model and (B) the
hospitalization model, both with vaccination expansion.
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The top of Figure 2 is an extension of the SEIR model, with the infectious class (I) split into
asymptomatic infected individuals (/¢), presymptomatic infected individuals (I”), symptomatic
infected individuals (/*) and detected individuals (P). After infection, individuals move to the exposed
class E, where they are asymptomatic and not infectious. Exposed individuals can hence develop
symptoms with rate p, moving first to the presymptomatic class /7, then to the symptomatic class /*
and finally to the detected class P with rate ;. Exposed people staying asymptomatic
(probability 1 — p) move directly to the detected class (P) with rate 7. Individuals in the

asymptomatic, presymptomatic, symptomatic and detected classes spend an average time of yl % yi

and #, respectively, before recovering (R from detected and R* for undetected cases) and becoming
immune to reinfection. Individuals who die (D) from COVID-19 are removed from the population. In
Germany, it is very likely that a critical infection will be detected. Therefore, we assume that infected
individuals who have not been diagnosed with COVID-19 are unlikely to die due to the disease. The
case fatality ratio (CFR) of detected infections ¢ was calculated with the help of the RKI data [4]. The
transmission rates for asymptomatic, presymptomatic, symptomatic and detected individuals are S,
By, Bs and B,,,,, respectively. We assume that asymptomatic and presymptomatic infected individuals
do not restrict their contacts to others and therefore have higher transmission rates than symptomatic
and detected infective people. Vaccination is assumed to be given only to susceptible individuals ()
at a rate of v;, who then move to compartment V;. After the first dose, individuals have approximately
75% protection against infection with SARS-CoV-2, as defined by (1 — o) [39]. After the second
dose, individuals move to compartment V, at a rate of v,. Fully vaccinated individuals are assumed to
be protected against infection, and the time lag of two weeks after the second dose needed to build up
immunity is neglected for simplicity.

The preferred model is presented in Figure 2 (top), and it is described by the following system of
differential equations:

S =-S5 —v,S,
E =S + 04V, - v.E,
Vl = V]S — O'/lV] — V2V1,

Vy =V,
I*= (1 - p)y.E - val°,
7= pYE —v,1", (2.8)

I =1 =no)ypl” =y,

P = ngyal® + 10ypl” + myl® =¥ posP,
R = (1= 6)yp0:P.

D = 6y posP,
R = (1 =n)y " + (1 —no)yal,

Mathematical Biosciences and Engineering Volume 20, Issue 6, 10304—-10338.



10314

where A(t) = Bul 4y If\,f;lsw 2® is the force of infection and N the total population size. For this model
we assume that the transmission rate of asymptomatic infectious individuals S, is time-dependent (see
Chapters 2.1.1-2.1.4). Consequently, it follows that the other transmission rates, 8,, B, and B,,,, are
also time-dependent. To model the epidemic already since the first days cases were tested, as initial
values for the preferred model, we used S(0) = N -2, E(0) = V{(0) = V,(0) = I40) = I”(0) =
R(0) = D) = R*0) = 0 and I’(0) = P(0) = 1. The whole population is susceptible, except for
two people: one is a detected individual and the other a symptomatic detected individual. All other
compartments are empty. For waves 1 and 2, the initial conditions for the vaccination compartments
were V1(0) = V,(0) = 0 (no vaccination available, so compartments are empty), while for wave 4,
V1(0) = 25000 and V,(0) = 15000 (vaccination campaign started fully working). For time intervals
without a vaccination campaign, we set the rate v; = 0, keeping the compartment empty until the start
of vaccination. To compare the model results with the RKI data, the newly detected infections d@)
at day 7 need to be defined. At the starting point, the number of daily detected cases corresponds to
the number of detected individuals at day O: P(0). For any further time point + > 0, our approach

was as follows:

e The population N is constant, including deaths D if included in the model: N(f) - N(t + 1) = 0;

e The newly detected cases on day f, d(f), correspond only to the individuals who leave
compartment S at that day, S(¢) and not of interest are all other “internal changes” between
different compartments. To calculate this in formula, it is the individuals in S on that day ¢, S (7),
minus the individuals in S the nextday, S(r+ 1): S() - S+ 1) = cz(t);

e In an extended SIR-model, the individuals leaving S can go to more compartments than only /. In
our specific case, they can go to the compartments of detected individuals (P), to dead individuals
(D) and to recovered individuals (R). Therefore, for out model, the total population corresponds
toN=S+P+D+R,orS =N-P—-D-—R;

e Looking at individuals leaving compartment §, this can be formulated as follows: c?(t) =S80 -
St+1)=N@t)-Nt+1)—=P@t)+P(t+1)—D(t)+ D+ 1)—R()+R(t+1);

e Remembering that we assume a constant population N(t)-N(t+1) = 0, this leads to aAl(t) =80 -
S+ =Pt+1)—P@t)+ D@+ 1)— D)+ R(t+1)— R().

