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Abstract

Scientific and public interest in epidemiology and mathematical modelling of disease spread
has increased significantly due to the current COVID-19 pandemic. Political action is
influenced by forecasts and evaluations of such models and the whole society is affected by
the corresponding countermeasures for containment. But how are these models structured?
Which methods can be used to apply them to the respective regions, based on real data
sets? These questions are certainly not new. Mathematical modelling in epidemiology
using differential equations has been researched for quite some time now and can be carried
out mainly by means of numerical computer simulations. These models are constantly
being refined and adapted to corresponding diseases. However, it should be noted that
the more complex a model is, the more unknown parameters are included. A meaningful
data adaptation thus becomes very difficult.

The goal of this thesis is to design applicable models using the examples of COVID-19
and dengue, to adapt them adequately to real data sets and thus to perform numerical
simulations.

For this purpose, first the mathematical foundations are presented and a theoretical
outline of ordinary differential equations and optimization is provided. The parameter
estimations shall be performed by means of adjoint functions. This procedure represents a
combination of static and dynamical optimization. The objective function corresponds to
a least squares method with L? norm which depends on the searched parameters. This ob-
jective function is coupled to constraints in the form of ordinary differential equations and
numerically minimized, using Pontryagin’s maximum (minimum) principle and optimal
control theory.

In the case of dengue, due to the transmission path via mosquitoes, a model reduction of
an STRUV model to an STR model with time-dependent transmission rate is performed
by means of time-scale separation. The STRUV model includes uninfected (U) and in-
fected (V') mosquito compartments in addition to the susceptible (5), infected (I) and
recovered (R) human compartments, known from the STR model. The unknwon param-
eters of the reduced SIR model are estimated using data sets from Colombo (Sri Lanka)
and Jakarta (Indonesia). Based on this parameter estimation the predictive power of the
model is checked and evaluated. In the case of Jakarta, the model is additionally provided
with a mobility component between the individual city districts, based on commuter data.
The transmission rates of the STR models are also dependent on meteorological data as
correlations between these and dengue outbreaks have been demonstrated in previous data
analyses.

For the modelling of COVID-19 we use several SEIRD models which in comparison to
the SITR model also take into account the latency period and the number of deaths via
exposed (E) and deaths (D) compartments. Based on these models a parameter estimation
with adjoint functions is performed for the location Germany. This is possible because
since the beginning of the pandemic, the cumulative number of infected persons and deaths
are published daily by Johns Hopkins University and the Robert—Koch—Institute. Here, a
SEIRD model with a time delay regarding the deaths proves to be particularly suitable.
In the next step, this model is used to compare the parameter estimation via adjoint
functions with a Metropolis algorithm. Analytical effort, accuracy and calculation speed
are taken into account.

In all data fittings, one parameter each is determined to assess the estimated number
of unreported cases.
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Zusammenfassung

Das wissenschaftliche und 6ffentliche Interesse an der Epidemiologie und der mathema-
tischen Modellierung von Krankheitsausbreitungen hat aufgrund der aktuellen COVID—
19 Pandemie erheblich zugenommen. Das politische Handeln wird von Prognosen und
Bewertungen solcher Modelle beeinflusst, und die entsprechenden Gegenmafinahmen zur
Einddmmung sind fiir die gesamte Gesellschaft spiirbar. Doch wie sind diese Modelle auf-
gebaut? Mittels welcher Methoden lassen sie sich, basierend auf realen Datensatzen, auf
die jeweiligen Regionen anwenden? Diese Fragen sind sicher nicht neu, wird die mathe-
matische Modellierung in der Epidemiologie mit Hilfe von Differentialgleichungen schon
seit langerem erforscht und kann vor allem in Form von numerischen Computersimulatio-
nen durchgefiihrt werden. Diese Modelle werden sténdig verfeinert und an entsprechende
Krankheiten angepasst. Hier bleibt jedoch zu beachten, dass je aufwendiger ein Modell ist,
umso mehr unbekannte Parameter sind enthalten. Eine sinnvolle Datenanpassung wird
somit sehr schwierig.

Das Ziel der vorliegenden Arbeit ist am Beispiel von COVID—-19 und Dengue anwendbare
Modelle aufzustellen, diese addquat an reale Datensétze anzupassen und damit numerische
Simulationen durchzufiihren.

Hierzu werden zunédchst die mathematischen Grundlagen geschaffen und ein theore-
tischer Abriss zu gewohnlichen Differentialgleichungen und zur Optimierung dargestellt.
Die Parameterschatzung soll mittels adjungierter Funktionen durchgefiihrt werden. Dieses
Verfahren stellt eine Kombination aus statischer und dynamischer Optimierung dar. Die
Zielfunktion entspricht einer Kleinste-Quadrate-Methode mit L?-Norm, welche von den
gesuchten Parametern abhéngt. Diese Zielfunktion wird gekoppelt an Nebenbedingungen
in Form von gew6hnlichen Differentialgleichungen und, unter Verwendung von Pontryagins
Maximum— (Minimum-—)Prinzip und optimaler Steuerung, numerisch minimiert.

Im Falle von Dengue wird, aufgrund des ﬁbertragungsweges iiber Mosquitos, eine Mo-
dellreduktion eines STRUV-Modells auf ein STR-Modell mit zeitabhéngiger Ubertra-
gungsrate mittels Zeitskalen—Separation durchgefithrt. Das STRUV Modell enthélt un-
infected (U) und infected (V') compartments der Mosquitos, zusétzlich zu den aus dem
STR Modell bekannten susceptible (S), infected (I) und recovered (R) compartments der
Menschen. Die unbekannten Parameter des reduzierten SIR-Modells werden unter Ver-
wendung von Datensétzen aus Colombo (Sri Lanka) und Jakarta (Indonesien) geschétzt.
Auf Grundlage dieser Parameterschitzung wird dann die Vorhersagekraft des Modells
iiberpriift und bewertet. Im Fall von Jakarta wird das Modell zusétzlich mit einer Mobi-
litditskomponente zwischen den einzelnen Stadtbezirken, auf der Basis von Pendlerdaten,
versehen. Die Ubertragungsraten der STR-Modelle sind auBerdem abhéingig von meteoro-
logischen Daten, da in den vorherigen Datenanalysen Korrelationen zwischen diesen und
den Dengueausbriichen nachgewiesen werden.

Zur Modellierung von COVID-19 verwenden wir mehrere SEIRD-Modelle, welche im
Vergleich zum STR-Modell auch die Latenzzeit und die Anzahl der Todesfélle mittels ex-
posed (E) und deaths (D) compartments beriicksichtigen. Basierend auf diesen Modellen
wird fiir den Standort Deutschland eine Parameterschiatzung mit adjungierten Funktio-
nen durchgefiihrt. Dies ist moglich, da seit Pandemiebeginn téglich sowohl die kumulierte
Angzahl der Infizierten als auch der Todesfélle von der Johns Hopkins Universitdt und dem
Robert—-Koch-Institut veroffentlicht werden. Hier erweist sich ein SEIRD-Modell mit
Zeitverzogerung beziiglich der Todesfille als besonders geeignet. Dieses wird im néachsten
Schritt dazu verwendet die Parameterschiatzung via adjungierter Funktionen mit einem
Metropolis—Algorithmus zu vergleichen. Hierbei werden analytischer Aufwand, Genauig-



keit und Rechengeschwindigkeit berticksichtigt.
In sdmtlichen Datenanpassungen wird jeweils ein Parameter zur Schatzung der Dunkel-
ziffer ermittelt.
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1 General Introduction

Due to the outbreak of the COVID-19 pandemic starting at the end of the year 2019 the
term (infectious disease) epidemiology is currently present in all media. The epidemiolo-
gists refer to mathematical models which are used to analyze current developments and
future prognoses of disease spread and to simulate the effect of possible control measures.
However, this presupposes that basic parameter values of these mathematical models can
be derived from existing data. At this point we are thematically in the center of this
thesis, in which, exemplarily for the diseases COVID-19 and dengue, mathematical mod-
els are developed, adapted to real data sets and analyzed to perform several numerical
simulations.

First, however, we dedicate ourselves to the concept of epidemiology and give a brief
overview of the objects and technical terms behind this science based on the findings in
[1, 19, 22, 28].

1.1 Epidemiology

The science of epidemiology is concerned with the causes and associated spread of diseases.
At this point, a more differentiated distinction could be made between infectious, commu-
nicable and transmittable diseases, whereby we will use these categories synonymously in
the following.

Basically, the spread of a disease is called epidemic as long as the number of new cases
increases. As soon as this number is decreasing, a so—called regression is present. If a
communicable disease is permanent, relatively constant and present only in a limited ter-
ritory, it is called endemic. On the other hand, if an infectious disease is supra-regional,
i.e. even crosses countries or continents, it is called a pandemic. For example, the World
Health Organization (WHO) classifies dengue as endemic in certain subtropical and tropi-
cal areas, whereby the disease is subject to seasonal fluctuations. The currently circulating
COVID-19 epidemic is classified as a pandemic as every inhabited continent is affected
without exception [37].

Table 1.1: Exemplary assignment of different diseases to their pathogens.

Pathogen type | Caused diseases

Bacteria Tuberculosis, Pneumonia

Viral HIV, Influenza, Dengue, COVID-19
Fungal Dermatomycoses

Parasitic Protozoan infection, Helminthiasis
Prion Creutzfeldt—Jakob

Since infectious diseases require a pathogen, a further distinction is made here between
bacterial, viral, fungal, parasite or prion. An exemplary assignment of different pathogens
to corresponding diseases is shown in Table 1.1. The reservoirs for such pathogens can be
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found in humans, animals or the environment. However, it is possible that the reservoir
may be changed by the pathogen across species, e.g. transmission from animals to humans
or vice versa is called zoonosis.

The mode of disease transmission is a central issue in epidemiology. Table 1.2 lists
the different types of transmission routes with some examples. Infectious diseases can
be caused by direct contact or also indirect, e.g. if surfaces are contaminated with the
corresponding pathogen and this is absorbed into the body.

Table 1.2: List of transmission paths.

Transmission path Example diseases

Person—to—person HIV, Syphilis, Influenza, COVID-19
Airbourne transmission Influenza, COVID-19, Chickenpox, Measles
Vector—borne diseases ZIKA, Dengue, Malaria

Food— and waterborne diseases | Cholera, Salmonella

Vertical transmitted diseases HIV, Syphilis

The example of COVID-19 shows that an infection can occur as indirect person—to—
person transmission, as well as via airbourne transmission by inhalation of infectious
droplets or aerosols. Thereby the responsible pathogen SARS-Co V-2 is transmitted from
person to person [29]. In wector-borne diseases the so—called wectors play the central
role. For example, these can be mosquitoes, fleas and lice but also foxes or raccoons.
In the case of dengue, the dengue virus (DENV) is taken up by a mosquito by blood
meal at an infected person and transmitted to another person again by blood meal [35].
Environmentally transmitted diseases such as cholera or salmonella result from the uptake
of the corresponding pathogen via water or food. Vertical disease transmission occurs via
the placenta of a mother on her child before or during birth, as for example with HIV or
syphilis.

In order to be able to quantify outbreaks of diseases, epidemiology uses certain quan-
tities. For example, the number of newly infected individuals in a given period is called
incidence and the number of infected individuals at a given time prevalence. If diseases
can also lead to death, the case fatality rate (CFR) also plays an important role. This is
calculated with

CFR — Number of deaths due to the disease

Cumulated total number of infected

However, since it is unclear during an ongoing epidemic which current infections can
lead to death, the CFR can only be determined exactly after an epidemic has ended
[29]. Regarding such quantities it is problematic that not all cases have to be registered,
because there may be asymptomatic cases or cases with mild symptoms that are not
recognized as such. Another important term in epidemilogy is the so—called incubation
period. This refers to the period of time from when the pathogen enters the body and the
first symptoms appear. In contrast, the latency period is the time span until the individual
becomes infectious. It should be noted that incubation and latency period do not have to
be congruent because the disease can also be transmitted before the onset of symptoms
as the current COVID-19 pandemic shows [29].

Central questions now arise for epidemiologists which one would like to answer with
mathematical models, e.g.
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e How does the incidence and prevalence of the epidemic behave in a given time
interval?

e Which parameters play a role and how can they be identified and influenced?
e How high is the number of unregistered cases?
e How will the pandemic develop in the future?

e Which control methods, e.g. vaccination, isolation or vector control, can be sensibly
applied and how can their use be optimally planned?

The motivation for the present thesis is therefore to develop accurate and at the same
time practicable models for the diseases COVID—-19 and dengue. Furthermore, a suitable
method for adapting them to real data sets is examined to be able to provide useful answers
to the questions posed in the future by numerical simulations.

1.2 Thesis Structure

Part I: The first part provides a theoretical overview as a basis for the understanding of the
presented contributions in Part II. This includes the fundamental definitions, theorems and
examples of ordinary differential equations and the corresponding solution theory including
common numerical methods in Chapter 2. Following this, the basics of mathematical
modelling in epidemiology are presented in Chapter 3. An overview is given and especially
STR models for the simulation of human—to—human transmission and SIRUV models
for vector-borne diseases are investigated. Chapter 4 thematizes static and dynamical
optimization, in which basic approaches are presented theoretically and numerically. Based
on this we derive a parameter estimation via adjoint functions, which is used and evaluated
in the following contributions.

Part II: In five research papers, three of which have already been published, the research
results are presented. The first three are about modelling dengue, based on real data sets
from Colombo and Jakarta. In Chapter 5 a model reduction via time-scale separation
from an STRUV model to an SIR model with time-dependent transmission rate is ap-
plied. Previous data analysis of the dengue and associated rain data shows that these are
cross—correlated. Accordingly, the transmission rate is designed to take into account the
seasonal effects of the rainy seasons. The model presented in this way is adapted to the
data sets with the help of adjoint functions. A more detailed description of this procedure
is presented in Chapter 6. In detail, the analysis for the determination of the adjoint equa-
tions and the numerical solution using a least squares objective function is pre—calculated.
A parameter estimation follows which is now used to investigate the predictive power of
the model in the following period. This is done using the already known data sets from
Colombo and Jakarta. The latter location is in the focus of Chapter 7 as we have received
much more differentiated data on the individual districts in Jakarta and additional data
on commuter movements between these districts. This data is analyzed and a reduced
STR model is developed, including mobility and again a time-dependent transmission
rate which processes meteorological data. Based on this, the parameter estimation with
adjoint functions is performed and the predictive power of the model is checked and eval-
uated in all districts. In the last two contributions an SEIRD model is developed to
describe the COVID-19 outbreak in Germany. In Chapter 8 the available data sets on
the cumulative number of infected persons and deaths are presented. The sensitivity of
individual parameters is reviewed and three different variants of the model are tested. The
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data adaptation is again done by means of adjoint functions. These results are taken up
in the last contribution in Chapter 9 and an SEIRD model with time delay regarding the
death cases is used to simulate the disease spread. A parameter estimation with a more
recent data set is performed. The focus is on the numerical comparison of the parameter
fitting with adjoint functions compared to the so—called Metropolis algorithm. Both are
analyzed in detail and also runtimes and accuracy are checked. The bibliographies can be
found at the end of the respective contributions.

Part III: In the last part the results of the research contributions are summarized and
an outlook on possible future research is given in Chapter 10. The thesis concludes with
the bibliography for the entire work, except Part II.
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Mathematical Foundations






2 Basic Definitions, Theorems and Examples

In the following the necessary basic terms for the present thesis are summarized. It is
assumed that the reader is familiar with the basic mathematical terms in calculus, (linear)
algebra, topology, measurement and integral theory, probability theory and statistics. At
this point we refer to the corresponding basic literature [5, 6, 8-10, 13, 26].

Let N denote the set of the natural numbers and R the real numbers. Vector spaces are
definded over R, if not stated otherwise. The following contents are based on [9, 11, 17, 34].

Definition 2.0.1. (Banach space)

A normed vector space (X, || - || x) with corresponding norm || - ||x and metric dx(z,y) =
|z —yl|x for z,y € X is called complete, if each cauchy sequence (z,,),y With z, € X for
all n € N converges within this space. A complete and normed vector space is also called
Banach space.

Examples of Banach spaces are
1/2
e R" with n € N as euclidean space with euclidean norm | z||2 = (Z?:l \xz|2)

e C(D):={f:RD>D — R]|fis continuous} with the norm || f||sc := sup;ep | f(t)]

o CF(D):={f:RD>D — R|fis k-times continuously differentiable} with the norm
[ flleroy = o 1FPllos

e Let the function f be (Q,2)—(R,B(R)) measurable and | f| be p-times p—integratable
on measure space (2,2, u). The Banach space LP(pu) with 1 < p < co denotes the
space of equivalence classes [f] with

f~g & f =g p-almost everywhere

and LP-norm |[f]llze = (fo I/ dp) "™

Definition 2.0.2. (Operator and functional)
Let (X, |- l|x),(Y,| - |ly) be normed vector spaces and D C X. A mapping 7 : D — Y
is called operator. If additional Y = R, we call T functional. An operator T is called

e linear, if D is a subspace of X and T (ax1 + bxe) = aT (z1) + bT (z2) for all a,b €
R, z1,22 € D

e bounded, if there exists C' > 0 with || 7 (z)||y < C||z||x for all z € D.

Furthermore, we need the following definitions for our later investigations:

Definition 2.0.3. (Gdteaux derivative)
Let (X, ]lx),(Y,|-|y) be normed vector spaces, D C X open and f: D — Y. The
function f is called Gateaux differentiable at xq € D to the direction h € X, if the following
limit exists

f(zo+eh) — f(zo) df(xo+ch)

o h) =1l = .
f(x07 ) EI_I>I(1) £ d6 8:0

The function f is called Gateauz differentiable at x, if this holds for all directions h € X
and 0 f(xg,-): X — Y, h — & f(wo, h) is called Gdteaux derivative of f at xo.
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Definition 2.0.4. (Fréchet derivative)

Let (X, ]lx),(Y,|-|y) be normed vector spaces, D C X open and f: D — Y. The
function f is called Fréchet differentiable at x¢g € D, if there exists a bounded linear
operator 7 : X — Y with

|| f(xo 4+ h) — f(zo) — T (h)|ly
IRl x 0 1Al x

=0.

Furthermore, T : X — Y is called Fréchet derivative of f at xq.

Remark 2.0.5. It should be noted that Gateaux differentiable functions generally do not
need to be Fréchet differentiable, but the backward direction does apply. If a function f
is Fréchet (and consequently also Gateaux) differentiable at xg, the derivatives agree and
T (h) = df(xo,h) holds true.

If we set X :=Y := R with D C R open, df(xg, 1) corresponds to the first derivative
of a differentiable function f: D — R at xg € D

df .
— = lim

dzx =0 e—0

fzo +¢) = fxo)
€

)

with linear operator 7 (h) := df(xo,h) = h - % e—zos We also use /' instead of % and

" f" ., f™ for the nth derivation of an n—fold (continuously) differentiable function.
In the multidimensional case f : D — R with D C R™ open, df(xg,h) denotes the

directional derivative in direction h € R™ at g € D. If the operator T (h) := 6 f(xo, h) is

bounded and linear, this derivative can be expressed with the gradient of f

of
dz1
vi=|
of
O0Tn

by &f(zo,h) = Vf(zo)Th = %ﬂio)hl +..+ %ﬂo)hn. So the gradient is the representing
matriz for the first derivative and in case of the second derivative the Hessian matriz of f

2*f f
0z3 Tt 0x10Ty an
2 . ) . _
T I R
02 f o2f LiOTj ) i=1,..n
Orndzy " oz

If f: D — R™, the Jacobian matrixz of f

fh of
ox1 te Oy 8f
j = : T . : = v
! ) : Oa:j i=1,....m
8f7n afrn j:17,,.7n
o1 Tt Ozp

is used to express the linear operator 7 (h) := d f(zo, h) = J¢(xo) - h.
Cases in which the set X corresponds to infinite—dimensional function spaces are still
being investigated in Chapter 4-9.



2.1 Ordinary differential equations

2.1 Ordinary differential equations

In the following we consider basic research results on ordinary differential equations. This
includes an outline of the solution theory as well as numerical methods based on [2, 9, 15,

16, 33).

Definition 2.1.1. (Dynamical system,)

Let D be a set of discrete time points or a continuous time span, X a non-empty set and
let a function be defined by ® : D x X — X. The tupel (D, X, ®) is called a dynamical
system, if the following properties are fulfilled for all z € X and 0,t1,t2,t1 + to € D:

(i) ©(0,2) ==,
(ii) (0] (tg, d (t1,$)) =& (tl + tz,:ﬁ).

Remark 2.1.2. The mapping ¢, : D — X with ®,(¢) := & (¢, ) is called flow, and z
is named initial state. Furthermore, the set X is designated by phase space and the set
Oy = {®,(t) |t € D} is called orbit or trajectory regarding x.

Autonomous ordinary differential equations represent special cases of such dynamical
Systems.

Definition 2.1.3. (Ordinary differential equation (ODE))
Let Q@ C R x (R™)" be an open set and g : @ — R™ a (continuous) function, then an
ordinary differential equation of order n in explicit notation is given by the equation

2(t) = g (2(t), 2/ (0,2 (1), .., 2D (D)) (2.1)

An n-times (continuously) differentiable function x : D — R™ is called solution of the
ordinary differential equation, if it satisfies equation (2.1) and

(t,x(t),x’(t),x”(t), ...,:c(”_l)(t)) e

for all t € D.
If an ODE is of the form

2™ =g (:c(t),:c'(t),az”(t), ...,x<"*1>(t)) , (2.2)

one speaks also of an autonomous ODE.

Remark 2.1.4. In case of an autonomous ODE the function g does not explicitly depend
on the variable ¢, but only indirectly through the function z.
An ODE can also be specified in implicit form for Q C R x (Rm)”Jrl by the equation

g (t,z(t),z'(t), 2" (t),....a"(t)) =0.