The formula can be interpreted as follows: the daily detected cases in the RKI data can be located
to different compartments in the model. They can be just “detected individuals” by polymerase chain
reaction (PCR) or later on by rapid testing. They could be detected after death, which really happened
in the first two waves since the laboratories were struggling with test capacities. Or, they could be
detected at recovery. The daily detected cases d(f) at day r are hence calculated by the
following formula:

i - PO if =0,
[P+ 1) = P@] + [D(t + 1) - D] + [R(t + 1) = R(D]  if £ > 0.

Parameter assumptions are given in Tables 2 and 3.
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Table 2. Parameters of the preferred model for wave one and two without hospitalization
compartments. Short forms: CFR, mean duration (MD).

Parameter Description Value (unit) [Refs.]
First wave

Bo Init. transm. rate of asympt. I 0.66 m [fitted]
By Transm. rate of presympt. [ B [assumed]

B Transm. rate of symptomatic I 0.68, [assumed]
Bpos Transm. rate of detected I 0.18, [assumed]

% Mean latent period 5.5 d [38,40]

- MD of asympt. infection 6 d [assumed]

yl—p MD of presympt. infection 2d[38]

% MD of sympt. infection 7 d [assumed]

-~ MD of infection 6 d [fitted]

P Prob. of developing symptoms 0.69 [41]

Mo Prob. of detection while asympt. 0.07 [assumed]

m Prob. of detection while sympt.  0.56 [fitted]

o) CFR of detected infections 0.033 [4]

Vi Vacc. rate first dose 0

Vs Vacc. rate second dose 0

N Tot. population size 1,484 million [42]

Second wave (new parameters)

PBo
C3
C4P4

1o
m

Init. transm. rate of asympt. I
with reduction in transm. prob.
Reduction in contact rate
(third intervention period)
Reduction in transm. rate
(fourth intervention period)

Prob. of detection while asympt.

Prob. of detection while sympt.
CFR of detected infections

0.37 —1

: d-individual

[fitted]
0.27 [fitted]

0.24 [fitted]

0.15 [assumed]

0.85 [assumed]
0.019 [4]
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Table 3. Parameters of the preferred model for waves three and four with vaccination

compartments. Short forms: CFR.

Parameter Description

Value (unit) [Refs.]

Third wave (new parameters)

PBo
(&)

3

1o

m
)

N

Init. transm. rate of asympt. |
with reduction in transm. prob.
Reduction in contact rate
(second intervention period)
Reduction in transm. rate

(third intervention period)

Prob. of detection while asympt.
Prob. of detection while sympt.
CFR of detected infections

Tot. population size

Third wave with vaccination

PBo

(&)
C3
V1

V2

(o

Init. transm. rate of asympt. I

with reduction in transm. prob.
Reduction in contact rate

Reduction in transm. rate

Vacc. rate first dose, t < 75

Vacc. rate first dose, 75 <t < 135
Vacc. rate second dose, t < 60

Vacc. rate second dose, 60 <t < 135
Vacc. inefficacy after first dose

Fourth wave with vaccination

2
C3
1)

O alpha

O delta
Vi

V2

V2

Reduction in contact rate
Reduction in transm. rate

CFR of detected infections

Vacc. inefficacy after first dose
against Alpha-variant infection
Vacc. inefficacy after first dose
Vacc. rate first dose, t < 75

Vacc. rate first dose, 75 <t < 108
Vacc. rate second dose, t < 50
against Delta-variant infection
Vacc. rate second dose, 50 < ¢ < 108
against Delta-variant infection

0.79 ——— [fitted]
0.11 [fitted]
0.11 [fitted]

0.25 [assumed]
0.9 [assumed]
0.008 [4]

1,488 million [42]

0.82 [fitted]

S S
d-individual
0.15 [fitted]
0.15 [ﬁtted]
0.0014———
0.0243 ———
0.0325 ———
0.0151 g d- 1nd1v1dua1 [
0.25 [39]

[fitted]
d- 1nd1v1dual [ﬁtted]
[fitted]
fitted]

d- 1nd1v dual

d- md1v1dual

0.65 [fitted]
0.66 [fitted]
0.004 [4]
0.25 [39]

0.6 [ﬁtted]
0.0101 m=—
0.0171 —=——=
0.0129 ———

d- 1nd1v1dua1 [ﬁtted]
[fitted]
fitted]

d- md1v1dual
d- 1nd1v1dua1 [

0.0037 ——— [fitted]

d- 1nd1v1dual [
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2.4. Model expansion with hospital compartments

In order to simulate the number of COVID-19 patients in both regular hospital wards and ICUs in
Munich, the model must be expanded. When a person is diagnosed with the virus and has mild or no
symptoms, they stay in compartment P. If a person’s symptoms are severe, they are admitted to the
regular hospital ward (H""™), with the probability of hospitalization described as hy. Those in the
hospital who develop critical symptoms have a probability of h; of being transferred to the ICU
(H'CY). Patients in the ICU who do not survive the virus (death rate §) are moved to the deceased
compartment (D). Once a patient’s condition stabilizes in the ICU, they are transferred back to the
regular ward for continued monitoring, but no longer require IC. Finally, after their infection has
resolved, all individuals move to the recovered compartment (R). The hospitalization model’s
dynamics are displayed at the bottom of Figure 2. Additionally, more information regarding
parameter assumptions can be found in Tables 4 and 5. The hospitalization model is then given by the
following system of differential equations:

S =-AS —vS,
E=AS +0AV, - v E,
Vi =vS — oAV, =V,

Va =V,

[ = (1 = p)y.E =yl

I" = py.E —y,I",

=1 =no)y,I” -y,

P = noyal® + n0ypl” + myl® = (hoYpos, + (1 = ho)Y pos,) P, (2.9)
H"™ = hoYpos, P+ (1 = 0)YiewH" Y = (1 Ynormy + (1 = 1) Yormy)H™ ™,
H'Y = 1Y norm H™™ — YiCMHICU,

D = 6y, H'Y,

R =1 =n0)yad® + (1 =)y’ + (1 = ho)Y pos, P + (1 = hy)Ynorm, H'™,

where A(t) = Bal"+B "I;t[gpw 2”5 the force of infection and N is the total population size. () is

time-dependent and defined in Chapters 2.1.1-2.1.4.
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Table 4. Parameters of the preferred model with hospitalization for waves one and two. Short

forms: CFR, MD, mean time (MT), NW, ICU, IC.

Parameter Description Value (unit) [Refs.]
First wave

yplxl MD from detection to hospitalization 2 d [fitted]

ypisz MD of infection 8 d [fitted]
ymlrml MT from hospitalization to ICU 1d[38]

S~ MT on NW, no IC 7 d [38]

71 MT on ICU 9d[8]

ho Prob. of hospitalization 0.14 [fitted]

h Prob. of requiring IC 0.07 [fitted]

o CFR of detected infections 0.34 [43]

Je, Prob. of developing symptoms 0.69 [41]

Mo Prob. of detection while asympt. 0.07 [assumed]
Vi Vacc. rate first dose e

Vo Vacc. rate second dose 0 m
Second wave

yplsl MD from detection to hospitalization 2 d [fitted]

ypixz MD of infection 6 [fitted]

ho Prob. of hospitalization 0.06 [fitted]

hy Prob. of requiring IC 0.04 [fitted]

Mo Prob. of detection while asympt. 0.15 [assumed]
m Prob. of detection while sympt. 0.85 [assumed]

2.5. Data fitting

In order to accurately represent the data, a two-step method was employed. Initially, a model
excluding hospitalization was used to fit the incidence data for all rounds. Subsequently, the model
was expanded to incorporate hospitalization compartments, and the parameters from the first fit were
utilized as fixed parameters to achieve a proper fit for the remaining hospitalization parameters. This
approach prevents overfitting and enhances the stability of the fit, resulting in a final model that
accurately fits the hospitalization data. The advantage of this technique is its ability to merge two
distinct datasets. The incidence model provides information on pandemic progression, whereas the
second step focuses on hospitalization. Since the pandemic’s development is identical with or without
hospitalization parameters, the parameters obtained in the first fit can be directly integrated into the

second model for a better fit.
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Table 5. Parameters of the preferred model with hospitalization. Short forms: MD and IC.

Parameter Description Value (unit) [Refs.]

Third wave

ypi” MD from detection to hospitalization 2 d [fitted]

yplmz MD of infection 6 d [fitted]

ho Prob. of hospitalization 0.06 [fitted]

hy Prob. of requiring IC 0.08 [fitted]

1Mo Prob. of detection while asympt. 0.25 [assumed]

m Prob. of detection while sympt. 0.90 [assumed]

Vi Vacc. rate first dose, t < 75 0.004m [fitted]
Vacc. rate first dose, 75 <t < 135 0.00SM [fitted]

vy Vacc. rate second dose, ¢ < 60 0.03m [fitted]
Vacc. rate second dose, 60 < ¢ < 135 0.024-—L—— [fitted]

o Vacc. inefficacy after first dose 0.25 [39]

Fourth wave

ho Prob. of hospitalization 0.014 [fitted]

hy Prob. of requiring IC 0.077 [fitted]

Vi Vacc. rate first dose, t < 75 0.0464m [fitted]
Vacc. rate first dose, 75 < ¢t < 108 0.04——— [fitted]

vy Vacc. rate second dose, ¢ < 50 0.0085 m [fitted]

Vacc.

rate second dose, 50 <t < 108

0.0012-—— [fitted]

2.6. Positivity and boundedness

To be realistic and meaningful, solutions of our model system should preserve positivity, or, to be
more precise non-negativity and boundedness. As is usual in this context, all parameter values are
assumed to be non-negative. One can easily see that a solution of (2.9) with non-negative initial values
at ¢t = O for all variables stays non-negative for all + > 0. For the variables V,, D and R, this holds
in general, as there are only non-negative entries on the corresponding right-hand sides; for all other
variables, the derivative is also > 0 if the corresponding variable itself is equal to zero, using that
0 < p, 19,11, ho, hy < 1 by definition.