Since the functions x and g in the case of m > 2 represent vector—valued mappings, we
also speak of ODFE systems with m equations in these cases.
An ODE is called linear, if it is given by

an ()2 (t) + a1 (") + -+ a1 (D)2 () + ao(t)z(t) +b(t) =0,

whereby the m x m-matrix coefficients a; : D — £ (R™) with £ (R™) := {4A]|A :
R™ — R™ continuous and linear} are functions depending on t. These can also be con-
stant for all ¢ = 0,...,n, so that we call the equation linear with constant coefficents. 1If
b(x) = 0, the ODE is called homogeneous, otherwise inhomogeneous.
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Furthermore, we will deal exclusively with first—order ODE systems
dz
dt

since higher—order ODE systems can be traced back to them.

= g(t, (1)), (2.3)

Definition 2.1.5. (Initial value problem (IVP))
Let there be an ODE system as in equation (2.3). It is called initial value problem, if
additionally an initial value satisfying

x(ty) = xo (2.4)
is given for (¢, xo) € 2. This is also called initial condition.

Ezample 2.1.6. (Autonomous ODE)
An example of an autonomous IVP is

dx
E:ﬁx, xz(0) =209 >0.

Note, that one can write z instead of z(t) as shorthand in such equations. The function
z: R — R satifying z(t) = x¢e’ is the solution of this problem, since

dx

dt

In terms of Definition 2.1.1 we can set

=4 <x065t> = Bx.

By (1) 1= zoe”?.

This flow meets the conditions of a dynamical system, because

®(0,z0) = zoe’ = o

and
D(tg, P(t1,20)) = <$06’8t1) P2 = goefltitta) = D(t1 + t2,x0)

for all x9p > 0 and t1,t2 € R. Figure 2.1 shows the graphs of different example flows,
depending on the starting value for xg.

70

- 0.3t
—2,,()=02¢
60 -

— 0.3t
ol ®, () =18e ]

- - -0 () =3e" ‘

40

3

L0

30

20

10

Figure 2.1: Graphs defined by the sets G (®4,) = {(t, Pz, (t)) |t € D} of several examples
for @, (t) = zoe’ with 8= 0.3 and z¢ € {0.2,1,1.8,3}.
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2.1 Ordinary differential equations

An epidemiological example for such an exponential growth would be the initial phase
of a disease outbreak, where z(¢) indicates the number of infected persons at the time ¢,
the parameter S stands for the so—called transmission rate and zq for the initial number
of infected individuals at time point .

Ezample 2.1.7. (Non-autonomous ODE)

If we now assume that the spread of the disease is periodic due to external conditions,
such as the weather conditions which influence the immune system, the instantaneous rate
of change could be described by, e.g.

d
d—f = B cos(t)z, xz(0) =29 >0.

Obviously this IVP explicitly depends on the variable ¢. The solution of this equation is
given by z : R — R satifying z(t) = zoe”*"®) because

dzx

a B cos(t) (aﬁoeﬁsin(t)) = [Bcos(t)z.

If we now define a flow by ®,,(t) = zoe?¥®) this does not meet the requirements of
Definition 2.1.1, since

(I)(tQ, q)(tl,fﬁo)) _ (woeﬂsin(tl)) eﬁsin(tg) _ $0€5(Sin(tl)+5in(t2))
which generally does not correspond to
(I)(tl + 9, $0) = $0€ﬁsm(t1+t2)

for all t1,t2 € R.

55 T T T - .
RN 2aRN _(I)U 2(1) = 0.20-3sin®
1 1 7 ][ q)l(t) - e0.35in(t)
45+ \ 1] y .
II \ ] PR R B (Dl.s(l) = 1.8e° 3sin(t)

41 ;,w\ \ ' :f""‘ N I _@3(,[) - 3‘:“(J.Cisin(t)

aspd %0 AN

° 33 BN

2.5—/"'\ kY £ /’\\ '
15} \\\--/ \

2, ®

0.5

Figure 2.2: Graphs for the examples @, (t) = z0e’*™®) with 8 = 0.3 and zy €
{0.2,1,1.8,3}.

The solution theory regarding ODEs has been extensively researched. For the purpose of
this thesis the most important requirements and theorems are quoted here. Elementary to
study the solvability of ordinary differential equations is the concept of Lipschitz continuity.

Definition 2.1.8. (Lipschitz continuity)
Let be Q@ C R x R™, then we call the function g : Q@ — R™ with (¢,x) — g¢(t,z) Lipschitz
continuous in x, if a constant value L > 0 exists, so that

lg(t, 2) — gt y)ll2 < Lz — yll2 (2.5)

11
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for all (¢,x), (t,y) € Q applies. The function g is called locally Lipschitz continuous, if for
each (to,zo) € Q there exists a neighbourhood € C Q of (to,zo), on which g is Lipschitz
continuous.

Lipschitz continuity implies locally Lipschitz continuity. A useful tool to examine for
the property is the following theorem:

Theorem 2.1.9. Let Q@ C R x R™ be an open set and the function g : Q@ — R™,
(t,z) — g(t,z) be continuous. If the partial derivatives gg]'_ for alli,7 = 1,...,m exist

and are continuous on ), then g is locally Lipschitz continuous.

The Lipschitz continuity leads to a central theorem within the solution theory of ordinary
differential equations:

Theorem 2.1.10. (Picard-Lindeldf)
Let Q@ C R x R™ be an open set and the function g : & — R™, (t,z) — g(t,x) be

continuous in t and locally Lipschitz continuous in x. Then for all (tg,xg) € Q with given

VP
dz

% = g(ta ;L'(t)) ) $(t0) = 20, (26)
there exists
(i) an open interval D with ty € D and unique solution z : D — R™ for (2.6),

(i) a unique maximal solution x : D — R™ with ty € D solving (2.6).

Remark 2.1.11. A solution = : D — R™ of an IVP is called mazimal, if for all (local)
solutions Z : D — R we have D C D and z(t) = Z(t) for all t € D.

Various formulations of the theorem can be found in the literature, which is proven with
the help of the Banach fixpoint theorem.

It can also be shown that, if Q is a simply connected domain and g is continuous in ¢
and Lipschitz continuous in z, then a unique solution exists and can be extended up to
the boundary of €.

Besides the Picard-Lindelof theorem, with the strong property of Lipschitz continuity,
the Peano theorem plays an important role. Here, on the basis of weaker assumptions,
the existence of a solution is confirmed, but without the unity. The proof is based on the
theorem of Arzela-Ascoli and the Schauder fixpoint theorem.

Theorem 2.1.12. (Peano)
Let Q C R x R™ be an open set and the function g : 8 — R™ be continuous. Then for
all (to, o) € Q with given IVP

dx
dt

there exists an open interval D with xo € D and solution x : D — R™ for (2.7).

=g(t,x(t)), x(ty) = xo, (2.7)

Ezample 2.1.13. We consider again the IVP
d
d%f = Bcos(t)x, z(0) =x9 >0,

and investigate it concerning Lipschitz continuity

lg(t,2) = g(t,; y)ll2 = B cos(t) (z = y) [l2 = |B8] | cos(t)| [z = wlla < 15| llz = yll2-
<1 :f

12



2.2 Solution methods

Alternatively, one could check

dg
% - ﬂCOS(t) )

which is continuous. Thus the ODE fulfills the Lipschitz property and can be uniquely
solved, as already seen.

Ezxample 2.1.14. In the following example, a function of the form

B, t<c
B(t)_{ﬁl, t>c

with constants fg, 51, ¢ > 0 is integrated in the IVP by

d

di; =Bz,  z(0)=1x0>0.

Obviously the function g(t,z) = [(t)z is discontinuous in the variable ¢, but a Lipschitz
constant L = max {f3p, 81} exists. This problem can be solved by

= xoeﬁot, t<c
IEa( ) - aeﬁl(t—c)’ t>c

for all @« € R. Accordingly there are infinitely many solutions as long as there is no
additional initial condition for ¢ > ¢. To generate a continuous, but at ¢ not differentiable,
solution one can choose o = z¢e®°, see Figure 2.3.

18

— = 26053
16 [ |mmm——— a=4 _-7
.......... a=8 ",‘
1Uf|---a=12 Bt
12+ --7
=10
x
sl
6k
al IR
5 ‘
0 1 2 3 4 5 6

Figure 2.3: Graphs of z4(t) for xg = 2,5y = 0.5, =0.1,c=3 and o € {260‘5'3,4,8, 12}.

To put the example with continuous solution into epidemiological context, let z(t) be
the number of infected indiviuals at time ¢ at the beginning of a disease outbreak. The
jump within the function S(t) then represents the reduction of the initial transmission
rate By to a lower By at time c¢. This could be caused by, e.g. contact restrictions.

2.2 Solution methods

In the following section elementary and numerically solution methods for ordinary differ-
ential equations are presented which are necessary for the present thesis.

13



2 Basic Definitions, Theorems and Examples

2.2.1 Elementary solution methods

Theorem 2.2.1.1. (Separation of the variables)
Let D1, Dy C R be open intervals and the functions ¢ : D1 — R and h : Dy — R be
continuous with given IVP

dx
5~ dWh(z®),  @(to) = 20, (2.8)
for ty € D1 and xy € Ds.

(i) If h(zop) = 0 holds true, the constant function x : D1 — R satisfying x(t) = x¢ is a
solution.

(i1) If h(xo) # 0 holds true, there exists an open interval D with to € D and a solution
x : D — R which can be achieved by solving the equation

/x h(lT) dr = /t:q@) 3 (2.9)

Ezample 2.2.1.2. Consider the problem

d

d—? = fz(N —x), z(tg) = x0 >0, (2.10)
with N > xg. This problem can be solved by separation of the variables choosing ¢(t) :=
and h(z) := (N — z) which leads to a logistic function

x(t) = N

. (2.11)
—NB(t— N
e (t—to) (—0—1>—|—1

Again, in epidemiological context of the spread of a disease, the solution z(t) describes
the number of infected persons at time ¢. In this example, the growth is limited by
multiplication with the term N — x(¢). This means that as soon as z(t) approaches the
upper limit N, the growth strives towards 0. In this example, N — z(t) would represent
the number of individuals still susceptible to the disease at time t, if the population size
is named by N and consists only of susceptible and infected individuals. Figure 2.4 shows
the sigmoid course of such a solution.

10 T e SR
9r e

8r Y PRs

X(t)
(2]
AY

4r .’ —p3=05 |
----- $=02

3HS S T e $=01 |
---B=005

2 ‘ ‘

0 1 2 3 4 5 6

Figure 2.4: Graphs of the logistic solution z(t) for t¢ = 0,N = 10,29 = 2 and (8 €
{0.5,0.2,0.1,0.05}.
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2.2 Solution methods

Theorem 2.2.1.3. Let D C R be an open interval and the functions a,b : D — R be
continuous with given linear IVP

% =a(t)z(t) +b(t), z(ty) = o , (2.12)

fortg € D and xg € R. Then there exists a unique solution x : D — R with
t
z(t) = eA® (xo + / e AMp(7) dT> , (2.13)
to
¢
whereby A(t) = [, a(§) d€.

Ezample 2.2.1.4. In the following we consider the linear IVP with constant coefficients
a,beR

d
d—f =azr+b, z(to) = o . (2.14)
The above theorem leads to the solution
b b
t) = — ) ealt=to) _ Z 2.15
oft) = (o + ) ot = 2. (2.15)

also shown in Figure 2.5 with some examples.

1500 !
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0 gnnrrnr..‘.:.‘..‘ o o e === T
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Figure 2.5: Graphs of z(t) for tg = 0,29 = 2 and some combinations for a,b € {1, 2, 3}.

Theorem 2.2.1.5. (Homogeneous linear ODE system with constant coefficient)
Let A € R™*™ be g constant and diagonalizable m x m-matriz with linear independent

eigenvectors v, ..., 0™ and corresponding eigenvalues z1, ..., zy with given IVP
d
ch — Az,  a(ty) = z0. (2.16)

Then the function ¥ : R — R™*™ with

e?1 (t—to)vgl) eZQ(t_tO)r()gQ) o ezm(t—to)vgm)
U(t) := : : . :
el (t—to)v’r(nl) 622(t_t0)v7(n2) . ezm(t—to)v”(fln’)

is a fundamental matrix of (2.16).

15



2 Basic Definitions, Theorems and Examples

Remark 2.2.1.6. A fundamental matriz contains basis vectors of the solution space of a
linear ODE system. In Theorem 2.2.1.5 it holds that ¥(¢¢) is nonsingular. It can be shown
that W(t) is then also nonsingular for all ¢t € R.

The solution has the form x(t) = ¥(t) - k with & € R™. This vector k can be uniquely
determined by solving the equation z¢g = U(tp) - k.

In the present theorem the diagonalizability of the matrix A is provided. For the solution
of systems with not diagonalizable matrices, please refer to [16, 33].

2.2.2 Numerical solution methods

Since only a fraction of ODEs can be solved analytically, numerical methods are required.
A first approach provides the approximation of the differential equation with a sufficiently
small value for h > 0 at ¢ using the difference quotient

dz _z(t+h)—x(t)
dt ~ h

which leads from

to the approximation

and finally

z(t+h) = x(t) + hg(t, z(t)).

If we now set

ti:t7 ti+1:t+h’7
i =x(t), wiy1 =x(t+h),

we get the iteration rule of the so—called explicit Fuler procedure
Tit1 = Tj + hg(ti, :L'Z) (217)

or as implicit Euler
Tit1 = T; + hg(tH_l, $i+1) . (2.18)

The initial condition x(tg) = x¢ of an IVP thus provides the start value of the algorithm.
In every iteration step an error occurs. This error depends directly on the selected step
size h. A much more precise method is therefore, e.g. the explicit classical Runge-Kutta
method with

k1= g(ti, i),
h h
ko=g <ti+2,$i+2k1> ,
h h
ks =g (tz‘+2,9€z‘+2k2> ;

ks = g(tz‘ + h,x; + hkg) ,

16



2.2 Solution methods
leading to

h
Tip1 = T; + g(lﬁ + 2ko + 2k3 + ka) -

For detailed informations regarding the errors of this procedures, please refer to [15].
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3 Epidemic Models

In the following sections basic models of mathematical epidemiology are presented. Using
the example of the SIR model for human—to-human transmitted diseases, basic disciplines
of analysis are demonstrated. In addition, the STRUV model for modelling vector-borne
diseases is introduced. The explanations in this chapter are based on the research in
[1, 19, 21, 22, 31].

3.1 Basics in epidemiological modelling

In the present examples the following compartments are classified which indicate the num-
ber of corresponding persons at time ¢:

e Susceptibles S(t): individuals who are susceptible to the disease and can be infected
by infectious persons

Ezposed E(t): persons who have already been infected but are not yet infectious,
e.g. because they are still in the latent period

Infected I(t): infectious individuals who can transmit the disease on contact

Recovered R(t): people who have recovered from the disease and/or are immune

e Total Population N (t): total number of affected individuals.

A selection of basic models including these compartments is shown in the Tables 3.1
and 3.2 on the pages 20 and 21. The differential equations are based on the respective
instantaneous rates of change. The core of all models is the so—called incidence term %SI
which indicates the number of individuals per time step that pass from the susceptibles S to
the exposed E or directly to the infected I due to an infection. The so—called transmission
rate B consists of the product of the per capita contact rate ¢ with the probability p that a
contact with an infectious individual leads to an infection, thus # = ¢p . This is multiplied
by the current number of susceptible persons S and the probability %, that a contact
person is infectious.

In the model with exposed E they enter the infected compartment I at a rate of k. The
I compartment is left with a recovery rate v either to the recovered R or directly to the
susceptibles S. If there is a transition in the models from the recovered R back to the S
compartment, this is done at the rate a. All the rates mentioned are positive and have the
unit [time unit] 7!, e.g. [days] !, [years] ! etc. so that on both sides of the ODE systems
we have the unit [number of individuals] - [time unit] '

A challenge in modelling with these ODE systems is the choice of the parameters. It can
be shown that an infected individual spends on average % time units in the I compartment.

The same applies to % in F and i in R. This insight enables us to determine these
variables, if statistical data are available. For example, one can choose for a disease with
a latent period of three days x = %, a recovery period of 14 days v = 1—14 and a loss of
immunity after six months o = Téo'

19
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3 Epidemic Models

Table 3.1: Basic examples of epidemiological models with flow chart and ODE system.

Model Structure ODE System
ds g
> _Fgr

Bgr i~ N
st —8
aT_ 0
dt N
ds
SIS
al  p
s B
> _Fgr
dt NS
! ) xE dE _ P
SEI |(s] o - = S KE
dl
a wkE
as B
B
—S1
seis | (g) N (pLrE ’ %:%SI—RE
~I
% =rE —~vI




3.1 Basics in epidemiological modelling

Table 3.2: Basic examples of epidemiological models with flow chart and ODE system.

Model Structure ODE System
dsS 15}
= __gr
dt NS
VS g o ar_
SIR X _Faor_
s—@— R G
dR
AT
at )
s 3
> g7
o NS + aR
1651(—1 yI il B
SIRS S I R a:NSIfryI
f
aRR dR on
a1
s 3
ﬁSI %:%SI—EE
N kE I
SEIR | (g (E) I R
88,
dt 7
dR
= =1
at )
s B8
ey
o NS + aR
BSI %:%SI—HE
N I
SEIRS | (g X (g} .0m " (R
t — L
aR dt 7
@zvl—a}?
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3 Epidemic Models

All rates in this examples are set according to the time unit [days]~'. The transmission
rate on the other hand cannot generally be derived in this way, which requires a parameter
estimation.

By applying Theorem 2.1.9 and 2.1.10 it can be concluded that these systems can be
solved uniquely on compact intervals [to,t1] C [0,+00) with (continuously) differentiable
functions S, E,I, R : [to,t1] — R. The initial conditions are given by S(tg) = Sy > 0,
I(ty) = Ip > 0 etc..

In these models we assume that the total population N at time ¢ consists of the sum of
the given compartments, e.g. in the case of the SEIR or SEIRS model

N(t) = S(t)+ E(t) + I(t) + R(t).

It applies that

N _ds 4B dI dR_
dt dt dt dt dt

and thus that IV is constant for all ¢ with N = Sy + Ey + Iy + Ry.

Of these basic models, only the SI and SIS can be solved analytically using the sub-
stitution S = N — I. In case of the SIS model this leads to the equation

I B _B _0)

which can be solved by using the separation of the variables, see 2.2.1.1 and 2.2.1.2. All
other systems, despite possible substitutions, need to be solved with numerical methods.

3.2 The SIR model including demography

In the case of disease courses that extend over longer periods of time, it can also make sense
to take demographic developments within the population into account. These demographic
elements can be integrated into the systems in the Tables 3.1 and 3.2. We consider this
using the example of the STR model, see Figure 3.1.

O

wV rA N g 7 gm

upS upl upR

Figure 3.1: Flow chart of the STR model with demography (3.1).

If we assume, for example, that the population has a birth rate of up and a natural death
rate of up and that all newborns are born susceptible, the S compartment increases by
upN newborns and decreases by ppS naturally deceased in each time step. Analogously,
the other compartments decrease by the respective number of deceased upF,upl etc.
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3.2 The SIR model including demography

which leads to the ODE system

dsS B

— =upN — upS — =51 S >0 3.1

dt “B 1225) Noh 0o=VY, (3.1a)

dl B

— = =5I- 1 In>0 3.1b

dR

o =~I —upR, Ry >0. (3.1c)
The derivation of the death rate also corresponds to those for 7, x etc.. For example, if
one assumes an average life expectancy of 70 years, one can choose up = ﬁ. The birth

rate can usually be read from statistics. For the total population N at time ¢ we assume
that N(t) = S(t) + I(t) + R(t) holds true. This leads to

dN dS dI dR

E:E+E+E:(MB_HD)N’
which means that for NV an ODE has to be solved with initial value Ny := Sy + Iy + Rp.
In this case, this can be done by N (t) = Noe(#B—#p)(t=t0),

For simplicity, however, we assume that birth and death rates are the same and can

therefore be replaced by p:= up = pup. Thus, we receive

ds 8

= = — - = > .
g u(N —S) NSI, So >0, (3.2a)
al B

— = =5 — I Iy > .2b
il A R R 0>0, (3.2b)
dR

o= ~I — uR, Ry >0. (3.2¢)

Since in (3.2) we have % = 0, it follows that NN is constant with N = Sy + Iy + Ry. If we

substitute R = N — S — I the system is reduced to a two-dimensional system

as B

_— = — — — >
— = u(N - ) - =T, So >0,
a B

_ = — — >

which must be solved numerically. However, a further analysis allows to extract more

precise properties of this system. For this purpose we rescale both sides of the equations

and divide them by N and obtain for z; := % and Ty := %

dz . IR - 5
ditl = Iu(l — 1’1) — B2, 10 = $1(t0) >0,
dz . A - A

It should be noted that the new variables £; and Z3 no longer have units. The next step
is to do the same for the time variable by introducing 7 := (v + p)t. This variable has no

) = Z1(t) with % = L 4% apd finally to the

unit and leads to, e.g. x1(7) := 23 < En df

T
i
dimensionless ODE system

dx

diTl = p(l — xl) — Roxlwg, 10 = xl(’ro) Z 0, (3.3&)

dxo

e (Rox1 — 1) 22, Ta0 = 22(70) > 0, (3.3b)
including the substitutions p := —£=- and Rg := rt

For further analysis we need the following definition:
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3 Epidemic Models

Definition 3.2.1. (Equilibrium points)
Consider a given autonomous IVP with continuous g : R” — R™

B gat),  alto) = 0. (3.4)

Then a constant solution x* : [ty,+00) — R™ of (3.4) satisfying
g(a*) =0

is called equilibrium or singular point. An equilibrium z* is called locally asymptotically
stable, if a neighbourhood X C R™ of x* exists such that

lim z(t) = z*
t—+o00

holds true for all solutions z : [tg, +00) — R™ of (3.4) with z(t9) € X.

So in our case we have to solve the equations

0=p(1—a7) - Roxizs,
0= (Rox] —1)z5

and find the so—called disease-free equilibrium x7,, = (1,0) and the endemic equilibrium

Tpp = (%0, P (1 — R%)) ) . The former occurs when the entire population is susceptible and

no infected persons are present. In the second case, a fixed proportion of the population
is always infected with the disease, i.e. endemic.
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Figure 3.2: Direction fields of the dimensionless ODE system (3.3) with p := 0.5 and
initial conditions a:gl) = (0.1,0.7) (blue/solid), a:éZ) = (0.9,0.7) (red/dashed)
and $E)3) = (0,0.1) (magenta/dotted). On the left we have Ry = 1.3 and on
the right Ro = 0.8.