For the boundedness, let us consider the sum of all variables, which corresponds to the total
population in the system. Its time derivative satisfies

SH+E+Vi+Va+ I+ P+ P+ P+H"™ +HY + D+ R =0,

as all terms on the right-hand side of (2.9) cancel out. Thus, the total population stays constant, and
it is a closed compartmental model. As we have seen already that all variables stay non-negative, it
follows directly that all variables are bounded by the sum of the initial values: S(0) + E(0) + V;(0) +
V5(0) + 14(0) + I7(0) + I°(0) + P(0) + H™™(0) + H'Y(0) + D(0) + R(0).

Please note that this can be shown analogously for the other model variants here.
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2.7. Parameter estimation

To obtain the best estimated parameter set 6 = (p, ..., px) that is dependent on unknown parameters
D1, ---» Px» and to analyze the performance of a model, the model itself has to be validated using real-life
data [44]. In this analysis, we first model the prevalence that directly corresponds to the model-output
1(1). Following, the fitted parameters are used to support a further fit with the hospitalization data that
directly correspond to the model outputs H"™ and H'Y.

To find the best estimated parameter set 6, we determine the sum-of-squares error (SSE), i.e., the
sum of squares of the vertical distances from the real data points d(¢) to the points of the solution curve
1(¢) of the model [44]:

SSE = Z(d(t) — I(0)~ (2.10)

To achieve the optimal performance of the model, the least-squares approach is hence applied,
minimizing the SSE [44]:

6 = argmin S S E(6). (2.11)
%

The programming language R, version 4.0.5, was used for model fitting. Furthermore, for
minimizing, the SSE the L-BFGS-B optimization method was used. A definition of the
goodness-of-fit method, Akaike information criterion (AIC) and model comparison are presented in
detail in the Supplemental Material.

3. Results

3.1. Modeling the number of daily detected and hospitalized COVID-19 cases

The model results for the first wave are presented in Figure 3(A) and (B) and Tables 2 and 4. It can
be appreciated that the model adequately simulates the real data. The results obtained for the last day
of the first wave will be used as initial values for modeling the second wave, the results of which are
presented in Figure 3(C) and (D). Also, for the second wave, it can be seen that the model captures the
structure of the data, confirming the fact that neither the virus nor the immune status of the population
changed from the first to the second wave. The parameters used for the third wave are summarized
in Tables 3 and 5. The results of the last day of the second wave were used as initial values. Results
of the third wave can be seen in Figure 3(E) and (F). Although a lockdown was implemented, the
number of COVID-19 cases increased again, and the third wave began. As new variants appeared, the
model needed to be adapted, and the parameters were changed accordingly. Toward the end of the
third wave, there was a discrepancy between the modeled number of daily detected COVID-19 cases
and those reported by the RKI, which was solved by adding compartments representing the vaccinated
population [32]. The parameters used for this model are presented in Tables 3 and 5, and the results
are shown in Figure 4. The accuracy of the model was significantly improved by incorporating the
vaccinated population.

Model results of the hospitalizations in Munich are presented in Figure 5 and Tables 4 and 5. It can
be noticed that, for all three waves, the structure of the data can be well captured by the model. Due to
its importance in the third wave, the model with vaccination compartments was directly applied due to
its effectiveness.

Mathematical Biosciences and Engineering Volume 20, Issue 6, 10304-10338.



10321

daily detected cases daily detected cases

daily detected cases

300+

200+

1001

750+

500+

2501

4001

200+

0 50 100

0 50 100 150 200
days since 2020/06/15

0 50 100
days since 2021/02/15

6000

4000

total detected cases

40000+

10000

total detected cases

20000+

5000

total detected cases

2000+

0 50 100
days since 2020/01/29

30000+

20000+

0 50 100 150 200
days since 2020/06/15

250

15000+

10000+

0 50 100
days since 2021/02/15

Figure 3. Performance evaluation of the preferred model: Comparison of model output
(black) with RKI data (red). (A), (C) and (D): Daily detected COVID-19 cases in Munich in
waves one, two and three, respectively. (B), (D) and (E): Total detected COVID-19 cases in
Munich in waves one, two and three, respectively. The preferred model captures the structure
of the data for the first and second wave very well. For the third wave some discrepancies
can be noticed.
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Figure 4. Performance evaluation of the preferred model with vaccination extension for wave
three: Comparison of model output (black) with RKI data (red). (A): Daily detected COVID-
19 cases in Munich. (B): Total detected COVID-19 cases in Munich. (C): Completely

vaccinated individuals in Munich, reported by [32].
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Figure S. Performance evaluation of the hospitalization model: Comparison of model output
(lines) with IVENA data (dots) for (A) the first wave, (B) the second wave and (C) the third
wave. The NW station is represented in blue, while the ICU is represented in red. For wave
one and two, no vaccination compartments were needed.

3.2. Predictions for the fourth wave
The beginning of the fourth wave was used as the starting point for predictions. From Figure 6, it
can be seen that the amount of new COVID-19 cases and, therefore, also the number of hospitalized
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patients, dramatically depends on the vaccination campaign. It can be appreciated that the time of the
peak shifts with that dependency. The lower the vaccination success, the higher and later the peak.
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Figure 6. Model predictions for wave four: Optimal scenario (green), severe scenario (blue)
and extreme scenario (violet). Model prediction for daily (A) and cumulative (B) detected
COVID-19 cases in Munich. Model prediction for hospitalized COVID-19 patients in the
ward station (C) and ICU (D).

4. Conclusions

We utilized biology-based mathematical models to simulate the number of new COVID-19
infections and hospitalizations in Munich’s ward and ICUs during the first four waves of the
pandemic. Our findings suggest that monitoring hospitalized cases may have been crucial at the
pandemic’s outset.

By comparing various models, we determined that incorporating an exposed class was essential.
Neglecting this class would result in an immediate drop in infection numbers, which is not realistic
given the latent period of the disease. Our models also included divisions between
undetected/detected cases and asymptomatic/symptomatic courses, as these distinctions were
necessary. Undetected cases have a higher transmission rate, and a significant proportion of
individuals become infected by presymptomatic individuals. We also tried a model with a quarantine
state for detected cases, but it did not improve the results (Supplemental Figure A1l bottom,
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Supplemental Table A1). While other authors have previously used simpler models [13, 15, 16], our
focus was on understanding the biological processes and parameters. Our data cover the first four
pandemic’s waves, and, therefore, some compartments of our model may not have been necessary for
other analyses that concentrate on the reproduction number.

In the first half of 2021, new virus variants of SARS-CoV-2 were observed. When modeling the
third wave, the much more contagious Alpha variant resulted in a higher transmission rate, being
the cause of the outbreak of the third wave despite a lockdown being in place. In addition, when
simulating the third wave, classes representing the vaccinated population had to be included into the
model. Without taking into account the progressive immunization of the population at the end of the
third wave, the number of cases in the model would increase again, although the data from the RKI
show that the number of cases continue to decrease.

Predictions for different scenarios during the fourth wave are summarized in Figure 6. Even though
a large proportion of the population is already vaccinated, the number of new COVID-19 cases is
predicted to increase with rising contact rates and decreasing willingness to vaccinate. Rapid reopening
with a standstill in vaccination could result in an extreme fourth wave with a higher incidence than the
previous three. Furthermore, it was assumed that completely vaccinated individuals could no longer
become infected with SARS-CoV-2. However, since it has been demonstrated that even completely
vaccinated individuals can become infected, especially with the Delta variant, the daily incidence could
be even higher than predicted by Model 2.8 [45].

Although the incidence during the fourth wave in the extreme scenario was even greater than
during the second wave, we see in Figure 1(B) that the hospitalization rate decreases with an
increasing number of fully vaccinated individuals. This confirms that vaccinations help against a
severe course of COVID-19. However, the number of patients in normal wards could be higher than
predicted since vaccine protection against a severe course wanes after approximately six months.

A discrepancy between IVENA data and model output was observed in Figure 5, where the number
of hospitalized patients briefly decreased in the former while continuing to increase in the latter. This
may be due to younger individuals being infected, and the lower hospitalization rate among them was
not accounted for in the model. Barbarossa et al. [19] applied complex and age-structured SEIR models
to incidence data, but they were without hospitalization information. Our models presented here could
also be expanded with age structure. Differences in infections would be expected not only between age
categories, but also between the pandemic waves.

The ICU occupancy could increase sharply even though the hospitalization rate decreased during
the fourth wave due to the increasing immunity of the population. This is because non-vaccinated
individuals are hospitalized and a large proportion of inpatients must be admitted to the ICU, which
can still lead to an overload of the healthcare system.

In Figure 1(D), the hospitalization rate decreased during the fourth wave due to the increasing
immunity of the population, but the number of ICU patients could again increase sharply. This is
because non-vaccinated individuals are hospitalized [46] and a large proportion of inpatients must be
admitted to the ICU, which can still lead to an overload of the healthcare system.

To summarize, we applied biology-based mathematical models to predict the fourth wave of
COVID-19 in Munich. We give a rough idea of the possible courses of the pandemic and not an
accurate prediction of a particular outcome. The best, most likely and worst case scenarios are
presented to help policymakers make decisions about interventions.  During the epidemic,
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non-pharmaceutical interventions changed rapidly. Also, the introduction of vaccines and the advent
of new variants significantly modified the settings of the pandemic. The models need to be adapted
after every change, but since its structure remains similar and the computational time is short, this can
be done quickly. The models applied are complex; therefore, the reliability of the parameters was
supported by splitting the analysis in two steps: the incidence data supporting the
biology-pandemic-dependent parameters, while the hospital data were used to support the
hospitalization process. We have to underline that the forecasts presented here completely depend on
the previously fitted parameters. The next steps could be to add a sensitivity analysis to
show dependencies.