The direction field in Figure 3.2 shows that the trajectories of the system with Ry > 1
tend towards the endemic equilibrium z7%,,. On the other hand, in the case Rg < 1 the
solutions tend to the disease free equilibrium z7, . These observations are no coincidence.
The following theorem helps to investigate the stability of the present equilibria in more
detail.

24



3.2 The SIR model including demography

Theorem 3.2.2. (Local stability of equilibria)
Consider a given autonomous IVP with continuous g : R™ — R™

dzx

- g(z(t)), z(to) = 20,

and equilibrium point x*. If the eigenvalues of the Jacobian matrix

J 7,,]:1,...7777/

have only negative real parts, then the equilibrium point * is locally asymptotically stable.

The explanation for this theorem is based on linearizing the ODE system for solutions
sufficiently close to the equilibrium.
In our example the following applies to the Jacobian matrix

_ (—p—Roz2 —Roz1
jg(.’L‘) o ( R0$2 Rol‘l — 1) ’

Inserting the disease-free equilibrium (1,0) into Jj leads to

w _ [P —Ro
jg(x)_<o R0—1>'
In this case the eigenvalues can be read directly from the diagonal and we get

z1=—p <0,
29=Rog—1<0, if and only if Rg < 1. (3.5)

Analogously, the local stability of the endemic equilibrium is examined and the following
result is obtained:

e If Ry < 1, there exists a unique disease-free equilibrium z7,, = (1,0) which is locally
asymptotically stable.

e If Ry > 1, there exist a disease-free equilibrium 27, = (1,0) which is unstable, and
an endemic equilibrium z7, = (R%), p (1 — R%))) which is locally asymptotically
stable.

It can even be shown that

e If Ry < 1, the disease-free equilibrium z7,, = (1,0) is globally stable.

o If Ry > 1 and zo9 > 0, the endemic equilibrium %, = (R%], p (1 — R%))) is globally
stable.

Global stability here means that the initial values do not have to be chosen near the
equilibrium, but only have to meet certain conditions, e.g. x99 > 0 in the second case.
Mathematically, the meaning of

Ro= ——— (3.6)
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3 Epidemic Models

becomes clear at this point since this value represents a threshold for the stability of the
two equilibria. Biologically, this value corresponds to the so—called Basic Reproduction
Number. This is the average number of new infections that an infected individual causes
during the course of its disease in an otherwise susceptible population. It therefore seems
logical that the disease ”dies out” if an individual infects less than one other person with
the disease. In our derivation, we have already used a method to determine this Basic
Reproduction Number using the Jacobian matrix, also called the Jacobian approach. This
is done by inserting the disease-free equilibrium in J; and checking for which threshold
this equilibrium becomes stable, see equation (3.5). Since this approach does not always
work, there are also alternative ways, such as the Next—Generation approach.

3.3 Modelling vector—borne diseases

So far we have looked at diseases caused by human—to-human transmission. However,
many diseases are transmitted to humans by so—called wvectors, such as dengue or malaria.
The carrier animals for vector—borne diseases can be, e.g. mosquitoes, fleas, flies or also
foxes and primates which have received the pathogen from a human or another animal
before or carry it in themselves.

In the following we focus on diseases such as dengue which are transmitted from
mosquitoes to humans. For this, the female mosquito must already have bitten an in-
fected person in order to absorb the pathogen before it can transmit the disease via a
second bite to another human. The modelling includes the already known groups within
the human compartments susceptibles S, infected I and recovered R. Additionally, the
mosquito population with uninfected U and infected V vectors is now also considered
which leads to an STRUV model.

ds B

—_—= —_— - > .

— = (N = 85) = SV, So >0, (3.7a)
a B

= TSV — ()l Io>0, (3.7b)
%:'ﬂ—,uR, Ry >0, (3.7¢c)
dU v

_— = _— = - > .
==t~ U= U, Up >0, (3.7d)
awv 9

= ULV, Vo >0 (3.7¢)

For the total human population we assume that N(¢) = S(t)+ I(t) + R(t). It follows that
dN _dS dI dR

— = — 4+ — 4+ —=0
dt dt + dt + dt ’
which in (3.7) leads to a constant N = Sy + Iy + Rp. The rates v and p again stand for
the human recovery and birth/death rate.
Concerning the mosquito population M at time ¢, we have M(t) = U(t) + V(t) and
receive M dU 4V
— = — 4+ —=9(t) —vM,
a = a Ta v
whereby v indicates the death rate of the vectors. Usually, such a population is subject to
seasonal fluctuations, as the reproduction depends directly on meteorological conditions.
In order to provide a first easy access, we assume for the following consideration that

¥ (t) = vM and thus % = 0. The parameter v corresponds, as already known in human
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3.3 Modelling vector—borne diseases

[
U \%4
¥(1) U
NUI
vU vV

Figure 3.3: Flow chart of the STRUV model with demography (3.7).

dynamics, to the reciprocal value of the average life expectancy of the corresponding
vector, e.g. at 10 days we have v = & [days] .

The incidence term %S V' is derived similar to the STR model. The transmission rate
[ is the product of the per capita contact rate between a human and vectors and the
probability that contact with an infected vector will lead to infection of the human. This
is multiplied by the current number of susceptible humans S and the probability %, that
a vector is infected. The second incidence term %U I is derived analogously from the point
of view of the vectors. It should be noted that the transmission rates 8 and 9 generally
do not have the same values. The difficulty in modelling is, that both parameters must
be derived from data. However, in Chapter 5-7 techniques are presented to solve this
problem in a practicable way. Using the substitutions R=N—-S—-Tand U =M -V
leads to a three-dimensional system

ds Ié]

—_— -_— — >
i ,U,(lV S) SV, SO = Ou
aI  j

_ = — — >
g MSV (v+ ), Iy >0,
av v

e —_ — >
=y M-Iy, Vo >0,

which can be transformed to

dz R A n
dfgzu(l—m)—ﬁﬂflx& 10 >0,
dz o . A

ditZ = B123 — (v + p)Z2, o9 >0,
5

%2’19(1—@3)@2—1/33"3, T30 >0,

with &1 := %, To = % and &3 := % Again, we define 7 := (y+ )t and receive analogous
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3 Epidemic Models

to (3.2)
dl‘l
? = pH(l - (L‘l) - RHl'lxg, I10 > O, (38&)
d
% = 'R,Hl’lwg — x9, 20 Z O, (38b)
dx
diTg = pVv (RV (1 — xg) 9 — 1‘3) y T30 > 0, (380)
including the values py := WTMH’ pv = ¥, Ry = % and Ry = g. Applying the
Jacobian approach leads to the Basic Reproduction Number
59
Ro=RrRy = ————
(v + wv

and by computation one can find the disease-free equilibrium z7},; = (1,0,0) and the
endemic equilibrium

. ( Rvpu +1 par (RaRv —1)  pu (RuRv — 1))
EE Ry (pp+Ru)’ Rv(pg+Ru) * RuRveu+1))

The vector dynamics can also be coupled to other models as required, resulting in SISUV,
SEIRUV etc..

The basic models presented here can be modified to simulate even more complex pro-
cesses. In the case of dengue, for example, a so—called multistrain model can be set up to
incorporate the different serotypes of the virus in the infection process. Models in which
the different age groups are taken into account with the help of partial differential equa-
tions (PDE) are also conceivable. PDEs can also be used to simulate the spatial spreading
of a diseases. Introductory examples can be found in [19, 22].

In the presented models of human—to—human transmitted diseases and vector—borne
diseases, it can be seen that the transmission rates 8 and ¢ play a prominent role in the
transmission dynamics. Control methods can therefore aim to reduce contact rates and
transmission probabilities, e.g. through contact restrictions, wearing masks and hygiene
measures in the case of COVID-19 or long—sleeved clothing, mosquito nets, and sprays in
the case of dengue. These measures have a direct influence on the corresponding trans-
mission paths. In addition, vaccinations can be used for COVID-19 [27]. In the case of
dengue, the control of the vector itself, e.g. by pesticides, plays a decisive role [36]. The
optimal use of such means is therefore of great interest.
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4 Optimization

In this chapter a parameter estimation via adjoint functions is derived. Prerequisite for
this are methods of static and dynamical optimization, based on the research in [4, 7, 11,
12, 14, 15, 17, 18, 20, 23-25, 30, 32].

4.1 Static optimization

In the following our goal is to find a minimum u, € U C R™ of a twice continuously
differentiable function J : R™ — R. The set U is also called feasible set and the function
J objective function. A common notation for such a minimization problem is

i 4.1
min J(u) (4.1a)
with
U={ueR"|hj(u) =0and kj(u) <Oforalli=1,..,01,j =1,...,1x}. (4.1b)

Alternatively, the problem can be formulated as

min J(u) (4.2a)

subject to (s.t.)
h,(u) :0, 1= 1,...,[1, (4.2b)
k](u) SO, jZl,...,lQ. (4.26)

The equality (4.2b) and inequality (4.2c) constraints including twice continuously differ-
entiable functions h;, k; : R™ — R must therefore be fulfilled at the minimum point w..
The searched solution can also be expressed with the following notation

uyx = argmin J(u), (4.3)
uel

where "arg” stands for argument. Within optimization, a distinction is made between
different types of minima.

Definition 4.1.1. (Minimum)
Consider an optimization problem as given in (4.1). A feasible solution u, € U is called

(i) local minimum, if J(u,) < J(u) for all u in a neighbourhood U C U of .,
(ii) strict local minimum, if J(u,) < J(u) for all u in a neighbourhood U C U of u,,
(iii) global minimum, if J(us) < J(u) for all u € U,

)

(iv) wunique global minimum, if J(u.) < J(u) for all u € Y.
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4 Optimization

In optimization one distinguishes between so—called necessary and sufficient conditions
for a minimum. In a first step, we assume an optimization problem without constraints
(U = R™) which is also called unconstrained minimization problem.

Theorem 4.1.2. (Necessary optimality conditions)
Consider an unconstrained minimization problem

min J(u).

uER™

The objective function J : R™ — R is assumed to be twice continuously differentiable
with local minimum u, € R™. Then the Necessary Optimality Conditions of First and
Second Order hold true

(i) VJ(us) =0,
(i) V2J(uy) is positive semi—definit.
Theorem 4.1.3. (Sufficient optimality conditions)

Consider an unconstrained minimization problem

min J(u).

u€ER™

The objective function J : R™ — R is assumed to be twice continuously differentiable. If
there exists ux € R™ so that the Sufficient Optimality Conditions

(i) VJ(us) =0,
(1) V2J(uy) is positive definit
are satisfied, then uy is a strict local minimum for J.

Ezxample 4.1.4. As example we solve the unconstrained minimization problem

Uy = arg 111161]11%% J(u),

J(u) = u + (uz = 3)° .

As gradient we receive

Va0 =y )

with
ue = (0,3) ,

since VJ(us) = 0. The respective Hessian matrix reads as

V2T (uy) = <§ g)

which is obviously positive definit. Consequently, u, is a strict local minimum, in this case
even a unique global minimum, since J is a strict conver objective function.
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4.1 Static optimization

With the addition of constraints Lagrange multipliers are used to solve the minimization
problem. Here, we only turn to the procedure for equality constraints as in (4.2b), of the
type hi(u) = 0. With the addition of inequality constraints, the so—called Karush—Kuhn—
Tucker conditions have to be checked.

Definition 4.1.5. (Lagrange function and multipliers)
Consider a constrained minimization problem

i 4.4
min J(u) (4.4a)
with
U={uecR"|hj(u)=0foralli=1,... 1} (4.4b)

and J, h; : R™ — R twice continuously differentiable for all ¢ =1, ..., (.
A twice continuously differentiable function definded by

l
L(u,A) == J(u) + > Nihi(u) (4.5)

=1

is called Lagrange function, whereby A := (A, ..., ;)T € R! are called Lagrange multipliers.

Note, that L(u,\) = J(u) for u € U. One uses the minimization problem

i L(u, A 4.6
i g L) (4.6)

to receive the solutions of the original problem (4.4). Thus, the Lagrange function is ex-
amined for the necessary and sufficient conditions in (4.1.2) and (4.1.3) instead. However,
the requirements for the sufficient conditions can be weakened to the following theorem:

Theorem 4.1.6. (Sufficient optimality conditions for constrained minimization)
Consider a constrained minimization problem with Lagrange function L as given in (4.4)—-
(4.5). If there emists (us, A\x) € R™ x R so that the gradients Vh;(us) are linearly inde-
pendent for all i =1,...,1 (LICQ) and the Sufficient Optimality Conditions

(i) VL(us, M) =0,

(ii) sTV2, L(ue, A\)s >0,
for all s € R™ satisfying Vh;(us)Ts =0 for alli=1,....,1 and s # 0

are satisfied, then us, € U is a strict local minimum for J in (4.4).

The expression

2L 9%
ou? Ou10um
Ve | o
2L 9%
OumOuy ou2,

means the Hessian matrix of £ with respect to the directions of u.
Note, that (ii) is met, if V2, L is positive definit.
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4 Optimization

Ezample 4.1.7. Consider the constrained minimization problem

Uy = arggleig{l J(u),

J(u) = uf + (uz — 3)

with

U={uecR?|u +us—1=0}.
Now we have h(u) = uj + uz — 1 and obtain the Lagrange function

L(u,N) = u? + (ug — 3)% + AMug +ug — 1)

which leads to the gradient of £

2up + A
VL(u,A) = | 2us — 6+ X
up +uo — 1
Solving the equation VL = 0 we receive

(1, As) = (—1,2,2)

and the respective Hessian matrix is given by

9 (20

which is positive definite at the point u, = (—1,2). Consequently, u, € U is a strict local
minimum of J.
4.1.8 Numerical methods

To derive iterative methods for determining local minima, one expands the objective func-
tion J around a value u € Y C R™ for s € R™ and d > 0 sufficiently small as Taylor
series

1
J(u+6s) = J(u) + VJ(u) 65 + §5STV2J(U)(5S +O(||6s]13) - (4.7)
So in case of minimization one wants to receive J(u + ds) < J(u), which leads to
VJ(u)Ts <0 (4.8)

for sufficiently small § > 0. Condition (4.8) must therefore be fulfilled by a possible
direction of descent s. Based on these findings, an iteration of the form

w(tD) = () 4 50 () (4.9)

is used. The value §() > 0 is called step size. The most intuitive direction of descent
would simply be the negative gradient

50 = —vJ(u®), (4.10)
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4.2 Dynamical optimization: Optimal control theory

since V.J(u®)T (—VJ(u(i))) = —|VJ(u®)|| < 0. This is geometrically seen even the
steepest descent direction at point u(® and called Gradient method. But since this proce-
dure often approaches the minimum in a kind of zigzag motion with many iterations, one
usually uses other search directions. Another example is the Conjugated Gradient method

s = —vJ(u®), (4.11a)
s = —vJ(u®) + D501 (4.11D)
whereby £ can be defined in different ways, e.g. according to Fletcher—Reeves

() VJ(u)TV I (u®)
C VI (u) TV J (u=D)

Another well-known application is the Newton method with the search direction

s = — [V2J(u(i))} - VJ(u®). (4.12)

This is based on the idea that the Hessian matrix should be positive definite in the case
of minimization. The problem here is that the Hessian matrix and its inverse must be
determined at the corresponding point which can be very elaborate. From this approach,
so—called Quasi-Newton methods have developed, e.g. from Broyden, Fletcher, Goldfarb
and Shanno (BFGS), to approximate the inverse of the Hessian matrix by

Au® (Ay(i) )T
(Ay@)T Ayl

Ay® (Au(i))T
(Ay@)T Aud)

Au® (Au)T

BG~1) : 4
(Ay(l))TAu(z) ’

B — I—

(4.13)

with Aul® = 4@ — 40D and Ay® = VJ(u®) — VJ (V). As starting value for B
one can choose simply B(®) = I, which stands for the m x m identity matriz. Finally, we

receive the search direction
s = —BOV (). (4.14)

With regard to the exact derivations and the different convergence rates of the procedures,
please refer to [23].
Regarding the step size, the following minimization problem must be solved in each
iteration step
5% = arg ming(r)  with (7)== J(w® + 750 (4.15)

Generally, this cannot be done analytically which means the so—called linesearch has to
be solved iteratively in the best possible way. This problem is addressed in Chapter 6 and
9.

4.2 Dynamical optimization: Optimal control theory

At the beginning of this section we provide a central tool for the following investigations:

Theorem 4.2.1. (Fundamental lemma of calculus of variations)
Let be f : [to,t1] — R a continuous function. If for all continuous differentiable functions
h: [to, t1] — R with h(ty) = h(t1) = 0 the following is given

" fon() de =0,

to

then f(t) =0 for all t € [to,t1] holds true.
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It should be noted that there are different versions of this lemma but for the purpose of
this thesis this simple form is sufficient. In the previous section we have dealt with static
optimization. In the following, however, we will deal with how to find entire optimal
functions, based on Pontryagin’s mazximum (minimum) principle. An initial example is
given by

11
min / wiz(t)? + wou(t)? dt (4.16a)
u tO
subject to (s.t.)
dx
pri Bx(t) — au(t), x(tp) = xo and x(t1) free. (4.16b)

We want to find a continuously differentiable function u : [tg, ;] — R, so that the ODE
with the continuously differentiable solution z : [to, t1] — R is fulfilled and the objective
functional .
1
J(u) = / o (t)? + wyu(t)? di
to
is minimized with respect to u. The functional J now depends on the control variable w.
It should be noted that the solution of the ODE for the state variable x depends directly
on u, which can also be expressed symbolically by z(t, u(t)).

If we relate to Example 2.1.6, where the ODE simulates the exponential growth of
newly infected people at the beginning of a disease outbreak, then in this new situation
the incidence would be influenced at each time step by the use of u control units with an
efficiency o > 0. For example, this can be done with vaccinations. At the same time, the
overall number of control measures and infections should be kept as low as possible. A
weighting between these can be done using wy,ws > 0. Generally speaking, such a problem
can be defined as follows

win [t 2(0), u(t)) dt (4.17a)
u to
subject to (s.t.)
Z—f = g(t,z(t),u(t)), x(to) = xo and x(t;) free, (4.17b)

including the continuously differentiable functions f, ¢ : R®> — R which are chained with
(t,z(t),u(t)) for t € [to,t1]. In the following we also briefly write f(¢,z,u) and g(t, x, u),
instead of f(t,x(t),u(t)) and g(t, z(t), u(t)).

Similar to the approach with Lagrange multipliers in static optimization, a continuously
differentiable adjoint function A : [to,t1] — R is introduced, resulting in the following
Lagrange function

t1

L(x,u,\) = t flt,x,u)dt +/t 1 A(t) <g(t,az,u) - Ccl;) dt . (4.18)

The latter term can be transformed using partial integration into

/ Ot ) df — / "™ g

to to dt

:/tl A g(t, 2, u) dt + /tl %x(t) dt + Mto)z(to) — A(t1)z(t)

to to
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4.2 Dynamical optimization: Optimal control theory

which leads to
t1

L(x,u,\) = ft,zu) + At)g(t, z,u) + %aj(t) dt
to

+ /\(t0)$(t0) — )\(tl)I(tl) .

Similar to the approach in the previous section, we look at how the directional derivatives
of the Lagrange function £ should behave at a minimum (z., us, As). For this we introduce
an arbitrary continuously differentiable function h : [tg, t1] — R with h(typ) = 0 and define
in the sense of the Gateaux derivative in Definition 2.0.3, e.g.

oL L(z+eh,u, ) — L(z,u,\)  dL(x+¢eh,u,\)

— = lim
or =0 € de e=0

(4.19)

This has to take the value 0 at a minimum, which also applies to analogously defined g—ﬁ
and g—f Furthermore, e.g. we obtain

d(xz +¢€h)
de

Using the majorized convergence by Lebesque and chain rule delivers

dL(z +eh,u, \)

=h. (4.20)

de £—0
:/“df@ﬁvwau) aplethetehu| o dhdteh))
to de e=0 de e=0 dt de =0
d(z(t1) +eh(t
~\#) ( (1)d€ 1))
e=0
h of (t,x,u) dg(t,x,u)  dX
= ht) (=3 + A5+ ) dt = A(t)h(t
/to ()( o AT, +dt> (t1)h(t1)
and finally at (z., us, As) we obtain
h of dg  dA
= O\ 5 =4 = | dt — h(ty). 4.21
0 /to h()<3x+)\(t)8x+dt)d A(t1)h(t1) (4.21)

Since this equation applies to any h and especially to all with h(tg) = h(t;) = 0, the
fundamental lemma of calculus of variations 4.2.1 now returns

of Jg  dA
_YJ ZJ . 2A 4.22
0 ox A) ox + dt ( )
at (T, usx, Ax) and thus one receives the adjoint equation
dA af dg
A B A 4.
= (w3 (123

In addition, (4.21) leads for any h with h(t;) # 0 in combination with (4.22) to the
so—called transversality condition
A(t) = 0. (4.24)

Regarding g—ﬁ we get with analogous approach

t1
dL(x,u+ eh,\) _ / df (t,z,u + €h) W) dg(t,z,u + €h) i@t
de e=0 to de e=0 de e=0
n Of (., u) dg(t,z,u)
= /to h(t) <au +/\(t)au> dt
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and recognize that at a minimum (., us, Ax) the optimality condition applies

_of dg
0= +A(H)5 (4.25)

The same procedure regarding g—f provides at (z, ux, A\x) the ODE constraint

d
d—f =g(t,z,u), (4.26)
since
d A h tdq(a h d
E(xjucg *<h) =/ dlA +ch) ;8 ) <g(t,x,u)—dm> dt
€ e=0 to € e=0 ¢
t dx
= h(t t —— | dt
[ nte) (st - )
and finally

dx
0=g(t - —.
g( Y "'1:7 u) dt
This leads to the following definitions and theorems:

Definition 4.2.2. (Hamiltonian)
Consider an optimal control problem as given in (4.17), then

H(t,w,u, A) = f(t,IE,U) —|—)\(t)g(t,:z:,u) (427)
is called Hamiltonian.