During the first three waves, the incidence and the 7-day incidence were key indicators for
interventions, but since a large part of the population in Munich is fully vaccinated, the importance of
incidences as an indicative value decreases while that of the hospitalization rate and ICU treatments
increases. The incidence must still be monitored in the future since the higher the incidence, the more
difficult it will be to track contacts and use interventions to keep infection numbers down. We support
the thesis that monitoring the hospitalization should have been introduced at the beginning of the
pandemic, together with the 7-day incidence, to clarify its importance and avoid miscommunication
with the members of the public.
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Supplementary

Model selection

Model selection is the task of choosing the best model out of a set of candidate models with the
smallest possible number of parameters, which still represents the data adequately [47]. A model with
too few parameters can lead to underfitting, not capturing the true relationship in the data. In contrast, a
model with too many parameters can lead to overfitting, capturing the noise in the underlying data [47].
Assume a set of data D : (x;, y;) is generated by a true function y = f(x) + €, where € is the noise of the
data (normally distributed with mean E[€] = 0 and variance Var[e] = 0®). The unknown function f (x)
can be fitted to the data minimizing the SSE, and the formula for the expected error has the form [48]

E[(" — f(x)?] = 0% + Bias*(f(x")) + Variance(f(x")). (A.1)

From (A.1) we can see that the expected error between the data points and the model depends on
the noise, the bias and the variance. The noise is difficult to reduce because, in practice, it is often
unknown. Bias and variance depend instead on the complexity of the model. If model complexity (i.e.,
the number of parameters) increases, the bias decreases, whereas the variance increases. On the other
hand, if model complexity decreases, the bias increases while the variance decreases [48]. The goal is
to minimize the expected error between the model and the data, which is equivalent to minimizing the
bias and the variance of the model. It follows that both a too simple model and a too complex model
are not optimal, as the data will either be underfitted or overfitted.
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In this analysis, model selection was performed by applying the AIC, which measures the relative
goodness of fit of a mathematical model [44]. For a given model, the AIC is computed as

SSE

n

AIC = n[In(

)+ 2(k + 1), (A.2)

where 7 is the number of available data points in the dataset, k is the number of unknown parameters
to be fitted, and SSE is the least-squares error [44].

We calculate the AIC for each candidate model. The best model is the one with the smallest AIC.
From (A.2), we can see that the AIC is directly proportional to the number of fitted parameters,
penalizing too complex models and, hence, preventing overfitting [44]. In addition, the AIC rewards
models with a good fit, i.e., models with a small SSE, which prevents underfitting.

Table A1. Comparison of model attempts

Model SSE No. Parameters AIC
Model 1 659041.0 1 937.6512
Model 2 231249.3 1 825.5912
Preferred model 108642.9 3 748.7602
Model 3 114436.7 3 754.3195

Defining the preferred model

Now, the question is, which models can capture the data best while also not being unnecessarily
complicated? For this purpose, the AIC values of the four different models are compared in Table Al.
We can see that the preferred model has the smallest AIC value. Therefore, the preferred model is
the most appropriate among all four candidate models for simulating the first wave of COVID-19 in
Munich. By comparing the AIC from Model 1 and Model 2, it follows that the inclusion of an exposed
class is essential, as the AIC decreases significantly. Additionally, a significant improvement in AIC
follows from the differentiation between undetected and detected cases, as well as between individuals
with asymptomatic and symptomatic course. This suggests that undetected infectious individuals and
individuals without any symptoms also play an important role in the dynamics of the pandemic. For
instance, according to the RKI, a relevant proportion of people become infected via presymptomatic
individuals [38]. The inclusion of a quarantine compartment does not improve the AIC, at least under
the current conditions, which suggests that Model 3 is unnecessarily complicated. Since the preferred
model can best simulate the first wave of the COVID-19 pandemic in Munich, it is also the model used
for the analysis of the other pandemic waves.

Model Attempts
Model 1: SIR Model

First, we attempted to model the first wave of COVID-19 by using the basic SIR model
(Figure A1(A)) [12]. It was assumed that the susceptible individuals (S) have not yet had the disease
but can become infected through contact with an infected individual (/). Furthermore, for this model,
only detected cases are considered to make it possible to compare model output and the RKI data.
Approximately 10 days after symptom onset, the contagiousness of the infected person decreases
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significantly [38]. After recovery of infected individuals (R), they become immune to reinfection.
Further details on parameter assumptions are given in Table A2. Model 1 is then given by the
following system of differential equations:

y = —AS,
[ =218 —al,
R=al,

where A1) = ,B(t)% is the force of infection and N =~ 1.484 million is the total population size of
Munich [42]. Furthermore, 5(¢) is the time-dependent transmission rate. Since the RKI reported one
COVID-19 case on the first day of the first wave, we used S(0) = N — 1, I(0) = 1 and R(0) = O as
initial values for the three compartments.
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Figure A1. Scheme of the model attempts: (A) Model 1, (B) Model 2 and (C) Model 3.
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Figure A2. Performance evaluation of the model attempts. Comparison of model output
(black) with RKI data (red). (A), (C) and (D): Daily detected COVID-19 cases in Munich in
wave one for Models 1, 2 and 3, respectively. (B), (D) and (E): Total detected COVID-19
cases in Munich in wave one for Models 1, 2 and 3, respectively. The basic SIR Model 1
cannot capture the structure of the data. The SEIR Model 2 shows a clear improvement
compared to the SIR model. The more complex Model 3 can capture the structure of the data
very well, with, however, a worse AIC than the preferred model.
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To compare Model 1 with the RKI data, we calculate the newly detected infections d(r) at day ¢
from the output of Model 1 as follows:

R ?m) ifr=0
d(t) = )
St -S@+1) ift>0.