Theorem 4.2.3. (Pontryagin’s maximum (minimum) principle)
Consider an optimal control problem as given in (4.17) with corresponding Hamiltonian

H(t,z,u,\) = f(t,z,u) + Nt)g(t, z,u) .

If uy with corresponding x, is a minimum for (4.17), then there exists an adjoint function
A« such that

. O0H
(1) 0= %>
(i) G ==%5  At) =0,
(iii) % = g(t,x,u),  w(to) =z

is satisfied for allt € [to,t1] at (x4, usx, As). Furthermore, we have
H(t, zy, wsy M) < H(t, o, uy Ay)
for all controls w at t € [to, t1].

Remark 4.2.4. Tt should be noted that we have made strong assumptions about u and A
by assuming that they are continuously differentiable. However, this method can also be
used with much weaker properties such as v and h piecewise continuous and A\ piecewise
differentiable.
Furthermore, one can check with
0*H
u?

at (Z«, Ux, \x), if the problem is a minimization problem for H.

>0
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4.2 Dynamical optimization: Optimal control theory

Ezample 4.2.5. We consider the example

1
min/ w1z (t)? 4 wou(t)? dt
0

u

s.t.
% = Bx(t) — au(t), z(0) =5 and z(1) free,

with wi,ws, B, > 0. Defining f(¢,7,u) := wiz? + wou? and g(t,x,u) := Bx — au delivers
the Hamiltonian
H(t,z,u,\) == w1z + wou® + X\ (Bz — au) ,

with
H
(?)u = 2wot — A\,
O*H
W = 2w2 > O,
OH
— =2wiz + BA.
Oz
The necessary conditions lead to
«
=—2A 4.2
u= o, (428)
dA
E:—Zu)lx—ﬂ)\, A1) =0,
2
ﬁ:ﬁm—au:ﬁx—fmA, 13(0):5

One obtains the vector—valued linear ODE with constant coefficients

% <§> _ <_§w1 __%22> (i) . w(0) =5, A(1) = 0.

The determination of the eigenvalues provides

0= det (5‘Z = ) — (BBt - L2 =2 gy

—2&)1 —/B —Z w2 w2

which leads to two real-valued eigenvalues

w
21,2 = + 52 + 71@2 .
\/ w2

Thus, applying 2.2.1.5 the solution has the form

(i) (t) = cre™ vy + coe™luy,

whereby v, v9 stand for respective eigenvectors for z; and zo. We obtain the coefficients
c1 and co using the initial and end conditions for x and A respectively. In our example we
now set wi,ws := % and 8, := 1. Consequently we get

Uxe = s
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and

1
21:\/57 U1 = (1_\/§> 3

1
2’2:—\/5, U2 = <1+\/§> )

and solving the equation system for z(0) =5 and A(1) =0

1 1

c +c R
-v2 T i+
02616\/54-6267\/5

5:

Y

delivers
5e2v2 -5
cl = and co = .
1—v2— (14 v2)e 22 1—v2— (14 V2)e 22
14 . . . . 9
X(t) including control u(t) ’
= = =x(t) without control e 8r
4
12f .’ 1 7t
e 6
10+ e
I 5
/’ %
/’ 4
8 ’,’
-7 3
6 ’,/' 2
- ” 1 |-
2 . ! , , 0 , , , ,
0 0.2 0.4 0.6 0.8 1 0 0.2 0.4 0.6 0.8 1

t t

Figure 4.1: Optimal solution for Example 4.2.5. In the left graphs one can see the sig-
nificant difference between controlled and uncontrolled state variable. On the
right hand side the optimal control strategy is mapped, with initially high
values which decrease monotonically. In this example u corresponds to the
adjoint function A.

Remark 4.2.6. The available results of the optimal control theory can now be extended
further. There are applications in which a so—called pay—off term ¢(z(t1)) is integrated in
the objective function

t1
J(u) = @(z(tr) + [ f(E (), u(t))dt.
to
In applications this can mean that the state variable should have a value as low as possible
at the end time. In the medical field, this would be the case with optimal medication u to
reduce disease triggers x at the end of the treatment. In this case, the analytical procedure
is analogous which only leads to a change in the transversality condition

At1) = de

- (4.29)

z=xz(t1) .
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4.2 Dynamical optimization: Optimal control theory

Furthermore, the control variable u can be provided with upper and lower limits l1,lo € R
so that I; < wu(t) <l for all t € [tg,t1]. These results can be transferred analogously to
the multidimensional case, so that entire ODE systems can be examined.

Unfortunately, optimal control problems can generally not be solved analytically, so that
again a numerical method must be applied. One such algorithm is the forward—backward
sweep method. At the beginning the necessary condition 0 = %—IZ has be solved by hand
as in Example 4.2.5 in equation (4.28). If this is not possible, suitable numerical methods
like the Newton’s method or secant method are necessary. We denote the solution of the
necessary condition by @ in Algorithm 1.

Algorithm 1 Pseudocode Forward—Backward Sweep Method

1: u < startvalue, e.g. u=0

2: repeat

3: Uold < U

4 x < compute state variable depending on u and xg

5. A« compute adjoint function depending on x, u and A(t1)

6: u < update depending on w4, * and by hand/numerically computed 4
7: until ||uyg — ul| < TOL

The functions are discretized. Choosing the start value © = 0 means that the system is
solved first without control variable. The corresponding state variable is solved forward on
time scale because of its start condition, whereas the adjoint function is solved backward
on time scale due to its end condition. Possible numerical solution methods have already
been presented in Section 2.2.2. It should be noted that for the backward solutions of an
ODE, e.g. the explicit Euler changes to

ri—1 = x; — hg(ti, x5, u;)

with h = ti - tifl.

The update of the new u depends on the previous u,q, «, A and the calculated 4. Since
x as well as A cannot yet be assumed to be optimal, it is advisable to move only a part of
Uyyg towards u. This can be done by using a convex combination between these two

U = (1 — L)uold + i

with ¢ € (0,1). Regarding the choice of a norm for the termination condition there are
also several possibilities. In case of a fixed end value for the state variable x(t1) := Zepg
the transversality condition is omitted in the presented procedure and A(¢1) is unknown.
In this case, numerical shooting methods can be used to solve the corresponding optimal
control problem. Another special case occurs when both f(t,z,u) and g(¢,z,u) depend
linearly on w in (4.17). In this case, a so—called bang—bang control can be applied.

4.2.7 Optimal control including constant time delays

In the next step we investigate optimal control problems where one constant time delay
7 > 0 in the state variable plays a role. For this we consider for example

t1
min / w1z (t)? 4 wou(t)? dt (4.30a)
t

u
0
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4 Optimization

subject to (s.t.)

% — Ba(t) — au(t)a(t — 7)., (4.30D)
x(s) = (s) for s € [ty — 7, 10] , (4.30c)
x(t1) free. (4.30d)

In this case one needs a continuously differentiable (initial) history function v : [ty —
T,to] — R because of the time delay 7 which describes the course of the state variable x
before the time tg. In this example the quantitative reduction cu depends proportionally
on the state of z at time ¢t — 7. Such a system could be written more generally as follows

t1
min flt,z,xr,u)dt (4.31a)
u to
subject to (s.t.)
dz
P 4.31
W gt 2, (4.310)
x(s) = (s) for s € [ty — T, to], (4.31c)
x(t1) free, (4.31d)

including x,(t) := z(t — 7). The continuously differentiable functions f,g : R* — R are
now chained with (¢, x(t),z,(t),u(t)) for t € [to,t1]. The respective Lagrange function
reads as

t1

L(x,zr,u,\) = flt,x,zr,u)dt

to

t1 d
+/ A(t) (g(t,a:,acT,u) — a:) dt.
o dt

Slightly modified regarding the previous derivation, we introduce an arbitrary continuously
differentiable function h : [to — 7,t1] — R with h(tg) = 0 and set h,(t) := h(t — 7). The
look at the Gateaux derivation with respect to = delivers

oL . L(x+eh,zr +chr,u) — L(x, 20, u)
— = lim
Ooxr &0 €

_dL(x +ch,z; + chr, u)

B de o

Consequently, at a minimum (., Tr«, Ux, Ax) one finds

0 :dﬁ(:n + sh,d:? +ehr,u) (4.32)
e=0
t of(t,x, xr, Og(t,x, s, d\
_ /t 0 <f<8> Fap 2L | dt) dt (4.32b)
0
t of (t,z,xr,u) 0g(t,z,xr,u)
— A(t1)h(t1) . (4.32d)

The second integral (4.32c) can be transformed using the substitution t :=t — 7 into

/tlT o) (af(t + T, 2,2, u) LAt +T)E)g(t+7,x,x7,u)> gt (4.33)
t

o—T o, ox,
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4.2 Dynamical optimization: Optimal control theory

Note that in (4.33) all functions in f and g depend on t+7 and that we have =, (t+7) = z(t).
Let us now assume an arbitrary continuously differentiable h with h = 0 for all ¢ ¢
(t1 — 7,t1), then we obtain with the fundamental lemma of calculus of variations
_of dg dA

0=2C+ M5 + o (4.34)

and finally the adjoint equation for t € (t; — 7,¢1)

d\  (0f dg
== <8x + )\(t)8x> . (4.35)

The same procedure with h = 0 for ¢t ¢ (to,t; — 7) returns
_of

dg dx of dg

0 t)=— A(t 4.36
8x+ ()8x+dt+8a¢T t:t+7-+ ( +T)8xT bty (4.36)
and for the adjoint function on (tg,t1 — 7)
dA of dg of dg
—=—| =+ At)== ) - At . 4.
dt <8x A )8x> <8IT t=t+r Al +T)8$T t=t+1 (437

In summary, this results for the adjoint equation over the entire interval [tg,t1] in the
expression

dA of Jg of

A A V) =2

dt <8x A )855) <8xT
Here, X[q,4 : R — {0, 1} stands for the so—called characteristic function

1, t€la,b
i) (8) == {07 o

0
+/\(t+7)8xg

> X[to,t1—7] (t> . (438)

t=t+71 t=t+1

If we use an arbitrary continuously differentiable h with h = 0 for t ¢ (to — 7,t9), we
obtain
_of

- Oz,

dg

0
ox,

+At+7)
t=ttr

t=t+1

on (to—T,tg). Analogous to the procedure without time delay, we receive the transversality
condition A(¢;) = 0 for the adjoint equation (4.38).
If we define, based on the previous investigations, a Hamiltonian such as

H(tv T, Tr,U, )‘) = f(tv €L, Tr, ’LL) + )‘(t)g(tv €, Tr, U) ) (439)
the adjoint equation at a minimum (., Tr«, Ux, Ax) reads as

an_ on _on
dt — Ox  Oxr|_,.,

Xito.tr—7)(t),  Alt1) =0. (4.40)

It should be noted that in our approach we assumed exactly one constant time delay 7
for the state variable. This derivation can be done in a similar way for the control variable
u and with different constant time delays 0 < 71 < 70 < ... < Tg.
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4 Optimization
Ezample 4.2.8. Consider the input example

1
min/ wiz(t)? + wou(t)? dt
0

u

s.t.

dx
9 — Batt) — au(t)alt —7),
z(s) =5 for s € [-7,0] and z(1) free,

with J(u) := fol w12(t)? + wou(t)? dt and wy,ws, B, a, 7 > 0. The Hamiltonian reads as

H(t,z, zr,u,\) := wiz? + wou? + X (Bx — auz,) .

14 T T T T T T T T T 8 T T T
s X(t) including control u(t) ’ Control variable u(t)
13 [-|= = ' x(t) without control P Adjoint function A(t)
7 I~ q
N
~
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Figure 4.2: Graphical results for Example 4.2.8 with wi,ws := %, 6:=1and a,7 :=0.2.
In the upper left corner the influence of the control variable u on the state
variable x is clearly visible. To the right of it one can see the control variable u
and the corresponding adjoint A. In comparison to Example 4.2.5 the deviation
of u from A can be seen. This begins at the time £ := 0.2 which corresponds
exactly to the time delay 7 and demonstrates its influence. The lower graphs
show on the left side the development of the objective function J and on the
right side the error ||uggq — u||co depending on the respective iteration. As
initial value u = 0 is chosen and Algorithm 1 stops, when |[uolq — u/|co < 1073
holds true.
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4.3 Parameter estimation via adjoint functions

Further we receive

oH
0= —=—
ou
= 2wou — Aax(t — 1),
leading to
«
and 2

Concerning the adjoint equation we find

dX OH OH

a - or Oz lt:tJrTX[o,lfr] (t)

= 2wz — AB + a/\(t + T)U(t + 7_)X[O,l—‘r] (t) )

with transversality condition A(1) = 0. Due to the included time delay, one can see that
in this example a numerical method is necessary.

4.3 Parameter estimation via adjoint functions

In the following section it is now a matter of combining the presented techniques for static
and dynamical optimization in order to derive unknown model parameters by data fitting.
For this we suppose that a discrete data set (¢;,d;) is present in which tg < t; < ... <,
represent measurement time points and d; the corresponding data. The data points are
interpolated so that we receive a continuous function x9% : [tg, t,] — R with 292%3(¢;) =

d;. This function 2%2*2 is to be approximated by a model, e.g.
dx
e Bx(1—x), x(tg) = xo . (4.41)

We assume that the model parameters 8 and xy are unknown. A first approach would be
a kind of least squares method by solving the minimization problem

min / " (a(t) — 2% (1) dt, (4.42)

u€RF Jio

with constraint (4.41). The target variable u € R* contains the unknown parameters, e.g.
B and xg. The objective function

J(u) == /t ! (z(t) — a:data(t))2 dt

0

becomes minimal, if the model best represents the data function x%*2. Generally we
formulate this problem by
tn
min f(t,z,u) dt +p(u) (4.43a)
u€RF Jt,
subject to (s.t.)
d
—=gltwu), o) =0, (4.43)
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4 Optimization

with twice continuously differentiable functions  : [tg,t,] — R and f,g : RF*2 — R
chained with (¢,z,u) for all ¢ € [ty,t,]. Note, that x depends on t. The objective function

J:RF S R )

J(u) == flt,x,u)dt +1(u) (4.44)
to
contains an additional twice differentiable regularization term v : R¥ — [0, +00). The
regularization term is presumed to be convex and radially unbounded, which means that
(u) — 400 for ||ul|s —> +00. We form the Lagrange function

Ly, \) = t:" £ty w) dt +p(u) + /t:n)\(t) <g(t,m,u) - ‘Z) dt (4.452)
_ t:” £t 2,0) + A(B)g(t, 7, w) + %x(t} dt (4.45D)
A (to)zo — Albn)e(t) + (w) (4.45¢)
and the Hamiltonian
Ht,o,u\) = £t 2, 0) + A8t 2, 1) (4.46)

Based on analogous investigations to the previous sections, we receive necessary optimality
conditions at a minimum (z, u«, A\x) by

(1)0:38767 Jj=1, ks
(i) % =-5%5  Alta)=0,
(iii) % = g(t,z,u),  x(to) = wo.

Ezample 4.3.1. In this example, we want to test the presented method using an artificially
generated data set (t;,d;). For this purpose we consider a model of the form

d

dif =Bz(1—2),  x(0) =, (4.47)
and solve the ODE for § := 0.3 and zp := 0.1 on the intervall [0,20]. This leads with
Example 2.2.1.2 to the logistic function

o 1
z(t) = =T (0% - 1) )

Furthermore, we produce equidistant time points
0=:tyg<t1 <..<toyp:=20
with corresponding data points
d; == max (Z(t;) + 0.1n;, 0)

which include standard normally distributed noise f; ~ N'(0,1). The resulting data set
(ti,d;) is shown in Figure 4.3 on page 46. The corresponding data function z%*2 is

generated by spline interpolation with z%*2(t;) = d;.
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4.3 Parameter estimation via adjoint functions

To test the adjoint approach, we now assume the model in (4.47) is to be fitted to x92%2
with unknown parameters 5 and xg, so u := (3, 29). The objective function reads as

20
J(u) = wl/o (z(t) — xda‘ta(t))2 dt 4 wo|ul|3

with corresponding minimization problem

20
min  w; / (z(t) — mdat""(t))2 dt 4 wa|ul|3.
u€R? 0

In this example weights w; and wy are used. We set

1

Wy = e,
f020 data(1)2 di

to normalize the least squares term concerning the data function. To let the regularization
term 9 (u) = wallul|3 = wa(B% + 23) have as little influence as possible on the numerical
solution we choose, e.g. wo := 1079, The effects of this weight wy will be discussed in
more detail in Chapter 9, e.g. also in the case wo = 0.

In the first step we form the gradient of the Lagrange function

20
Ll ) = wr /O (2(t) — 2%%2(8))? dt + wa (6% + o)

+/020)\(t) <Bx(t) (1 a(t)) — Ckc) dt

with respect to u

(2w + [P AB)a(t) (1 — z(t)) dt
vu[, - < i 02(,02930 + )\(t()) > '

The Hamiltonian reads as
H(t,z,u,\) = w (z — xdata)Q + A(t)Bz (1 —x)

which leads to the adjoint equation

dA

o= 2w (e —a®) £ 20 1) BN, A(20) = 0.

The evaluation of the Hessian matrix of the Lagrange function with respect to u delivers

2 o (2 0 _ 10
Viuk _<0 2(,02>_2w2 (0 1)

and shows the direct influence of the regularization term on its positive definiteness.

In our example, we choose s := V, L as search direction and thus apply the gradient
method. Furthermore, we choose u(9) := (0.5,0.5) as start value. The pseudo code shows
that we now use the already known numerical optimization methods with respect to u,
paired with the forward—backward sweep method, because in each iteration the ODEs of
the state and adjoint variable must be solved with the current u(¥.
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Figure 4.3: Solution for Example 4.3.1. Algorithm 2 returns u = (0.28,0.13) as numerical
solution. It stops after 32 iterations at an accuracy of |J — Jyq| < 1079 with
J = 0.0167. The artificial data set (¢;,d;) was created with @ := (0.3,0.1).

Algorithm 2 Pseudocode for the adjoint approach.

1: u, 2%98% < load initial values for v and data (t;,d;)

2: x, A < solve ODE for state variable and adjoint function
3: J, VL < compute objective function and gradient regarding u
4: s < compute search direction

5: repeat

6: Jolg — J

7. 0 ¢ argming. o (9¥) with ¢(0) == J (u+ Js)

8 u<+u+ds

9:  x, A\ J, VL, s < update depending on u
10: until |J — J,q4| < TOL
11: U, Ty As, S — U, T, A S

In our example, we choose as linesearch algorithm in step 7 a backtracking algorithm
with Armijo step size rule, see [3] and Section 6.B.

The adjoint approach is examined in more detail in the research papers, see Chapter
5-9. Due to the complexity of the diseases COVID-19 and dengue, extensions of the
necessary conditions to ODE systems with and without time delay are necessary.
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5 Research Paper |: Modelling Dengue with
the SIR-Model

Peter Heidrich Thomas Gotz

The paper Modelling Dengue with the SIR-Model was written by Peter Heidrich and
Thomas Go6tz. The theoretical elaboration, formulation and calculations were done by
Peter Heidrich. Thomas Go6tz advised him on this and took over the linguistic revision of
the article. The layout of the paper is adapted to the present thesis.

The contribution is based on a lecture held on 19 June 2018 at the ECMI 2018 Con-
ference in Budapest (18-22 June 2018) and was published as proceeding in Faragd I.;
Izsik F.; Simon P.: Progress in Industrial Mathematics at ECMI 2018. Mathematics in
Industry, Vol. 30, Springer, pp 175-182, 2019
(https://doi.org/10. 1007/978—3—030—27550—1_22).

5.1 Abstract

Severe dengue outbreaks and their consequences point out the need for prognosis and con-
trol methods which can be derived by epidemiological mathematical models. In this article
we develop a model to describe observed data on hospitalized dengue cases in Colombo (Sri
Lanka) and Jakarta (Indonesia). Usually, the disease is epidemiologically modelled with
the STRUV model consisting of the susceptible (.5), infected (I) and recovered humans (R)
and the uninfected (U) and infected (V') female mosquitos. Because we do not have any
information about the mosquito population we reduce the model to a SIR model which
depends on a time—-dependent transmission rate () and fit it to the received data sets.
To solve this, optimal control theory constructed on Pontryagin’s maximum (minimum)
principle is applied in order to reach the solution with numerical optimization methods.
The results serve as a basis for different simulations.

Keywords: Dengue, Modelling, STR model, Epidemiology, Numerical simulation, Pa-
rameter fit

5.2 Introduction

Severe dengue outbreaks and their consequences point out the need for prognosis and
control methods which can be derived by epidemiological mathematical models. Dengue is
classified as a fast emerging viral disease which occurs in over 100 tropical and subtropical
endemic countries every year — especially in South East Asia, Latin America and the
Western Pacific. The dengue virus is categorized in four distinct serotypes (DEN 1 — 4).
Once infected with the virus a severe flu-like infection or in some cases a severe dengue
(dengue haemorrhagic fever) may occur. In severe course of the disease dengue fever can
lead to death. The disease is a mosquito—borne viral infection which is transmitted by
vectors like the Aedes aegypti. The female mosquito absorbs the virus while feeding on the
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blood of an infected human. When the infected mosquito bites an uninfected human the
virus can be transmitted. Thus, the human functions as a carrier and multiplier of the
virus. A transmission is followed by an incubation time of 4-10 days. Once infected, the
virus is located 2-7 days in the blood. Meanwhile the patient shows the symptoms and
can transmit the virus in a period of maximum 12 days to an uninfected mosquito. The
recovery from the infection caused by one serotype of the virus provides lifelong immunity
against this specific serotype. However, a subsequent infection with another serotype
increases the risk of a severe dengue. The transmission of the disease depends on the living
conditions for the vectors which are influenced by regional rainfall, temperature, humidity
and the degree of urbanization. The World Health Organisation (WHQO) hypothesizes that
approximately 50—100 million infections occur every year whereby latest estimates are at
390 million infected humans of which only approximately one fourth is hospitalized or
registered [6].

By private communication we received data sets of dengue cases in Colombo (Sri Lanka)
and Jakarta (Indonesia) from the local Departments of Mathematics [2, 4]. Usually, the
disease is modelled with the STRUV model consisting of the susceptible (S), infected (I)
and recovered (R) humans and the uninfected (U) and infected (V) female mosquitos.
Because we do not have any information about the mosquito population we reduce the
model to a SIR model applying the findings of Rocha et al. [1]

ds 5(t)

il H(N_S)—TSI,
a B

& - g I
7 v S (et
dR

The system is reduced from five to three ordinary differential equations (ODEs) and de-
pends on a time dependent transmission rate 5(t). In order to fit the parameters of the
model to the received data sets we implement an objective function

]l
N2

J(u) = /0 ' (I(t) — It))dt +

which shall be minimized with respect to u. The results serve as a basis for two numerical
simulations concerning the behaviour of the dengue outbreaks.

5.3 Data analysis

The available data consists of the weekly hospitalized dengue cases in the Colombo City
District and the Special Capital Region of Jakarta. To reduce the noise in the data we
smoothen it with a moving average. Each data point d; is replaced by d; = iZizo di_k
for all ¢+ > 3. In both cases a periodical behaviour with varying intensities concerning
the peaks can be recognized. In Colombo we observe half—yearly repeating outbreaks in
the midyear and at the turn of the year, the dengue outbreaks in Jakarta appear yearly
in the first quarter. The results of the fast Fourier transform (FFT) underpin these
observations since significant high values at two frequencies per year in Colombo and one
frequency per year in Jakarta can be noticed. It is assumed that this behaviour relates to
the weather conditions especially the precipitation, because the vectors of the disease need
small amounts of standing water to lay their eggs in. We apply the FFT on the appropriate
rainfall data sets and recognize that their periodical behaviour fit to the dengue data.
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5.3 Data analysis
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Figure 5.1: Dengue raw data, moving average and FFT for Colombo and Jakarta.
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Figure 5.2: Rain data and their FF'T analysis for Colombo and Jakarta.
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To substantiate the relation between rainfall and dengue data we use a cross—correlation
and finally receive significant high values at time lags between 6 to 10 weeks. Consequently,
this means that after an intensive rain period it takes approximately two months until the
dengue cases significantly rise in the cases of Colombo and Jakarta.

The clusters between precipiation and dengue data additionally show that if the average
daily rainfall is stronger than approximately 15mm to 20mm a day, less dengue data points
appear. Thus, we assume that in periods of very strong rainfall the eggs of the mosquitos
are destroyed or washed away so that the reproduction of the vectors is restricted. In the
following this border will be called cut—off.

Colombo Cross-Correlation between Rainfall and Dengue Data Jakarta Cross-Correlation between Rainfall and Dengue Data
0.6
0.4 0.4 1
0 0
0 50 70 0 10 20 30 40 50 60 70
Lags in weeks Lags in weeks
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] ] 20001
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Figure 5.3: Cross—correlation and cluster between dengue and rain data in Colombo and
Jakarta.

5.4 The SIR model

The present SIR Model includes the three usual groups of susceptible (S), infected (I) and
recovered (R) individuals:

C;f W(N = S) — @51 S(te) = So > 0, (5.1a)
dl

dt:BJ(V)SI—(aJru)I, I(to) =10 >0, (5.1b)
%:a[—uR7 R(tQ)ZR()ZO, (51(3)
N=5Sy+1y+ Ry. (5.1d)

The total population N is assumed to be constant because of the short time period. Con-
sequently, the birth and death rate are equal and named with p. The transition from
infected to recoverd individuals depends on the recovery rate a. We omit the explicit
mosquito dynamics of uninfected (U) and infected (V) vectors and use a time-dependent
transmission rate [5(t) instead, see Table 5.1.

Here By stands for the average transmission rate and [y for the degree of periodical
variation. In simulation 2 a phase—shift o is additionally included and (3 is multiplicated
with an integral of the precipitation function p.. It is defined by

wie) = { 1O pO<e

0, p(&) > c. (52)
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Table 5.1: Examined transmission rates 5(t) for Simulation 1 and 2.

Simulation 1 Simulation 2

B(t) = Bo + B cos(wt) | B(t) = Bo + B ft ;1;222% £)d¢ - sin (w (t + %))

The continuously differentiable function p(§) includes the rainfall data points p; and ¢
represents the cut-off. The interval [t — £2,¢ — ZL] is set around the time lag between
precipitation and dengue data. In the case of Colombo the time lag is 10 weeks, therefore
[t — 22,t— 3] is a possible choice.

To fit the model to the dengue data we solve the optimization problem

: T ull?
min J(u) = mln/O (I(t) — It )) dt + e (5.3)

u u

subject to (5.1). Because it is assumed that only a fraction of infected individuals are
hospitalized we establish v as hospitalization rate. The continuous function / 4(t) includes
the dengue data points d; and w consists of the parameters that shall be fitted.

Table 5.2: Fitted and fixed parameters in Simulation 1 and 2.

Fitted Parameters Fixed Parameters
Simulation 1 | u = (8o, A1, So, Io, Ro)’ N, p, o, w,y
Simulation 2 | u = (/80751a07 7_27907775071071%0), N:/%Oé:val

The integral in J(u) is based on a L? norm so that its minimization corresponds to a least
[l
N

squares method. Additionally we add a regularization term 'Zi-. Its size is much smaller

than the size of the integral therefore fOT (vI(t)—1 d(t))2 dt dominates the minimization
algorithm which is decisive for the biological context. The addition with this convex and
radially unbounded regularization term has an analytical background because otherwise
some parameters would disappear in the gradient and consequently the corresponding
columns and rows in the Hessian matriz would be equal to zero. Thus, it would be
difficult to calculate and categorize critical points. In a way this corresponds to a Tikhonov
reqularization [5]. The division by the size of the total population N is caused by the fact
that the transmission rate §(t) is divided by N in the STR model and the investigation
of the initial conditions Sy, Iy and Ry in relation to N is useful.

In order to optimize (5.3) with Pontryagin’s mazimum (minimum) principle we intro-
duce a Lagrange function

[

T T .
£(u,rr:,A)=/0 (VI() - (1)) *dt + +/0 <A(t),g(u,x(t),t)_ddit)>dt,

where A\ = (Ag, A7, Ag)’ includes the adjoint functions, x = (S, I, R)' consists of the state
variables, g = (gs, 91, gr) symbolizes the right terms of the ODEs in (5.1) and (-, -) stands

for the scalar product. The necessary optimality condition for a minimum (u*, z*, \*) is
fullfilled if VL (u*, 2*, A\*) = 0 holds.
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Solving g—é = 0 via Gateaux derivative delivers the adjoint ODEs

ds B(t) B(t)

d <M+ NI))\S_NI/\I’

d\

7dtl = '8](\?5)\54- ((OZ—FM)—BAZ(\[t)S) )\[—Oz)\R_2’7<'YI_Id)?
d\rp

a e

0 = )\S(T)a)\](T)v)‘R(T)7

and g—/\ﬁ = 0 leads to the ODEs in (5.1). In Simulation 2 the gradient of £ respect to u is
given by

gi _ Ui]éﬂi;/jagg) (D) = As(8) SOOI dt, i€ {1,..,5)
gfﬁ = 7]32+2/0T1(t) (71(t)—fd(t)) dt
6(?57 = SO%nLRo%—%—H\S(O)—)\I(O),
gui = Ro%+so%—%+>\R(0)_)\l(0)'

ug is calculated by the substitution Iy = N — Sg — Rg. The conjugate gradient method
combined with the forward-backward sweep method is applied to solve the optimization
problem numerically until ||.J(u;41) — J(u;)|| < 107 holds [3].

5.5 Results

In both simulations a time—scale ¢ in years is applied, see Table 5.3. The values of the
fixed parameters N, 1 and « are extracted from statistics of the WHO [6].

The timing of the peaks fits to the behaviour in the data sets especially in Simulation 2
because of the phase shift ¢. In Jakarta the model maps the relation between the yearly
peaks whereby the inclusion of the rain data allows a more accurate dynamical behaviour.
In Colombo the half-yearly varying oscillation proves more difficult to be reproduced
though, the adding of the precipitation again improves the dynamics of the model. Com-
paring the absolute values of the fitted parameters in both locations we determine that
similar results are achieved.
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Table 5.3: Numerical and graphical results for Simulation 1 and 2 in Colombo and Jakarta.
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6 Research Paper Il: Simulation and
Prediction of Dengue Outbreaks Based on
an SIR Model with Time—Dependent
Transmission Rate Including
Meteorological Data. An Example for
Colombo and Jakarta

Peter Heidrich Thomas Gotz

The paper Simulation and Prediction of Dengue QOutbreaks Based on an SIR Model
with Time—Dependent Transmission Rate Including Meteorological Data. An Ezxample
for Colombo and Jakarta was accepted for publication on 31 january 2021 by Interna-
tional Journal of Biomathematics, World Scientific. 1t is a theoretical deepening of the
proceeding presented in Chapter 5 and reviews the usability of the model for prediction.
The layout of the paper is adapted to the present thesis.

The theoretical elaboration, calculations and writing were carried out by Peter Heidrich.
Thomas Go6tz provided the ideas for the article and took over the linguistic revision of the
text.

6.1 Abstract

Vector—borne diseases can usually be examined with a vector—host model like the STRUV
model. This, however, depends on parameters that contain detailed information about the
mosquito population that we usually do not know. For this reason, in this article we reduce
the STRUV model to an ST R model with a time-dependent and periodic transmission rate
B(t). Since the living conditions of the mosquitos depend on the local weather conditions,
meteorological data sets flow into the model in order to achieve a more realistic behaviour.
The developed SIR model is adapted to existing data sets of hospitalized dengue cases
in Jakarta (Indonesia) and Colombo (Sri Lanka) using numerical optimization based on
Pontryagin’s maximum principle. A previous data analysis shows that the results of this
parameter fit are within a realistic range and thus allow further investigations. Based on
this, various simulations are carried out and the prediction quality of the model is exam-
ined.

Keywords: Dengue, Modelling, SIR model, Epidemiology, Numerical simulation, Pa-
rameter fit
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6.2 Introduction

In 2017 a severe dengue outbreak was reported in Sri Lanka. According to the World Health
Organisation (WHQO) approximately 81.000 dengue fever cases are registered between 1
January and 30 June — more than 4 times the numbers compared to the same time period
of the previous seven years [31].

Dengue is a mosquito—borne disease and a risk to approximately half the world’s popula-
tion and we face between 100 to 400 million cases every year in more than 100 tropical and
subtropical countries. First species of Aedes mosquitoes have been found to overwinter
even in Central Europe [7]. The four serotypes of the dengue virus (DEN-1 to DEN-4)
cause mostly just mild symptoms, however some cases progress to a severe dengue case
(haemorragic fever) and may have lethal complications. Mosquitoes like the Aedes aegypti
act as vectors for the disease. Female mosquitoes feed on human blood and may transfer
the virus to a prior virus—free human or vice—versa. Once the virus enters into a human
organism, it can be located in the blood for a period of up to one week. The incubation
period ranges between 4 to 10 days [30]. During this period the patients develop first
symptoms and the virus can be re-transmitted to other mosquitoes that feed on the blood
of the infected human. Life long immunity against a single serotype is acquired, but cross—
infections with another serotypes can increase the risk of a severe dengue progression.

The life—cycle of the vector mosquitoes depends on climatic conditions since spawning
requires the availability of stagnant water or small puddles of water. Thus, regional
rainfall, temperature and humidity are important factors. The progressing urbanization
enhances the increase of impervious surfaces and hence dengue transmission on a larger
scale. In our investigations we focus on the impact of meteorological factors for the
two model regions Colombo (Sri Lanka) and Jakarta (Indonesia). Thanks to private
communication with local colleagues, we received data sets on recorded dengue cases in
the local hospitals [1, 17]. Unfortunately, these data do not provide information on whether
these cases are mild or severe, nor on the percentage of these hospitalized cases compared
to unregistered cases. In order to take this fact into account, a hospitalization rate v will
be introduced in the following studies. The data sets are used to develop a mathematical
model concerning dengue fever in order to use the results for prognosis or to integrate
control variables such as vaccination.

Usually, vector-borne diseases are epidemiologically investigated with a vector—host
model like the STIRUV model

A~

% = M(N—S)—%SV,
% = %SV—(@—#—M)I,
Cil—f = al —uR,

CiTlt] = w—yU—%UI,
c%/ = %UI—VV,

consisting of the susceptible (S), infected (I) and recovered humans (R) and the uninfected
(U) and infected (V) female mosquitos [15, 23, 24]. Since in our case there is no detailed
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6.3 Data analysis

information about the mosquito population we reduce the model to an SIR model

ds 5(t)
— = N-—-95)—-—=51I
ar - p(t)

an TSI (a+p),
dR

The system is reduced from five to three ordinary differential equations (ODEs) via time—
scale separation and includes a time—dependent transmission rate B(t). In order to fit the
parameters of the model to the received data sets, we implement an objective function

t1 U 2
J(u):/ (YI(t) — (1)) dt + HN”2 ,

to

which shall be minimized. This optimization problem depends on v € R — which includes
the parameters that shall be fitted — and on the ODFEs of the SIR model. To solve this
optimal control theory constructed on Pontryagin’s maximum principle is applied [14, 19]
in order to reach the solution with numerical optimization methods. The results serve as
a basis for different simulations concerning the behaviour of the denuge outbreaks. The
parameter fit is also used to test the prediction quality of the model.

Also conceivable would be the addition of exposed (E) and deaths (D) compartments to
the reduced STR model. The latter would be particularly useful, if death records were
available to fit a lethality rate within the model, see the example of COVID-19 in [11].
Especially in connection with a multistrain model, this would be profitable. A multistrain
model takes into account the infections with the different virus strains and thus also the
more severe course of the disease with repeated infections [29].

However, the aim of this paper is to simplify this process by using a reduced SIR model
based on the STRUV model to investigate the methods presented as a first step.

6.3 Data analysis

The available data consists of the weekly hospitalized dengue cases in Colombo (2009 —
2016) and the Special Capital Region of Jakarta (2009 — 2017) [1, 17].

According to the data sets in Jakarta, a total population Nj = 10154584 is assumed.
With regard to the Colombo data, there is no information available whether the dengue
cases refer only to the city or to the entire district. Therefore, we assume N¢ = 1538671 as
the mean value [3]. To reduce the noise in the data we smoothen it with a moving average.
Each data point d; is replaced by d; = % Zi:o d;_j for all 7 > 3. In both cases a periodical
behaviour with varying intensities concerning the peaks can be recognized. In Colombo
we observe half-yearly repeating outbreaks in the midyear and at the turn of the year.
The intensities of the peaks at midyear double from 2009 to 2011. In the time period
between 2012 and 2014 we notice a similar behaviour. Compared to the middle of the
year the peaks at the turn of the year irregularly vary. The dengue outbreaks in Jakarta
appear yearly in the first quarter. The intensities of the peaks halve from 2009 to 2012,
approximately remain on that level until 2015 and finally quadruple in 2016. The results
of the fast Fourier transform (FFT) underpin the observed periodicities since significant
high values at two frequencies per year in Colombo and one frequency per year in Jakarta
can be noticed.
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Colombo Dengue Cases (Raw Data)

0 301 R
@
c
8
|20
=
£
mO
910
5]
Q
0 | . . . .
2009 2010 2011 2012 2013 2014 2015 2016
20 Colombo Dengue Cases (Moving Average)
A T T T T T T
f=4
8
3 201
=
£
0
] 101
@
Q
0 | f | | | |
2009 2010 2011 2012 2013 2014 2015 2016
5 «10%4 Colombo Dengue Data FFT
T T T T T T
4 |
—3 E
£
2 |
1 I B
0 M 11 T BT T -
2 3 4 5 6 8

Frequency per year

Jakarta Dengue Cases (Raw Data)

2R NN
o o o u

per 10° inhabitants
(5]

N
So
=}
©

f f I d
2010 2011 2012 2013 2014 2015 2016

Jakarta Dengue Cases (Moving Average)
T T T T T

BN
o o o

per 10° inhabitants
(4]

N
S0

2010 2011

f I { |
2013 2014 2015 2016

I
2012

09 2017

%10° Jakarta Dengue Data FFT

[fft]
-

0 1 2 3 4 5 6 7 8

Frequency per year

Figure 6.1: Dengue data from Colombo and Jakarta and results of the fast Fourier trans-
form [20, 21]. The data sets are displayed per 100,000 inhabitants.
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6.3 Data analysis

It is assumed that the periodical behaviour in the dengue data relates to the weather
conditions especially to precipitation [10, 12]. The reproduction of the vectors depends
on it since the mosquitos need small amounts of standing water to lay their eggs in.
The annual weather data show similar periodicities for rainfall and humidity whereas the
temperature is relative constant. In addition to the dengue data we received rainfall data
sets p; from Colombo and Jakarta in the appropriate time spans which are also smoothed
using a moving average p; = iZi:o pi_k. Likewise, here the FFT shows significant high
values at two frequencies per year in Colombo and one frequency per year in Jakarta.

To substantiate the relation between rainfall and dengue data we use a cross—correlation
and determine time lags around 6 weeks in Jakarta and 10 weeks in Colombo. Conse-
quently, this means that after an intensive rain period it takes approximately two months
until the dengue cases significantly rise. The clusters between precipitation and dengue
data additionally show that if the average daily rainfall is stronger than approximately
10mm to 20mm a day, less dengue data points appear. Thus, we assume that in periods
of very strong rainfall the eggs of the mosquitos are destroyed or washed away so that the
reproduction of the vectors is restricted. In the following this border will be called cut—off.

Colombo Average Daily Rainfall (Raw Data) Jakarta Average Daily Rainfall (Raw Data)
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Figure 6.3: Rain data from Colombo and Jakarta and results of the fast Fourier transform.
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Colombo Cross-Correlation between Rainfall and Dengue Data

Jakarta Cross-Correlation between Rainfall and Dengue Data
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Figure 6.4: Cross—correlation and cluster between rain and dengue data.

6.4 The SIR model

The focus of this paper is an SIR model consisting of susceptible (S), infected (I) and

recovered (R) humans

= L
Z:B](\?SI—(a—i—u)I,
Z—If:al—uR,
N=S+1I+R.

S(ty) = S0 >0,
I(ty) =1p >0, (6.1b)
R(tgp) =Ry >0,

It applies that S, I, R € C}(D,R) with C"(X,Y) = {f : X — Y | f is n times continuously
differentiable in X'} for X, Y C R. In the following we set D = [to, 1] and all investigations
are performed for ¢ in years. Since the birth and death rate p are assumed to be equal and

aN
dt

= 0 applies, the total human poplation N is constant. The transition from infected to

recovered individuals depends on the recovery rate a. The incidence term %S I describes
the number of new infections at time ¢ depending on a time—dependent transmission rate
B € CY(D,R). It is evident that explicit mosquito dynamics are not included although a
vector-borne disease is modelled. A time-scale separation — as shown in Rocha et al. [23]
— serves as theoretical principle, which shall be illustrated in the following section.
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6.4 The SIR model

6.4.1 Time—scale separation

As approach we choose the present STRUV model

PN =8 = sy, S(to) = So >0, (6.22)
ar_ ]5051/— @+, I(to) = I > 0. (6.2b)
%:(ﬂﬂm, R(to) = Ry > 0, (6.2¢)
% = (t) —vU — %UI, Ulto) = Uy >0, (6.2d)
% = %UI — vV, V(to) =V >0, (6.2¢)
N=S+I+R. (6.2f)

In addition to human dynamics this ODE includes uninfected (U) and infected (V) mosquitos
with U, V,+ € C'(D,R). Here, the function

P(t) = vM(t) + x cos (w (£ — tar)) M(t)

describes the seasonal growth of the vector population whereby M € C!(D,R) stands for
the size of the mosquito population at time ¢. In addition, the equation M (t) = U(t)+V (t)

provides

dM

o = ycos(w(t—ty)) M, (6.3)
since 440 — UM AV _ ) np(4) 4y cos (w (t— tar)) M(t) — vU (£) — vV (1),
The ODE (6.3) can explicitly be solved by

M(t) = Myes sn@t=ta) | (6.4)

whereby My = M(tpr) > 0 stands for the initial condition. Furthermore, My is related to
the average size of the mosquito population given by

_ 1 (v .
M = M, - / et s gr (6.5)
w Jo

Due to the periodicity, equation (6.5) is valid if time periods are considered over whole

years. By adding (6.3) and using the substitutions R(t) = N — S(t) — I(t) and U(t) =
M(t) — V(t) in (6.2) we receive an SIVM model

~

s 3

22— W(N—-8)— .
dI B
R~ I .
o MgSV (a+p) I, (6.6b)
dv 9
M
ddT — ycos (w (t — tar)) M. (6.6d)
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Table 6.1: Assumed parameters of the STV M model with t in years. For the constants cg
a magnitude of 10V is assumed, e.g. ¢ = 2 for k =1, 2.

Parameter Meaning
w= % Human death and birth rate (average life expenctancy ~ 70 years)
o =26 Human recovery rate (= 2 weeks)
B=ca Transmission rate between infected vector and human (unknown)
v =26 Mosquito death and birth rate (average life expectancy ~ 2 weeks)
¥ = cov Transmission rate between infected human and uninfected vector
(unknown)
N =106 Human population size (depends on investigated region)
My = 10N Average mosquito population size (unknown)
w € {27, 47} | Periodical frequency of vector population
X < In(2)w Intensity of periodical variation within mosquito population
(< 100%)

The magnitude of x is assumed to be smaller than In(2)w since

X X
max esw sin(w(t—tar)) et
teR

holds true and x = In(2)w solves the equation
2M0 = M()e% .