In Figure A2(A) and (b), it can be seen that the simple SIR model cannot capture the spread of
COVID-19 in Munich during the first wave. One reason for this is the exclusion of an exposed class.
When the lockdown starts after 52 days and the transmission rate decreases, we can see that the number
of infected individuals immediately drop off. However, this is not realistic because, at this point in time,
there are a lot of individuals who are already infected with COVID-19 but neither have symptoms nor
are they infectious. These individuals are called exposed individuals. After infection with the disease,
the virus needs some time to develop in the human body. The time during which an individual is
infected but not yet infectious is called the latent period [44]. So, at the start of the lockdown, there are
still a lot of individuals moving to the infected class although there are no or less new infections. So,
for the next model, we will include an exposed (latent) class.

Model 2: Including an Exposed Class

In addition to the three compartments of the previous model, an exposed class (E) is now included
in Model 2 (Figure A1 middle). After infection, individuals move from the susceptible to the exposed
class, where they have neither symptoms nor are they infectious. After a latent period of
approximately 5.5 days, the infected individuals become infectious and develop symptoms and
therefore move to class 7 [38]. Details on parameter assumptions are given in Table A2.

Model 2 is then given by the following system of differential equations:

S =-as,
E=AS -v.,E,
fz)/eE—aI,
R =al,

where, again, A(t) = ,B(t)% is the force of infection and 5(¢) the time-dependent transmission rate. As
initial values for the four compartments, S(0) = N — 1, E(0) = 0, I(0) = 1 and R(0) = 0 were used.

The newly infected individuals d(r) at day 7 are calculated from the output of the SEIR model as
follows:

o = 1(0) ift=0,
@+ D) = I0] + [R(t+ 1) —R(t) ift> 0.

After minimizing the SSE between the daily detected COVID-19 cases d(t) reported by the RKI and
d(t) from the model output, the results of the fitted model can be seen in Figure A2(c)—(d). Compared
to Model 1, a significant improvement in the performance of Model 2 can be recognized.
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Table A2. Parameters of Models 1, 2 and 3 for the first wave

Parameter Description Value (unit) [Refs.]
Model 1

Bo Initial transmission rate 0.24 m [fitted]
é Mean duration of infection 10 d [38]

Model 2

(added parameters)

Bo Initial transmission rate 0.45 m [fitted]
% Mean duration of latent phase 5.5d[38]

Model 3

(added parameters)

Bo Initial transmission rate 0.67 ——— [fitted]
Mo Prob. of detection while asympt.  0.62 [fitted]

yplm Mean duration to go to quarantine 1 d [assumed]

i Mean duration of quarantine 14 d [5]

i Mean duration from start 2 d [fitted]

of quarantine until death

Model 3: Including Quarantine

We extended the model presented in the main manuscript (called the preferred model in the
following) and have included a compartment representing the quarantined individuals (Q) (Figure Al
bottom). All people with a detected SARS-CoV-2 infection go directly into quarantine, where they
are supposed to have no contact with other people. Therefore, we assume that individuals who are in
compartment Q can no longer infect anyone. During quarantine, individuals can die because of the
disease and then move to the deceased compartment D,

approximately 14 days and go to the recovered compartment R [5].

or they leave quarantine after

Model 3 is then given by the following system of differential equations:

S =-2s,

E=AS -v,E,

[“ = (1= P)YeE = Yalas
I" = py.E -y,

= (1= no)ypl, = vl
P = n0Yala + 10Yplp + MYsks = VposP,
O = VposP — (1 = 8)y,,Q — 67,0,
R=(1-68y,0,

D= 0Y4, 0,

= =)y + (1 = 10)vals,

where the force of infection A(7) is time-dependent and defined like before in the model presented in
the main manuscript. In addition to the initial values from the main model, we used Q(0) = 0. The
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parameters can be found in Table A2.

It follows that the number of daily detected infections in Model 3 is described by the class P, i.e.,
d(t) = P(7). After minimizing the SSE between the daily detected COVID-19 cases d(t) reported by
the RKI and cf(t), the results of the fitted model can be seen in Figure A2(e)—(f). The performance of
Model 3 seems very similar to that of the preferred model, however, without any improvement in the
goodness of fit (Table Al).