Table 6.1 describes the parameters adopted for our research which are derived from statis-
tics [4, 30]. In order to perform the time-scale separation we convert the SIVM model
(6.6) into an IVM model

ar  j
E_M(N_I)V_(OH_N)I’ (6.7a)
av 9
= M=)V, (6.7b)
% = xcos(w(t—ty)) M. (6.7¢)

This is based on the functionality of an SISUV model in which the class of recovered indi-
viduals R is missing. Instead infected individuals I go directly into the class of susceptible
individuals S. The recovery rate a now describes a much longer time period compared
to the STIRUV model. Consequently, o changes in its order of magnitude and with it the
transmission rate B . At this point it should be noted that the investigation of a time—scale
separation based on an SISUV model is presented here only for simplification and has
the character of a toy problem. The much more complicated procedure with an STRUV
model, which is necessary for our approach, can be read in [26]. In our new system (6.7)
a possible value for the recovery rate would be a = % [23]. After this adjustment the
parameters of the human dynamics are now in a similar magnitude of 10! and the vector
dynamics of 10'. Because of this the vector dynamic V' acts much faster on the time-scale
t compared to the human dynamics I. We consider the size ratio between the parameters
of human and mosquito dynamics which can be expressed e.g. by

I 1

v 70-26

=55-107%.
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In addition, we define v = g and ¥ = g which delivers ¥ = ¢ = 19% and provides

CZ:J\Z(N—I)V—(OH—M)I, (6.8a)
Cg:i<zi (M—V)I—VV) : (6.8b)
% = xcos(w (t —tpr)) M . (6.8c)

This system depends not only on the time ¢, but also on the parameters and in particular
. Consequently, the behavior of the solutions I(t,e) and V (¢,e) must be investigated in
dependence on very small €. Therefore, we develop a power series around ¢ = 0 similar to
the structure of a Taylor series with I(t,0) = I©) and V'(t,0) = V(9 as follows

Ite) = 1O 4 1Wey 122 4L 03,

Vite) = VO 4 vWepv®@e? 1 0@E?).
The derivations with respect to t deliver

dI(t,e)  dI©® 41

al* 2
a - at T a e+ 06,
dV(te)  av©® qyW 2
@ - @ @ ctoe),
and we receive
di(t,e) B )\ 1,(0) (0) 1
TR (N—I )V —(a+p) I +0(e), (6.9a)
dV(te) 1(9 ©)) 70) _ —17(0) 0
e <N (M v )I V) O, (0.9
M
ddt = ycos(w (t — tar)) M . (6.9¢)

Furthermore, we define a fast (mosquito) time-scale by £ = é and calculate the derivations
with respect to ¢

d_[(t, 8) o dl(t,g) - B (0) (O) (0) 2
e MO<N—I )v —(a+wI9) +0(?),  (6.10a)
a1(0)
dt
dV(t E) dV(t E) @ 0 _
A (2 (=@ [0 _ 5y (0 1 1
= = ( v ) VO ) +o(eh), (6.10b)
av(0)
dt
dM
il cos(w (t —tpr)) M . (6.10¢)
Comparing equal orders of ¢ in (6.10) in leading order O(¢°) delivers
dr©
— = - O
di ’
av©® J
“& o - 2 _ @) 100 _ 510
- ~ (M —vO) 1O — 5y,
o
a7
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We conclude that 10 = 19 (¢y) and M = M(#y) are approximately constant for very
small values of € on the fast time-scale . From this we get the inhomogeneous ODE
dv© < 9

- 9
NI(O) (fo) +u> v 4 NM(tO)I(O) (to),

dt

a b

which can explicitly be solved with Vo = V(#g) by

V() = exp <—at_€t0> : <V - 2) +§,

where t is replaced by g again. For t — oo the solution achieves exponentially fast its
equilibrium V* because ¢ >> 1

. %M(EO)I(O) (o)

On the slow time-scale ¢t we use 1) (tg) = IO (4y), M(ty) = M(fy) and VO (ty) = V* as
initial conditions. In equation (6.9b) the comparison of equal orders of ¢ in leading order
O(e~1) provides

I
— Y —vO) [0 _ 50
0 N(M v )1 A%
and finally
I a7
vO = N"° (6.11)
L1047

Consequently, in the human dynamics the expression V(%) can be substituted by (6.11)
for small values of € and we obtain

0 3 9 0
d1® - B (N_I(0)> 7NM7[( )
210 47

_ (0)
it M (o) I

Since I(®) < N and ¥ < 1 the expression %I ©) can be neglected in the denominator

which means that B
%M[(O) N 9 a1

210 47 v

We define a time-dependent transmission rate

A g _ B"g Xsin(w(t—tM))
B(t) = b= M) = e
and finally obtain
dI® _ B(t)
— _ 70 y(0) _ (0)
== (N I )I (a4 1) IO, (6.12)

Using the substitutions [y = 719 and 31 = X delivers

B(t) = Boelrsm™@t=t)) 5 By (1 4 By sin (w (t — tar))) - (6.13)

The procedure shown illustrates the idea of the incidence term in our SIR model in (6.1).
It should be noted that we reduced the number of the four unknown parameters My, 5, x
and ¥ to By and S.
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6.4.2 Alternative derivation of ((t)

In the following, an alternative derivation of the incidence term is outlined based on
considerations using probabilities [15]. Again we assume that the size of the mosquito
population at time ¢ can be approximated with M(t) = Mpes sn@(t=ta)) - Tet i be the
per capita contact rate per unit of time between a human individual and mosquitos. If
we assume that the number of contacts until time ¢ behaves proportional to the size of
the mosquito population, then s fti) M (7)dr describes the number of contacts a human

individual had with vectors until time ¢ and %K, ftto M(1)dr = kM(t) the number of
contacts per unit of time. For example with a constant vector population My the number
of contacts until time ¢ is described by kMy(t — t9) and the number of contacts per unit
of time by xkMj. If we use the probabilities in Table 6.2 as a basis the incidence term of

Table 6.2: Probabilities to transmit the disease when a human comes into contact with a

mosquito.
Value Meaning
p1 Probability that a vector had a blood meal from a human
% Probability that the blood meal was from an infected human
P2 Probability that the disease was transmitted to the vector
03 Probability that a contact with an infected vector leads to

a transmission

P =p1 %pgpg Probability of disease transmission in contact with a vector

new infections per unit of time with .S susceptible individuals can be expressed by

M(t
kM (t)p1p2p3 ST

KM(t)-p-S= N

Here, kM (t)p stands for the expected number of transmissions at kM (t) contacts per unit
of time for one human individual.
The time—dependent transmission rate is described by

B(t) = kM(t)p1paps = kMoppapses St

which complies with

B(t) = ﬂ0651 sin(w(t—tar)) Bo (1 + Bysin (w (t —tar))) , (6.14)

using the substitutions By = kMyp1pop3 and B; = X. Again we receive an approach for

the incidence term of our SIR model in (6.1).

6.5 Data fit analysis

Let be I¢, I! € C'(D,R) whereby I¢ includes the smoothed dataset from Colombo and
I from Jakarta. In order to fit the number of infected individuals I to the dengue data
set I¢ € {I¢, I}, we analyze an objective function J € C*(R!,R) and the minimization
problem

t1 ull2
muin J(u) = mgn /t (vI(t) — Id(t))zdt + HNH2 (6.15a)
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subject to
ds B(t)
@ _ gy =Sy > .
o w(N —95) N ST, S(tp) = S0 >0, (6.15b)
I B(t)
R _ = > .
g N SI—(a+p)l, I(ty) =1 >0, (6.15¢)
d
d—lf =al —uR, R(tp) =Ry >0, (6.15d)
N=S+I+R. (6.15€)

It is assumed that only a fraction of infected individuals is registered or hospitalized,
therefore we implement ~y as hospitalization rate [30]. Although -~ is independent of units,
in the following we refer to this as a rate. The term ftil (vI(t) — Id(t))th > 0 becomes
small, if vI is fitted to I%.

In (6.15) we consider a least squares method, based on a L? norm. The convex and
radially unbounded control term llull’/N? has direct influence on the definiteness of the
Hessian matriz and represents a kind of Tikhonov regularization [27]. Due to the weight-
ing with 1/n? its influence on the minimzation is negligible compared to the integral
S (v () = 1(1))* .

The vector u € R! includes the initial conditions of the ODE Sy and Ry the hospital-
ization rate v and the unknown parameters of the transmission rates (3(t), see Table 6.3.

Table 6.3: Utilized transmission rates 3(t) and corresponding parameters in Simulation 1

and 2.
Simulation 1 Simulation 2
B(t) = Bo+ Bisin(w (t +¢/52)) | B(t) = Bo+ B ftt:nn;/;; pe (1) dr - sin (w (¢ + #/52))
u = (/607 ﬁlv @y, Sﬁv RO)T U = (/807 ﬂl? C,1M2,¥,7, SO; RO)T

Here 3y stands for the average transmission rate and (31 ftt:nzl/j pe (7) d7 in Simulation 2,

respectively 1 in Simulation 1, for the degree of periodical variation. A phase—shift ¢ in
weeks is included which corresponds to —t,s in (6.4). The precipitation function p.(7) is
defined by

pe(T) = { p(r),  plr) i 2 (6.16)

Here, p(7) € C}(D,R) includes the smoothed rainfall data points p; and c represents the
cut—off. As described in Section 6.3, it is assumed that extremely heavy rainfall destroys
the mosquito eggs and disrupts population growth. For this reason, p. is set to zero in
this case, so that §(t) = By applies at this time point. The interval [t — m2/52,¢ — m/52]
is set around the time lag between precipitation and dengue data. Thus, in Colombo
[t — 11/52,t — 9/52] is a possible choice, due to the corresponding time lag of 10 weeks.
The transmission rate 3(t) directly influences the so—called Basic Reproduction Number

B(t)

Ro(t) = atp

(6.17)

70



6.5 Data fit analysis

which indicates how many new infections an infected person causes on average during his
illness in an otherwise susceptible population. It should be noted that in our case this is
time—dependent due to the transmission rate.

To solve the optimization problem with a Lagrange function £ : R! x CY(D,R%) — R
we implement adjoint functions Ag, A\;, \r € C*(D,R) as Lagrange multipliers. In order
to simplify the notation we define the functions z, A € C! (D,R3) with z = (S, 1, R)T,
A= (Ag, A[,)\R)T and g : D x C! (D,Rg) x Rl — R with g = (gs,gj,gR)T whereby gs, g1
and gr symbolize the right sides of the ODEs in (6.15). Finally, the Lagrange function is
defined by

" a2, lull® dx(t)
L(u,z,\) = / (vI(t) = I(t)) dt + e +/ A(t) (g(t,x(t),u) - ) dt. (6.18)
to

to

The necessary optimality condition for a critical point (u*,z*, \*) is fullfilled if
VL (u*,z",\*)=0. (6.19)

Here, z* and \* represent the state and adjoint functions which belong to u*.
In the following, the results refer to 3(t) in Simulation 2, see Table 6.3. The analysis in
this regard can be found in the Appendix 6.A. From there we get the gradient

VuLl(u,z,\) = VJ(u)

of the Lagrange function with respect to the directions of u

oL(u,x,A) 2 1 [ oB(t)
Tl =R M el CUCRY 2R D) ECHOR S
i=1,..5,
OL(u,x,\) 2 h d
g = T +2/t0 I(t) (*y](t) .y (t)) dt,
OL(u,x, A 2
(;2;“") = Sosey +As(to) = Arlto).
OL(u,x, \ 2
(8u8) = Rogz +Ar(to) = Ar(to).
The partial derivatives of 3(t) = By + f1 f::;;l/g Pe (T) d7sin (w (t + ¢/52)) are given by
81) _
dbo 7
t—n1/52
9B(t) _ / pe (7) drsin (w (t + #/2))
b t—m2/52
98(1) 0, if p(1) < cor p(r) > c for all 7 € [t — n2/52,¢t — m/52]
de c (Z?:o @ -3 dl’j%’)) Brsin (w (t + ¢/52)) , else,

a; < b; < a;+1 < bjyq with a;,b; € p_l<c) )

9B(t) Pe (t — m2/52)

o © sz snwlires),
aﬁ(t) _ wcos (OJ (t + 90/52)) t—m1/52
W o 59 Bl [_n2/52 De (’T) dr.
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Equation (6.19) is solved respect to the directions of = using Gateaus derivatives [8]. This
leads to the ODEs of the adjoint functions

dAs  _ (”4—&](\?]) )\S—@I)\I (6.20a)

At N ’

X t t

=L = B](V)S/\g + ((a + ) — BJ(V)S> A — adp — 27(71 - Id> . (6.20D)
X

dTR = ur. (6.20c)

Additionally, we receive the so—called transversality conditions, known from Pontryagin’s
maximum principle [19]

As(ti) = 0,
Ar(ty)) = 0,
Ar(t1) =

Since the optimization problem depends on the adjoint functions these ODEs need to be
calculated. In the case of Ag(t) this can be done analytically by

Ar(t) = Ag(to)e! .
As Ag(t1) = 0 it follows that
0 = Ag(t1) = Ag(to)e!™
and thus Ag(tp) = 0 because e # 0. Consequently we obtain

Ar(t) =0.

Solving (6.19) respect to the directions of \ via Gateaux derivatives delivers the state
variable ODEs

s B(t)

- = w(N—8)— 5281, (6.21a)
W= P (ot (6.21b)
Lz—]: = ol —uR. (6.21c)

If (u*, 2*,\*) is a minimum of L(u,z, \), it follows that
Ju*) = Llu*, 2%, ) < Llu, 2, \) = J(u)

for all admissible solutions (u,z, ) which preoccupy the state variable ODEs in (6.21).
Examining whether the sufficient condition is satisfied in (u*, x*, \*) is extensive because
the Hessian matriz of L(u,x,\) needs to be investigated. However, at this point it is
noted that for (u*,z*, \*) a maximum of the objective function is excluded since J(u) is
bounded from below and unbounded from above.
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6.6 Results

The optimization can be solved numerically using the forward—backward sweep method
combined with a Quasi—Newton (BFGS) or (Conjugate) Gradient algorithm. The step
size determination is performed with a backtracking method using the Armijo rule [2, 5,
6, 9, 14, 16, 18, 25]. The procedure stops when ||J,+1 — Ju|l2 < TOL is fulfilled. The
detailed procedures of the algorithm used are shown in the pseudocode in Appendix 6.B.
Compared to (6.15), a slightly modified objective function J is used in the program

]|

1 t d 2
J(u)_imaxtepfd /to (vI(t) — I(t)) dt + NT

Fixed parameters like the recovery rate, average human life expectancy and total poplu-
ation sizes in the respective regions are derived from statistics and the received data sets
11, 3, 17, 30, 32].

6.6.1 Numerical results of the parameter fit

In the following section the data fit without direct influence of rain data is called Sim-
ulation 1 and Simulation 2 includes the rain data. The results of the parameter fit are
presented in Tables 6.6 and 6.7.

First we compare the results of the simulations in the respective locations. All param-
eters except (1 can be compared directly. In both cases the order of magnitude of the
fitted parameters is the same, i.e. the addition of the weather data in Simulation 2 does
not fundamentally change the results. In Jakarta and Colombo this addition causes an
optimization of the objective function .J by about 11-13%. Due to the adjustment of the
phase shift ¢ the timing of the extrema and turning points in /I fits in most cases to the
corresponding peaks in the data sets I¢. For example, this can be seen in Jakarta 2012
and 2017 and in Colombo 2013-14. The addition of the rain data causes an increase of the
dynamics within the model whereby detailed fluctuations are reflected within the respec-
tive seasons, e.g. in Jakarta in 2009 and 2013 or Colombo in 2012 and 2014. Especially
in Jakarta, the ratio of the peaks to each other is well reflected. Concerning Colombo,
this only applies to certain years. The reason for this could be that due to the very large
fluctuations, a shorter period of time would be more effective for the parameter fit.

In the following we compare the results between Jakarta and Colombo. In Simulation 1
the fitted parameters hardly differ from each other in both locations. In Simulation 2
the values are also in a similar order of magnitude but slightly larger deviations can be
detected. This is caused by the different weather conditions which influence the develop-
ment of the local mosquito populations and thus the spread of the disease. The size of
the cut—off parameter c is in a realistic range with about 16mm in Jakarta and 10mm in
Colombo. The same applies to the adjustment of the integration limit depending on 7,
whose values with 7 weeks in Jakarta and 10 weeks in Colombo match the corresponding
timelags between rain and dengue dates, see Figure 6.4. The hospitalization rate  is also
in a realistic range with about 30% in both regions. To compare the degree of periodical
variation we examine the size of the term

_m B )
51/ ,, Pe(7)dT <P 77252771 ce=:f. (6.22)
t

We get B1 = 24.91 for Jakarta and (8 = 14.49 for Colombo.
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Table 6.4: Relation between the degree of periodical variation and average transmission
rate in Simulation 1 and 2.

Jakarta | Colombo
Simulation 1: 81/5, | 0.16 0.22
Simulation 2: 61/g, | 0.46 0.44

Table 6.4 shows that the relationship between periodical variation and the average trans-
mission rate leads to similar results in Jakarta and Colombo. These also allow conclusions
about the behavior of the mosquito population. Provided the size of the vector population
can be modeled by M (t) = Myew S*@t+4/52) the term

eXsin(w(t+5)) ~ 1 + X sin <w (t + 5—2))
w

describes the seasonal variation of the mosquito population. As shown in Section 6.4 in

Simulation 1 the fraction % approximately corresponds to the size of the expression %

Since | X sin (w (¢ + #/52))| < 0.22 applies for X = %, we can conclude that the size of the
mosquito population varies by a maximum of approximately 25%. In Simulation 2 the

term " _
+— 01

51/ > pe(T)dT < b

Bo t— 32 Bo

corresponds to a time—dependent expression @ with x : D — ]R(')F . Using the result from

Table 6.4 we get ’X(t) sin (w (¢ + <p/52))‘ < 0.46 and consequently a variation of at most

w
about 50%.

The transmission rate graphs show the periodicity associated with the dynamics within
disease transmission, see Tables 6.6-6.7. The influence of the cut—off parameter c is clearly
visible. Using the values for 5y and (; respectively B, restricting intervals for the Basic
Reproduction Number R(t) can now be determined from equation (6.17), see Table 6.5.

Table 6.5: Limiting intervals to the order of magnitude of the Basic Reproduction Number
Ro(t) = Bt)/a+u in Jakarta and Colombo.

Jakarta | Colombo

Simulation 1 | [1.5,2.1] | [1.4,2.2]

Simulation 2 | [1.1,3.0] | [0.7,1.8]

It can be seen that in Simulation 1 very similar limits exist for both locations. However,
there are larger differences in the second simulation. It is also noticeable here that in
Colombo the value can temporarily fall below the barrier Rg = 1 with maximum fluctua-
tions.
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Table 6.6: Results of Simulation 1 and 2 based on the data sets from Jakarta. The total
population size is assumed to be N = 10154584. The following parameters are

fixed: «, u,w,n1.

Parameters | 5y 51 c 7o © ~y a Y w
Simulationl | 46.71 7.47 / 1041 0.26 26 1o 27w /
Simulation2 | 54.01 84.69 15.77 6.97 9.12 0.34 26 1l/e9 27 6
Jakarta (Simulation 1) Jakarta (Simulation 2)
% R [ 10 % AU [ 19
E 15l | =0 ditted E 15l | =0 ditted
Q Qo
] [
E10f €10
5 5 !
g > ~ /; g b - o
2%09 2610 2611 2(;12 20‘13 2614 2615 2016 2017 20009 2610 2(;11 2(;12 20‘13 20‘14 20‘15 20‘16 2017
So = 5552245 Iy = 2079 So =4652792 Iy = 1772
Ry = 4600260 J =114.13 Ry = 5500020 J =102.63
55 Jaka‘rtaTran‘smissiov"l Rate (§imu|ati?n 1) ‘ . Jaka‘rtaTran‘smissiop Rate(§imu|ati9n 2) ‘
sol 70
g Ze0
sl 3
50
a0t L L . . . . . k| 40 . . . . . . .
2009 2010 2011 2012 2013 2014 2015 2016 2017 2009 2010 2011 2012 2013 2014 2015 2016 2017

B(t) = Po + B1sin (w (t + ¥/52))

B(t) = o+ B [ pel(r)drsin (w (t+ 5))
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Table 6.7: Results of Simulation 1 and 2 based on the data sets from Colombo. The total
population size is assumed to be N = 1538671. The following parameters are

fixed: «, u,w,n1.

Parameters | (5 51 c % ~y a B w M
Simulationl | 47.71 10.39 / 10.60 0.37 26 s 4w/
Simulation2 | 32.54 99.64 9.45 9.80 9.35 0.33 26 /75 4w 9

Colombo (Simulation 1)

w
=}

2 | [ TS
—1(t) (fitted

N
o

=
o

per 10° inhabitants

i~ ¥R

0 . f I . . .
2009 2010 2011 2012 2013 2014 2015 2016

Sp =838311 I =321
Ry =700039 J =63.80

Colombo Transmission Rate (Simulation 1)

35 L L L L L L
2009 2010 2011 2012 2013 2014 2015 2016

B(t) = Po + B1sin (w (t + ¥/52))
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w
=}

—(t) (fitted

N
=)

=
o

per 10° inhabitants

0 . d L . . .
2009 2010 2011 2012 2013 2014 2015 2016

So = 1238470 Iy = 302
Rp=299899 J =55.44

Colombo Transmission Rate (Simulation 2)

20 L L L L L L
2009 2010 2011 2012 2013 2014 2015 2016

B(t) = o+ B [ pel(r)drsin (w (t+ 5))



6.6 Results

6.6.2 Prediction quality of the model

With regard to the intention to use control methods to reduce the spread of disease,
the predictive quality of the model plays a major role. In the following, the parameters
included in u = (Bo, 81, ¢, M2, ¥, ¥, So, RO)T are fitted up to a time ¢ € D. The model sub-
sequently uses these parameters and makes a prediction to the end time ¢;. In Simulation
3 we use the available rain data and in Simulation 4 the average rainfall data of previous
years within the prognosis interval, see Tables 6.9 and 6.10. To give more weight to current
than to past data we introduce a weight function H : D — RT with

H(t) =w-exp (—(t_f) )—i—z.

202

The parameters w = 50, 0 = % and z = 1 are selected so that the period of the last four
weeks before ¢ is weighted considerably more strongly. Hence, we solve the minimization
problem

[l

muinJ(u) = m&nmatheDId/fﬂ(t) (fyI(t) - Id(t))zdt—k (N>2 .

to

In the following simulations the end time ¢ of the parameter fit is chosen so that in the
previous 4-8 weeks the number of dengue cases increased significantly. In practice, this
optimization should be constantly updated. Additionally we calculate based on the L'
norm

£ - /t“ [yI(t) — 1(1)| L /tl i) - 10|

dt and &= .
MaXye[3,i41] 14(t) ty —t MaX;efj 1] I4(t)
and additionally in Colombo

B2 () — Tt
&:2/ VI (t) (t)]
t

dt.
max Id(t)

te[ti+1/2]
These values are used to determine the deviation of the model in relation to the corre-
sponding maximum value within the data. Although the forecast for the coming season is
in the foreground, the model also reveals tendencies in the following years.

In Jakarta, the respective forecasts for the following year apply well to both simulations.
The relation of the predicted peak to the previous one is accurately reflected. The course
of the following years is also determined by the model. In some years the forecasts for
the coming season are slightly better with the average rain data of the previous years in
Simulation 4 than with the actual ones. However, the long—term predictions clearly show
better results with the real rain data, see Tables 6.8 and 6.9. In comparison, the simulations
in Colombo show greater difficulties in making accurate forecasts. It is noticeable that the
model in the shortened time periods [to, f] of the parameter fit can be better adapted to
the dengue data than over the full time scale D, e.g. for £ = 2013 — 1week. Due to the
half-yearly frequency of the peaks and their strongly fluctuating intensities, the forecasts
for the coming half-year are much better than for the entire following year or even the
following years. The half—yearly short—term predictions provide useful values which reflect
the correct relation to the previous dengue eruptions. Beyond this period, the model
becomes inaccurate, e.g. for £ = 2012 — Iweek. In terms of short-term forecasting, the
actual rainfall data in Simulation 3 delivers better results. In contrast, the long—term
prediction is better with the averaged rain data in Simulation 4, see Tables 6.8 and 6.10.
The t-test concerning the residuals » = vI — I shows in Jakarta as well as in Colombo
that r is not normally distributed A/(0,0?) in most cases [22].
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Table 6.8: Medians of the numerical deviations between model and dengue data.

Simulation 3 Simulation 4
Jakarta Colombo | Jakarta Colombo
&1 1 0.22 0.26 0.22 0.19
& | 0.24 0.27 0.63 0.23
E |/ 0.23 / 0.24

6.7 Conclusions

The present paper shows that an SIR model with a time-dependent transmission rate
represents a practicable alternative to the usual SIRUV model. Especially with regard to
the adaptation of unknown parameters based on real data sets, the strength of this reduced
system is evident, since missing information on the corresponding mosquito population is
no longer an obstacle. However, the results obtained do allow conclusions to be drawn
about the periodic fluctuations within the vector populations. The parameter fit depends
strongly on the quality of the collected data sets. The addition of weather data shows that
the local precipitation has a considerable influence on the periodic outbreaks of dengue. It
has also been shown that the SIR model is particularly suitable for short—term forecasts,
in the case of Jakarta even for longer periods. A useful application is when the system
is constantly updated with data to adjust the parameters perpetually. In return, the
fitting period should not be too long, as the spread of the disease can only be simulated
meaningfully over short periods of time with such a model. The prediction of the intensity
of the next dengue outbreak offers the possibility to apply possible control methods like
vector control or information campaigns for prevention. To optimize the degree of control
Pontryagin’s maximum principle can be used with the optimal control theory. Here it was
shown that this can also be used to adapt the model parameters to the real data. Due to
similar structures with regard to the transmission pathways of the disease, an application
of the model to other vector—borne diseases such as Malaria or ZIKA is also conceivable.
With regard to dengue, the development of a much more complex STR multistrain model
with a time—dependent transmission rate is desirable in order to represent the dynamics
of the disease even more realistically. Furthermore, the addition of exposed (E) or deaths
(D) compartments is also preferable, provided that appropriate data sets are available for
the latter.
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Table 6.9: Simulation 3 and 4 for Jakarta. Simulation 3 is based on the actual rainfall

data whereas Simulation 4 is run with the average rainfall data of the previous
years. The parameter fit is executed in the interval [to, f] (red). The prediction

follows for [Z,¢1] (blue).

t = 2016 + 8weeks

Jakarta (Simulation 4)

20 Jakarta (Simulation 3) 20
E ..... |d([) .Q ..... |d(l)

S 15 —(t) (fitted) 15 —1(t) (fitted)
':-: [—(t) (predicted) -‘_.: —11(t) (predicted)
€10 €10
w0 0
o o
T o5 T 5

[ [

a B =1 : . 4 i

o =
2009 2010 2011 2012 2013 2014 2015 2016 2017

&=/

0 = ;
2009 2010 2011 2012 2013 2014 2015 2016 2017

& =0.09 & = / E =0.17

t = 2015 + 8weeks

Jakarta (Simulation 4)

2 Jakarta (Simulation 3) 2
@ [ [ [ [ T ] e 90 <« T T T T T 1%
E 15l :7:(‘) (ftted) 5 15 :7|(t) (ftted)
s ~1(t) (predicted) s 4l(t) (predicted)
[} [}
€10 €10
0 r
o o
o osf o5

@ H @ d

= o 0 A=A A A

2009 2010 2011 2012 2013 2014 2015 2016 2017

0 . . Bt f . ! f
2009 2010 2011 2012 2013 2014 2015 2016 2017

=019 & =0.10

£ =014 & =0.11

t = 2014 + 8weeks

Jakarta (Simulation 4)

0 Jakarta (Simulation 3) 0
e | NG e A o

S 30l 1) (itted) 540 —I(0) (fitted)

ﬁ —(t) (predicted g —(t) (predicted
g g2

£20 £
s w20

S0l 2

5 N\ A 5 10

\ . NS A - o

= ol e g o nd = ol = Nopm ALY

2009 2010 2011 2012 2013 2014 2015 2016 2017 2009 2010 2011 2012 2013 2014 2015 2016 2017
£ =025 & =0.38 £ =035 & =0.69

t = 2013 4 8weeks

20 Jakarta (Simulation 3) 0 Jakarta (Simulation 4)

@ N |d(l) ,@ ..... |d(l)

S1s —AI(0) (fitted) S 40 —1(t) (fitted)
5 [—(t) (predicted 5 [—(t) (predicted
K] ®30

=y £

0 w20

o o

55 510

@ 3 | [} -

Q i X 7 = o = NS — M d

2009 2010 2011 2012 2013 2014 2015 2016 2017

o = 7,
2009 2010 2011 2012 2013 2014 2015 2016 2017

=019 & =0.10

&1 =015 & =0.56

t = 2012 4 8weeks

Jakarta (Simulation 4)

Jakarta (Simulation 3)
50 T T T T ] |- d 6o T T T T T KN 7 |- d
@ () @ 1
S 40t —1(0) (fitted) ] —1(0) (fitted)
z [—11(t) (predicted) =40 1) (predicted)
© 30 ©
= =
£ £
0, 201 0
S S 20
g_lo 7 NS, ‘é’_ o o
P T o e e A et
2009 2010 2011 2012 2013 2014 2015 2016 2017

& =031

0 ! A i
2009 2010 2011 2012 2013 2014

2015 2016 2017

&9 =0.48 £ =029 & =0.89

79



6 Research Paper 11

Table 6.10: Simulation 3 and 4 for Colombo.

Simulation 3 is based on the actual rainfall

data whereas Simulation 4 is run with the average rainfall data of the previous
years. The parameter fit is executed in the interval [to, f] (red). The prediction

follows for [t,#1] (blue).
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Appendix

6.A Appendix A: Analytical derivation of the parameter fit

We consider the Lagrange function

t ull2 t1 "
L(u,z,\) :/t (vI(t) —Id(t))th—}- |NH2 +/t AT (g(t,x(t),u) — ddit)) dt. (6.23)

The last summand in (6.23) corresponds to

/t: AT (g(t,w(t),u) _ da;’l(tﬂ) dt = /t: As(t) <gs(t,x(t),u) - dfﬁ”) dt |
+/tt Ar(t) <gf(t,x(t),u)_‘“:i;)> :

We exemplarily examine

/tlAI(t) (gz(tvw(t%u) - d;(;)) dt = /t M Ogi(t (), W) dt—/tl)\f(t)CL;(tt) dt ,

which leads to

| wiartesto o des [ PED 1) it - A1),

by applying partial integration. Furthermore, by substituting Iy = N — Sg — Ry and
g1(t, z(t),u) we obtain

[0 (ot - S0 o =[x (Ps010) - @ 1) d
+ /t :1 dAdIt(t) I(t) dt

+)\[(t0)(N — S — Ro) — )\I(tl)I(tl) .

Analogously, we receive for the other summands

/t: As(t) (gs(t,:c(t),u) - dfh(f)) dt = /t: As(t) (u (N —S(t) — ﬂj(vﬂs(t)[(to dt

t dAs(t)
+ /t S () ar

+As(t0)So — As(t1)S(t1)
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and

/ elt) (gnts (0,0 - ) e - [ w0 (a1) — o)

to

" dAg(t)
+ /to N R di

FAr(to)Ro — Ar(t1)R(t1).

The necessary optimality condition for a critical point (u*,z*, \*) is fullfilled if
VL (u*, 2", ) =0

We compute the partial derivatives of L (u,x, \) with respect to u; for i = 1,...,5

. wll2 1

+ 2 ttl () <ﬁ(t)5(t)l(t)—(oe+u)l(t)> it

811,@‘ N
and obtain
OL(u,z, \) 2 1 (1 0B(t)
o Ut N ow (Mt = As () S T(2) dt

The partial derivative with respect to v = ug is calculated with the chain rule

OL(u, x, A 8 ul? b

_ ]32 +2/1I(t) (VI(t) — I(t)) dt.

In addition, we exemplarily compute the partial derivative with respect to Sop = uy

oL(u,z,\) 0 [ w||? ) P
ou; 350 N7 T gg s (t)So + 5o Ar(to)(N = So — Ro)

which can be done analogously for Ry = ug. In summary, we receive the gradient
VuLl(u,z,\) = VJ(u)

of the Lagrange function with respect to the directions of u

i=1,..5,
o) _ ]52+2 /t 1(t) (71() — 1(0)) dt.
W = So 5 + As(to) — Ar(to),
fw ~ Ry N2+AR<t0>—AI<to>-
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6.A Appendix A: Analytical derivation of the parameter fit

The partial derivatives of 3(t) = By + b1 ft n1/52 pe (T) d7sin (w (t + ¢/52)) are given by

t—mn2/52
B() _
9Bo ’
t—m1/52
951) _ / pe (7) dr sin (w (¢ + ¢/52)) |
b t—mn2/52
98(%) 0, if p(7) < corp(r) > cforall T € [t —m2/52,t —m/52]
gc c (Z?:o @ > dm) Brsin (w (t +¢/52)) , else,
dr

a; < by < ajy1 < bjyq with ag,b; € p_l(c) ,

9B(t) Pe (t = m2/52)

o Tﬁl sin (w (t + #/52)) ,
08(t) _ wcos (w (t + ¢/52)) t—m1/52
W o 59 /81 /tn2/52 Pc (’T) dr.

In the cases of c and 7y we have to take a closer look at the function G : R?> — R with

(c,m2) f pe(T)dT whereby in our application [a,b] = [t — m2/52,t — m/52] holds true.
Slnce p(7) is a Contlnuous function p~! ((—o0,¢)) = {r € R: p(7) < c} is a open set. If
we define D, = {17 € R : p(7) < ¢} N [a,b] four cases can occur.

1. D. = (a1,b1) U (az,b2) U...U (an—1,bn-1) , if p(a),p(b) > c,

2. D. = [a,bp) U (a1,b1)U...U (ap—1,bp-1) , if p(a) < ¢, p(b),> ¢,

3. D. = (a1,b1) U (az,b2) U...U (an—-1,bn—1) U (an,b] , if p(a) > ¢, p(b) < c,
4. D, = [a,by) U (a1,b1) U...U (an—1,bp—1) U (an,b] , if p(a),p(d) < c,

with a < bg < a1 < b < ... <apn—1 <bp_1 < a, <b. In the following we will investigate
case 4, the other cases can be calculated analogously. Since p(7) is continuous we obtain

cem) = [ vinar=[ i

= / dT+Z/ d7'+/ p(r)dr
= F(bo) = F(a) + Z (F(bi) = F(ai)) + F(b) = F(an),  (6.24)

whereby p(a;) = ¢ = p(b;) without change of sign in d%(:) and d’F( ) p(7). Provided

()

that the derivation of the inverse function can locally be formed by

1
= rrc and by
dr

using the chain rule we receive

oG iy 1 1
e <dp(bo +Z<dpb) an( z-)) - dp(an)>'

=1 dr dr
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Additionally, we receive %—f = 0 in the cases of

B f:p(T)dT, p(1) < cfor all T € [a, D]
G(Ca 772) - { 0’ p(T) >c for all 7 € [a7 b} .

The substitution a =t — 72/52 in (6.24) delivers g—g = % since

aﬁz }%, p(t—m/52) < c
on 0, p(t —m/52) > c.

In order to compute the Gateaux derivatives of L(u,x, \) respect to z an arbitrary function
h € CY(D,R) satisfying h(tg) = 0 is implemented. We define I. : D — R with I.(t) =
I(t) + eh(t). Tt follows that I.(to) = I(to) for all e € R. Furthermore, let z. : D — R3 be
defined by z. = (S, 1., R)". Tt is valid that I.(t) — I(t) and 2.(t) — z(t) for ¢ — 0 and
all t € D. We receive
dI.(t)
de

= h(t)
e=0

and
OL(u,x,\) lim L(u,ze,A) — L(u,x,\)  dL(u, e, \)
ol ) € N de e=0 )

At a critical point (u*,z*, A*) we have

0 — 0L(u,x,\)  dL(u,xe, \)
N ol N de

-/ "L (310 - 1)

0

e=0

dt
e=0

' / stz (v —s00) - Psno) | a
. w0 (AsOLO @+ L) | @
N /t:l dAét(t) ‘ d{f) y dt— M (tl)dlz(gtl) y

N / An(t) & (oL (1) — uR(D)) L

_ / " o) (vI(t) — 1(t)) dt + / () (—B](Vt)S(t)h(t)) dt
+

’ '
4 /t t A (®) (%t)S(t)h(t) —(a+p) h(t)) dt /tt d)\ét(t)h(t) dt
CAr(t)h(t) + ttl An(t)ah(t)dt .
Summing up the integrals and excluding A(f) deliver
0= /t t B8 F ()t — M (t)h(E) (6.25)

whereby f € C' (D,R) is defined by

1) =21 (110~ 1%0) - S5O0+ (550 - (@410 ) M0+ PR rare(o).
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6.A Appendix A: Analytical derivation of the parameter fit

Since equation (6.25) has to be fullfilled for arbitrary h(t) it is particularly satisfied for all
h(t) with h(tp) = h(t1) = 0. Thus, the fundamental lemma of calculus of variations deliv-
ers that f(¢) = 0 on D, see [13]. Furthermore, if we chose an arbitrary h(t) with h(¢;) # 0
we conclude that A7(¢;) = 0 because f(t) = 0. Applying this procedure concerning 0 = %

and 0 = g—é delivers ODEs for the adjoint functions

ds B(t) B(t)

ot (lH_NI))\S_ND\I’

d\

ditl = ﬁ](Vt)S)\S—i—((a—i—,u)—B](\?S>)\1—a)\g—2’y<fyl—ld),
dA

o=

and the transversality conditions

>
<
—~

~~
=
N~—

The partial derivatives of L(u, z, \) respect to the directions of A are computed again with
Gateaux derivatives which delivers in (u*,z*, \*)

0 = 2Ny si) - W - S,
0 = M%"Af’/\) = ﬁ](\f)S(t)I(t) —(a+p)I(t) - d];if),
0 = PN ar) - urie) - B0,

and consequently we reobtain the state variable ODEs

s _ o B®)
a p(N = S) N ST,
ar - p()

7 = yol-(le+rpl,
dR
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6.B Appendix B: Algorithm pseudocode

Algorithm 3 Pseudocode for parameter adjustment using adjoint functions.

1: u, IP"™ p 1 < load initial values for u, respective dengue and rain data and p,. €
(0,1)
2: £, \ < solve ODE for state variable (forward) and adjoint function (backward) on
[to, t1]
J, VJ < compute objective function and gradient regarding u
s < compute search direction
repeat
Jota — J
Y1
repeat
9« pd
10: x < update depending on u + s
11:  until J(u+9s) < J +9sTVJ (Armijo Rule)
120 u<+u+9s
13:  x, A J, VJ,s < update depending on u
14: until HJ — JoldHQ < TOL
15: u*, " A T —u,x, N\, J
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7 Research Paper |ll: Prediction of Dengue
Cases Based on Human Mobility and
Seasonality. An Example for the City of
Jakarta

Peter Heidrich Yashika Jayathunga Wolfgang Bock Thomas Gé6tz

The paper Prediction of Dengue Cases Based on Human Mobility and Seasonality. An
Ezample for the City of Jakarta by Peter Heidrich, Yashika Jayathunga, Wolfgang Bock
and Thomas Go6tz is currently being reviewed by the journal Mathematical Methods in the
Applied Sciences, Wiley Online Library. The layout of the paper is adapted to the present
thesis.

Peter Heidrich contributed the section to Data analysis, parts of Model analysis the Data
fit analysis and the programming and presentation of the Results. Yashika Jayathunga
supplemented the above sections and contributed significantly to the analysis of mobility
in the Model analysis section. Wolfgang Bock wrote the Introduction and took over the
complete revision and organization of this paper. Thomas Gotz worked with him on the
idea for the article and provided advice.

7.1 Abstract

In this article we combine a multipatch SIRUV model with seasonal mosquito breeding
rate in order to develop a seasonal SIR model via a time-scale separation. The model is
applied to commuting and dengue incident data in Jakarta to forecast dengue outbreaks.
Qualitatively the analysis is in good agreement with the actual outbreaks.

Keywords: Dengue model, Seasonality models, Multipatch models, Prediction model,
Time-scale separation, Numerical optimization

7.2 Introduction

Dengue is a very old disease, described for the first time in Chinese history books from
the 10th century. Already in that time, the disease was spread via ships to the neigh-
bouring areas. However before 1970 just 9 countries worldwide experienced severe dengue
cases [49]. Due to urbanization, globalization and the accessability to long distance flights,
the disease nowadays is spread over the whole subtropics and tropics causing around 12,000
deaths per year, threatening half of the human population [18, 40]. The infection cycle of
dengue makes use of mosquitos of the type Aedes [1, 5, 20, 23] as carrier of the disease. For
dengue disease, there exist four strains of the virus DENV-1 to DENV—4 [11, 19, 41, 42].
Recently there is a intensive on—going discussion about the existence of a fifth strain,
which is however not confirmed yet up to the authors knowledge, see e.g. [33, 43, 46].
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The modelling of the disease hence goes from simple SIR (suscpetible-infected—recovered)
to complex multistrain models and models incorporating partial differential equations for
the human mobility. There are too many approaches to give a comprehensive overview,
hence we refer to the publications [2—4, 8, 9, 13-17, 24, 38, 39] and the monograph [27]
and the references therein. The modelling of human mobility itself is already a challenging
task. An interesting model has been proposed by Brockmann et.al. [7] which is based on
the Dollar bill tracking in USA resulting in a power law distribution for a fractional partial
differential equation. In general for particular examples, it is not possible to predict the
trajectory of a single particle. It is more reasonable to consider commuting data of certain
districts. In that case instead of using a partial differential equation one considers a sys-
tem of ordinary differential equations, matching to the commuting data. Such multipatch
models have recently become a useful tool to describe the mobility between certain hospi-
tal areas, see e.g. [6]. Although humans and their mobility are one core ingedient of the
disease spread, in the case of dengue, one has to consider also the mosquito population.
It is reasonable to consider the mosquito populations between patches as non—-moving due
to their small action radius. But since mosquitos breed in standing water see [48], it
is important to consider seasons of rainfall. The seasonality of rainfall can be directly
correlated to the seasonality in dengue outbreaks, see e.g. [13, 22].

In this paper we use a metapopulation multipatch SIRUV model combined with a
seasonality in the number of mosquitos to predict dengue outbreaks in the city of Jakarta.
For this we derive a residence budgeting time matrix from the commuting data for the
five districts of Jakarta. Based on a fast Fourier transform we study the seasonality of
the dengue cases for the region. We derive a multipatch SIR model from the multipatch
SIRUV model studied in [6] via a time-scale separation as in [37]. Via an optimal control
approach based on Pontryagin’s maximum principle we fit the data to the multipatch
model in Section 7.4. Based on this we both simulate the seasonal mutipatch model
with the obtained parameters and give a prediction analysis based on that model. The
outbreaks seen in the real data are qualitatively in good agreement and are quantitatively
sound. We want to point out that here the combination of human mobility data and
seasonal rainfall and dengue data lead to a good prediction of dengue cases.

Remark 7.2.1. Note that it is clear, that in order to obtain a quantitative accurate predic-
tion also multi-strain effects have to be taken into account. Especially in describing severe
dengue cases the secondary infections play a crucial role. On the other hand, data of the
distribution of the strains was not available in our data sets. We thank the anonymous
referee very much for pointing this out. A multi-strain consideration will be subject of
our further studies.

7.3 Data analysis

The available data consists of the weekly hospitalized dengue cases in the five administra-
tive cities of the Special Capital Region of Jakarta (2009 — 2017). We received this data
through private communication with the Department of Mathematics of the University of
Indonesia. To reduce the noise the data was processed using a moving average. In each
patch the data point d, is replaced by d, = % Zi:o d,—i for all ¢ > 3.