Model analysis

As part of a standard analysis for such epidemiological models, one may be interested in the
reproduction number R. To establish a unique disease-free equilibrium, we modify the model in such
a way that we take into account the (slow) population dynamics. For that, we assume that all
newborns (constant rate A) go into the susceptible compartment, and we have a natural per capita
death rate u for all compartments. The compartment D is left out for that purpose. The model version
for this analysis reads as

§=A-ADS —viS —pS,

E = A()S + oAV, —v,E — UE,
Vi=wS —cAV, = vV, —uV,
Vo =V —uVs,

1= (1= p)y.E — yaI* — ul,

1P = py.E =y, I’ — ull,

F =0 =n)y,I’ =y’ —ul’,

P = n0yad® + oy l” + mysI® — (hoYpos; + (1 = o)y pos, )P — P, (A.3)
H'™ = oY pos, P+ (1 = 8Yyiea '™ = (t1Yaorm, + (1= ) Yo H'™" = pH"™,
HICV = p, Yaorm H™ = Yieu HicU _ L HICU,

R = (1 =noyyal® + (1= m)ysl’ + (1= hoYposs P + (1 = h)Yuorm, H™™ = R,

. . a P s . . . . .
still with A(¢) = Balf ”INJ:BLQI Proo? and N the total population size. In this model version, as well as in

the versions in the main part, the non-negativity of solutions is kept when starting with non-negative
initial values. This can be easily seen because all negative terms on the right-hand side are
proportional to the respective variable. Furthermore, by having a compartmental model including a
constant birth term and death terms in all compartments, the solutions stay bounded. Here, we use a
constant S,(f). Setting the right-hand sides of (A.3) equal to zero, we can easily solve it for the
disease-free equilibrium, which reads as

V1 V2 Vq

($,0,V1,V,,0,0,0,0,0,0,0) = (A/(v; + ), 0, A,
b L A o+ ) (s + (0 + )

A,0,0,0,0,0,0,0).

. . . eqer e . . . _ . (Va+p)u+vip
The total population in this equilibrium situation is N = A 12t

Please note that, for the disease-free equilibrium, it does not matter that A(¢) is not constant, as this
term becomes equal to zero; also, it is an autonomous equation, which means that, even if we calculate
an endemic equilibrium, it would work.
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We follow the van den Driessche and Watmough approach for calculating the reproduction number
as formulated in [44]. For that, we need to sort the compartments into infected ones,
X = (E,I°,I",I°, P), and the non-infected ones, Y = (S, Vi, V,, R) (the hospital compartments are left
out for this purpose, as they do not have any further influence). Next, we split the right-hand side
terms of X into new infections in the compartment and remaining terms, i.e.,

ADS + oAV, v, E
(I'+p)y.E Yala
X =FX,Y)-V(xY) = pY.E - 7p1p ;
(1 - 770)7p1p ysls
770711111 + UOYpIp + 771)/s1s (hoyposl + (1 - hO)VposZ)P

F and V have to satisfy some general conditions, as F;(0,Y) = 0 and V;(0,Y) = 0 fori = 1,...,5,
Fi(X,Y)>0forall X,Y >0, Vi(X,Y) <OforX;=0,i=1,...,5,and Zle Vi(X,Y)>0forall X,Y >0,
which is easy to see in this case. Next, we need two matrices (using the notation Y, = (S’ VLV, 0)):

,Eaﬁ oBa 1 ﬁ,,.SA‘ oBp v ﬁ;S ofs Vi ﬁp()xS Bpos 14
0 N T W vt : N N Nt TN :
1-p) 0 0 0 0
AF (0, Y, (1 -p)y.
F = [—a(x- 0)] = ove 0 0 0 0
/ 0 0 (1 - 770)719 0 0
0 1M0Ya n0Yp mys 0
and
y, 0 0 0 0
0 7. 0 O 0
b [V _f 0 0 ¥, 0 0
0X; 00 0 v, 0
0 0 0 0 (h07p0s1 + (1 - hO)VposZ)

=:h*
The latter one, being a diagonal matrix, can be easily inverted, which we need in the following step.

For easier writing and to make the structure of the matrix more visible, we introduce the short notations

B, = Ny Ny B, = Ny, + Ny B; := T o and By := =7~ + ——. Then, we find that

0O B B, B; B

(1-p) 0 0 0 0

K=FV'= P 0 0 0 0
0 0 (I-n790 0 O

0 o Mo m 0

The corresponding characteristic polynomial has the form
0=2-{=2"+ (o = D[-B1A% = noB4A°] + p[B2A> + Banod + By(1 — mpo)m; 1}

(4 denotes here the eigenvalues, not to mix up with the A(¢) from the model formulation).
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The square root of the spectral radius of this matrix would yield us the reproduction number.
Unfortunately, only one eigenvalue can be read out easily, and that is the 0. For the others, we
maintain the roots of a polynomial of grade four, but this formula is not convenient, and is thus not
useful in the general form. But, using concrete parameter values, one could apply these in matrix K
and calculate the eigenvalues, and, consequently, numerically calculate the spectral radius. Please
recall that 8,(7) may vary, e.g., due to restrictions, and also influence the reproduction number.

The calculation and consideration of the endemic equilibrium is left out here, as the long-time
behavior might not be so relevant for this purpose, as too many other properties and environmental

conditions change with time.
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