In all regions a similar behavior can be observed since the periodical behavior is almost
identical. In most cases the dengue outbreaks appear in the first quarter of each year. The
intensities of the outbreak peaks decrease from 2009 to 2012 up to 50%, approximately
remain on that level until 2015 and finally drastically increase in 2016 (see Figure 7.1).
The results of the fast Fourier transform (FFT) underpin the observed periodicities since
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significant high values at one frequency per year can be noticed in all patches (see Figure
7.2).
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Figure 7.1: Raw data and moving average for the dengue cases in the five domains South,
East, Central, West and North Jakarta.

It is assumed that the periodical behavior in the dengue data relates to the weather
conditions especially to precipitation. This is due to the fact, that mosquitos breed in
standing water, see e.g. [48]. The annual weather data show similar periodicities for
rainfall and humidity whereas the temperature remains relatively constant. In addition to
the dengue data we received rainfall data sets from Jakarta in the appropriate timespans
which are also smoothened with the moving average p, = iZi:o p,_ for all ¢ > 3. The
FFT shows significant high values at one frequency per year (see Figure 7.2 and 7.3).
To manifest the relation between rainfall and dengue data we use a cross—correlation and
determine time lags around 6 — 8 weeks in all regions except South Jakarta with 4 — 6
weeks. Consequently, this means that after an intensive rain period it takes approximately
two months until the dengue cases significantly rise. The clusters between precipitation
and dengue data additionally show that if the average daily rainfall is stronger than
approximately 15mm to 20mm a day, less dengue data points appear (see Figure 7.4).
Thus, we assume that in periods of very strong rainfall the eggs of mosquitos are destroyed
or washed away and thus the reproduction of the vectors is reduced, see e.g. [13].
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Figure 7.2: Fast Fourier transform (FFT) of the dengue and rain data from Jakarta [35].
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Figure 7.3: Annual weather data, raw data and moving average of the weekly rain data
[47, 51].

7.4 Model analysis

Usually vector—borne diseases like dengue are studied with vector—host models such as
the SIRUV model. This can be converted to a SIR model with the help of a time—scale
separation. In the following section, for sake of simplicity, we first introduce an SIR
model with mobility. We show that indeed it can be obtained from an SIRUV model with
mobility, including the residence budgeting time matriz P. This is presented subsequently
and more detailed in the Appendix 7.A.

Remark 7.4.1. For the sake of simplicity we chose an STRUV or SIR model rather than
an SEITRUV or SEIR model. The latter would take also exposed humans. By this
choice we neglect the influence of intrinsic and extrisic incubation periods. Comparing to
[27, 37, 38] however for dengue, STR and STRUV models give a reasonable qualitative
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dynamical behaviour.
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Figure 7.4: Cross—correlation and cluster between rain and dengue data in the respective

districts [34].

7.4.2 SIR model with mobility

The following SIR model includes the three usual groups of susceptible (S;), infected (I;)
and recovered (R;) human individuals of the patches i =1,....,n

ds; = Bi(t) &
g~ P Wi S) =S )\ pomyt  pwilk )L Silte) =800, (T1a)
J=1 k=1
dl = (1) &
= =S > | pu Bj\;) > pkile | = (a+ ) I, Ii(to) = Lio > 0, (7.1b)
j=1 k=1
dR;
5 = OéIZ' — MRi7 Ri(to) = RiO > 0, (7.10)
N, =S+ +R;. (7.1d)

Let be S;, I;, R; € CY(D,R) with C*(X,Y) = {f : X — Y | f is n times continuously
differentiable in X'} for X, Y C R. In the following we set D = [to; ¢1]. The birth and death
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rate p are assumed to be equal and the transition from infected to recovered is given by
the recovery rate a. We assume that birth, death and recovery rate is the same over all
patches. This is reasonable for the concrete application, which is considering data from
different city districts of Jakarta, Indonesia. The incidence term

SzZ( Dij N ZPkch) (72)
j=1 !

describes the number of new infections in patch 7 at time ¢ depending on time—dependent
transmission rates f3j € Cl(ID), R). The residence budgeting time matrix P = (p;;)i j=1,..n
includes the commuting rates between the patches ¢ and j. If ¢ = j applies, then the
fraction of the individuals is meant that remains in its patch and does not commute.
Consequently, the sum Y ) py;l) stands for the number of infected individuals in patch
j at time t. The population size of patch ¢ is described by N;. From

dNi_dsi_’_%_f_dRi_
dt  dt  dt dt

it follows that these are constant. This is due to the fact that we investigate a commuter
model in which some of the individuals leave their patch to work and then return. The
changes in the size of the individual patches caused by long—term movements within the
total population are therefore not taken into account. In addition, the following applies

O=-—"= _Zpij N; + ijiNj +p (N = Ny)
Jj=1 j=1 0"
1
from which we receive
Ni =) p;iN;. (7.3)
j=1

The total population is then given by N =" | N;.

7.4.3 SIRUV with mobility

A multi—patch vector—host mathematical model is defined in this section to describe the
human and mosquito interactions which will cause disease spread. In addition to human
dynamics as in equation (7.1) this system of ODEs includes uninfected (U;) and infected
(V;) mosquitoes with U;, Vi, € C1(D,R). Dengue fever is assumed to be transmitted by
two means of interactions between host and vector: susceptible mosquitoes (U;) may
interact with infected human (7;) individuals at a rate of J% and infected mosquitoes (V;)

B ? . The incidence rates at which

may interact with susceptible humans (SZ) at a rate of

humans and mosquitoes get infected are MZ S;V; and 2 ~ Uil;, respectively. Here we assume
that vectors do not move between the patches [28, 29 48] and the movements between
the patches are coupled by a residence budgeting time matrix P = (p;;)i j=1,..n for [25].
The complete system of nonlinear ordinary differential equations for the n patches reads
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as follows:
dj;i - — 5 ZPU BJ V Si(to) = Sio 2 0, (7.4a)
%_S pr ﬁj V (@ +p)li, Ii(to) = Iio 2 0, (7.4b)
dgi = ali— phi, R;i(to) = Rio > 0, (7.4c)
daZi = i(t) — vU; — inUz ipﬁlj : Us(to) = Up > 0, (7.4d)
dd‘t/ U Zpﬂ — Vi, Vi(to) = Vio 2 0, (7.4¢)
N;=S;+1I;+R;. (7.4f)

Here, the functions ¢; € C'(ID,R) with t;(t) = vM;(t) + xicos(w(t — tar)) M;(t) describe
the seasonal growth of the vector populations in the patches i, where M; € C!(D,R)
stands for the size of the mosquito population at time ¢. Furthermore, the equation
M;(t) = U;i(t) + Vi(t) provides

% = xicos(w(t = tar) ) M, (7.5)
dﬁ(t) = di;’f 2 + df;f) = vM;(t) + xicos(w(t — tar) ) M;(t) — vU;(t) — vVi(t).

The ODE (7.5) has the explicit solution

M;(t) = Mioeﬁsm(w(t*w)) : (7.6)

where Mo = M;(tpr) > 0 stands for the initial condition of (7.5) at the time ¢,;. Addition-
ally M;o represents the amplitude in (7.6) and is directly related to the average population
size of the mosquitos since

Vi 1 “ Xigin(T)
Mi = MiO - — ew dr.
w Jo

Figure (7.5) shows the seasonal growth of the vector populations in the patches i =1,...,5
for a time period of 10 years. We use the substitutions R;(t) = N; — S;(t) — I;(t) and
Ui(t) = M;(t) — Vi(t) to reduce (7.4) to

ds; 5]
o= -5 Z Pii 3 V Sio >0, (7.7a)
—S ZPUM a—l—u)[ Lo >0, (77b)
avi
—(M; — Ly — vV, i0=>0. :
%N ( Vi) ;pj vV Vio >0 (7.7¢)
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Figure 7.5: Seasonal growth of the vector populations. The initial conditions of the five
patches are given as M;y = 10N; . The respective initial conditions for the hosts
are N = [2185711,2843816,914182, 2463560, 1747315], tpy = 0 and w = 27.

The model (7.7) is simulated for an example with five patches. Note that a highly
populated area will have a higher risk of infection see e.g. [21, 36, 45]. Here, the residence
budgeting time matrix P is created using annual commuting data collected from five
administrative districts of Jakarta, Indonesia (South, East, Central, West and North).
Data is gained from the private communications of the authors with Dipo Aldila and Edy
Soewono. The rates of annual travel data within the five areas of Jakarta are given by the
Table 7.1.

Table 7.1: Rates of annual travel data within areas. The entries of the matrix are given
per every 100 individuals.
from \ to | South East Central West North

South 0 4.68 9.51 3.79  1.98
East 10.82 0 9.45 3.29  6.77
Central 3.7 174 0 3.46 244
West 5.38 0.92 941 0 8.49

North 1.75 233 6.42 3.68 0

The entries of the residence budgeting time matrix P were computed from the data in
Table 7.1 under the assumption that a host will stay in the patch where it is residing for
16hours and will perform short—time movements to the other patches for the remaining
one third of the day. The corresponding residence budgeting time matrix based on the
travel rates are computed as in Table 7.2.

Comparing the dynamics of the infected host compartment the maximum of infected
hosts can be found in East Jakarta, while the minimum occurs in Central Jakarta. A
higher host movement hence results in more infected hosts in the respective areas. Also,
with the seasonal parameters used in simulating the model a seasonal pattern of the disease
outbreak can be seen, see Figure 7.6.
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Table 7.2: Residence budgeting time matrix P in %.
from \ to | South East Central West North
South 93.35 1.56  3.17 1.26  0.66

East 3.61 89.89 3.15 1.10  2.26
Central 1.23 0.58  96.22 1.15  0.81
West 1.79 031 3.14 91.93 2.83

North 0.58 0.78 214 1.23  95.27

%105

8

Time (years) Time (years)

Figure 7.6: Plots in the left—-hand side illustrate the dynamics of the infected host popu-
lation of the five administrative districts for 10 years. Plots in the right—-hand
side illustrate the dynamics of the infected vector population of the five ad-
ministrative districts for 10 years. The parameters used in the simulations
are given by Table 7.3, where ¢ = 2, ¢ = 2, and ¢4 = 1. In addition,
N =[2185711,2843816, 914182, 2463560, 1747315].

7.4.4 Reduction of the SIRUV to a SIR model

The SIRUV model given by equation (7.4) serves as basis for the development of the
reduced SIR model. The procedure is based on the research on time-scale separation by
Rocha et al. [37]. We present the detailed calculation in the Appendix 7.A.

Remark 7.4.5. The parameters chosen throughout our study are those from [37]. Since
our model is based on the model in this paper, to have a comparable setting it is in
our opinion reasonable to use the same parameter set. Compare for other parameters as
e.g. life expectancy also [10, 50].

For y; it is assumed to be less than 5 to generate a maximally doubling of the mosquito
population sizes since

maxgepe & (@ (=) — 4
and y; = In(2)w = 4.36 solves the equation

X3

2M;0 = Mpew .
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Table 7.3: Assumed parameter sizes of the STRUV model with ¢ in years. The expressions
¢k, are expected to be constant in the time-scale separation [10, 50].

Parameter Meaning

W= é Human death and birth rate (average life expenctancy ~ 69 years)

o =26 Human recovery rate (=~ two weeks)

Bi = crox Transmission rate between infected vector and human (unknown)

v =26 Mosquito death and birth rate (average life expectancy ~ 2 weeks)

¥; = cov Transmission rate between infected human and uninfected vector
(unknown)

Njo = ¢310% | Human population size (depends on investigated region)

Mo = c4N;jp | Average mosquito population size (unknown)

w=2m Periodical frequency of vector population size

Xi <D Intensity of periodical variation within the mosquito population
(< 100%)

To be able to perform time-scale separation the model (7.7) is simplified by an VM model
with adapted parameters.

dI; B
E: _I sz] J V Oé‘i‘,“)L‘, Iip >0, (7.8&)
av, v

i = Mi—V) Zpﬂ — Vi, Vip >0, (7.8b)
dM;
- xicos(w(t —tar)) M, Mo > 0. (7.8¢)

The vector dynamics V; act much faster on the time-scale ¢ compared to the human
dynamics I;. The size ratio between the parameters in the human and vector dynamics is
exploited as follows

w1

S =56-10"%.
v 6926

We define v = g and ¥; = % which delivers 9; = ¥;¢ = 191%
series similar to the structure of a Taylor series

and develop (7.8) into a power

= 1V terl )+(9( )

: (7.9)
= VO +eviV roe?),

with I;(t,0) = Ii(o) and V;(t,0) = VZ-(O). The derivatives of (7.9) with respect to ¢ provide

dli(t,e) (v 0\ N=. Bi 0 0
2= (- );prjovj ~(a+mI®+0EY,  (7.10a)
dvi(t,e) 1[0 O\ N~ A0 0) 0
SinE - 2 E(MZ_V" );pﬂfj —ov O] + 0%,  (7.10b)
MA
ddtz xicos(w (t —tar)) M; (7.10c)
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In addition, we define a fast (mosquito) time-scale by ¢ = g and compute the derivatives
of the ODE system with respect to ¢. Indeed we get in leading order O(&")

ar”
Z~ — O ,
dt
av” (04— V) z": 00
g N\ < Pjit; i
dM;
— = 0.
dt
Hence, I Z-(O) and M, are independent of ¢ and for V;(O) we get an inhomogeneous ODE
av;” Ui~ 0 o v @ T iy NS 0
—t = — [ =Y il (o) + 7 | Vi) + M) Y piily (o)
dt NZ j=1 Nl j=1
=a; =b;

which can explicitly be solved for Vg = Vi(o) (to) by
t—t b; b;
V;(O)(t) = exp (—ai 5 0) : <Vz'0 - ) +—,

where we replaced t again by ﬁ For t — oo the function Vi(o) (t) achieves exponentially
fast its equilibrium V;* since 2 > 1

95 7 n 0) /7
e b ReMi(Ho) Yy piil ¥ (Fo)
@i % > i Pjifj(o) (to) + 7

On the slow time-scale t we use Ii(o) (to) = Ii(o) (to) and V;(O) (to) = V;* as initial conditions

and equation (7.10b) in leading order O(¢~!) provides

M) 0 ps (1)
]% > pjiI](O) (t)+7v

Vi) =

(0)

By using this expression for V" in (7.10a) we obtain again in leading order O(£)

(0) n Bj iM(ﬂ n
al; 0 Mo N;J 0
= <Ni — 1! )> > | pij = nJO : 0 - > o I (1)
j=1 N 2okt Prily () +7 k=1
—(a+p) IZ.(O) .

We define time—dependent transmission rates by

_ B0 M;(t) _ Bj0; oD sin(w(t—tar))
v Mj v

B;(t)

and finally obtain

dr,” 0\ v Bilt) =~ ) (0)
il Z(Ni*fi )Z Pii N pridy, (@) | — (a+p) ;.

B
Il
f
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This result provides the approach to the incidence term of our SIR model in (7.1). Using

the substitutions 50 = 8,9 =4 and B = XJ delivers

B;(t) = Bjo P sm@lt=ta) &~ 5.0 (1 + Bjysin (w (t — tar))) - (7.11)

It should be noted that we reduced the number of the 4n unknown parameters Bj, v,
x; and Mjo to the 2n parameters ;0 and §j;1. Additionally, we forego explicit mosquito
dynamics.

Remark 7.4.6. The time scale separation results in a Holling—type II functional response
for V(I) as a function of the infected humans. This can be reduced further to a linear
relation in human STR models on which the following analysis of data is based. The
last reduction, i.e. V(I) — I however holds just in reasonable paramater regions in the
STRUV model. Indeed it holds when the endemic stationary state is in order of the small
parameter u. In an SISUV model, where the stationary state is of order one this is not
the case.

7.5 Data fit analysis

In this section we will determine the seasonality and the hospitalization rate according to
the underlying data set. The seasonality will be encoded in the transmission function ()
as a frequency and a phase shift in a sine-function. All the selected and fixed parameters
we use throughout this section are given in Table 7.3.

In order to add seasonality and hospitalization rate in the patches, we formulate an
optimal control problem and solve it using a conjugate gradient method combined with
a forward—backward sweep method. Details of this procedure are presented in Appendix
7.B. For the computational reasons we add a quadratic penalization term which ensures
the convexity of the cost functional and hence the existence of a minimizer. Statistically
we hence use a form of weighted least squares to fit the data. Of course other statistical
methods could be used, however, since we want to obtain a functional dependence of the
infection rate on time, methods from optimal control are directly available and straight-
forward. The numerical simulations for the predictions show that the results are in good
agreement with the underlying data. A sensitivity analysis will be part of a forthcoming
publication.

In order to fit I;(t) with ¢ in years to the dengue data from Jakarta we analyze an
objective function J € C'(R!,R) and the corresponding minimization problem

(vili(t) — (1)) Null
dt 12
min J(u = min Z/ maxteDI 0 Ty (7.12a)
subject to
dSi _ (N-—S')—S-znz Z 1 Sio >0 (7.12b)
dt = K {LVg i zj:1 Dij N Pkjlk | > i0 = Y, .
dl; o Bi(t) <
o =S Z (piij > prile | = (a+p) I, Iip >0, (7.12¢)
j=1 k=1
dR;
£ = Od]i — ,uRi s RiO > 0, (7.12(21)
N, =S+ +R;. (7.12¢)

104



7.6 Results

It is assumed that only a fraction of infected individuals is registered or hospitalized, there-
fore ; is implemented as hospitalization rate in patch i [48]. Let I? € C1(D,R) be the cubic
spline interpolation through the moving average points d,. Then fttol (vili(t) — I¢ (t))2 dt >
0 becomes small, if ~;1I; is fitted to Il»d. The particular integral is divided by maxteD[Z-d(t)
to exclude imbalances between the fitting of the patches, since they have different sizes
of populations. The integrals in J(u) are based on a L? norm so that its minimization
corresponds to a least squares method.

Additionally, we add the convex and radially unbounded regularization term (lull/N)?,
which is similar to a Tikhonov regularization [44]. We use as a weight for the penalization
term /N2, where N = "7 | N;. Thus, its influence on the result of the minimization is
vanishingly small, however, it directly affects the convexity of the minimization problem.

The vector u € R! includes the initial conditions of the ODE S, and Rjp the hospital-
ization rates ; and the unknown parameters of the transmission rates [;(t), see Table
7.4. The initial values of the infected individuals I; are calculated using the substitution
Lo = N; — S;0 — Rjo. In the following simulations we assume the same transmission and
hospitalization rate 5(¢) and ~ in all patches.

Table 7.4: Simulations with the corresponding transmission rates 3(t) and parameters in
u. On the basis of statistics, we assume that the average human lifespan is 69
years, so that u = é, see [50]. The recovery rate is estimated at two weeks,
leading to o = 26, see [48].

Simulation | S(t), u

1 B(t) = Bo + Prsin (w (t + ¢/52))
u= (ﬁ07 617 (2l 5107 ) STLOv RlOa ey RTLO)T
2 B(t) = Bo+ Bu [y iss pe (T) drsin (w (t + ¢/52)

)
U = (ﬁ07 617 C, 12,97, 5107 ) Sn07 R107 ceey RHO)T

We have that the parameter 8y stands for the average transmission rate and [ respec-
tively 51 ﬂ:?/;; pe (1) dr for the degree of periodical variation. A phase—shift ¢ in weeks is
additionally included and (7 is multiplicated with an integral of the precipitation function

pe(7) in Simulation 2. It is defined by
T), T)<CcC
pc(T) — { p( ) p( ) . (713)

The function p(7) € C1(D, R) includes the smoothened rainfall data points p, and ¢ repre-
sents the cut—off. The cut—off is due to the fact that for large rainfalls eggs are destroyed
or washed away [13]. As described already in Section 7.3, this can also be seen from the
clusters in precipitation and dengue data. Here one sees a drastical decrease of dengue
cases in the average rainfall is higher than around 15mm per day. One could also use
a more mollified function for the cut—off of p.. It is however not to expect that this
would change the result remarkably. The interval [t — n2/52;¢ — m/52] is set around the lag
between precipitation and dengue data.
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Table 7.5: Numerical results of the parameter fit in Simulation 1 and 2. All other param-
eters are according to Table 7.3.

Parameters | Bg 51 c 1 ® v a g ow om
Simulation 1 | 4731 753 /) / 10.48 0.24 26 6—19 2r /
Simulation 2 | 57.43 45.50 16 7.80 9.00 025 26 & 27 6

7.6 Results

7.6.1 Numerical simulations of the SIR model

In the following section the data fit without direct influence of rain data is called Simu-
lation 1 and Simulation 2 includes the rain data. The numerical and graphical results of
these simulations are represented in Table 7.5 and 7.7. The magnitude of the parameters
Bo, v and ¢ is the same whereby Simulation 2 shows a higher average transmission rate
for By. To compare the degree of periodic variation we examine the size of the term

_ 1.8
51/ : pe(T)dT < S - 77252771 = A550 gy 16=2520. (740
t_

In Simulation 2 this term fluctuates between 0 and 25.20 whereas in Simulation 1 we
obtain 8; = 7.53. The cut-off ¢ and the interval limits [t — m2/52;¢ — m/52] fit to the
assumptions in Section 7.3 since 15mm < ¢ < 20mm and 72 = 7.80 are sensible values
in terms of the cluster and cross—correlation between the moving average of rainfall and
dengue data. The hospitalization rate « is in the expected range of 25%. Due to the
optimization of the phase shift ¢, the timing of the model fits well to the dengue peaks in
the data set. When comparing the respective graphs, it is noticeable that a more realistic
dynamic can be recognized by adding the rain data. This is particularly noticeable because
certain fluctuations during the individual periods are reflected, such as in 2009. It is also
striking that between 2015 and 2016 Simulation 2 does not reproduce the very low values
in contrast to Simulation 1. The rain data indicate that the longest period with very low
precipitation was before 2015 which is reflected in the dengue data but not in the model.
On the one hand side STR models are only suitable for short periods of time and the start
time of the data fit should be set later. But this would be also true for Simulation 1. A
possible explanation is that 2016 was an El Nino year which could lead to outliers since
then the functional form for the seasonality could be wrong. Further deviations can be
found in various patches in 2010, 2013 and 2014 because in these cases the timing of the
peaks differs from other years. Overall, it should be noted that the different intensities
of the dengue peaks and their relation to each other are well represented by the SIR
model. The results also allow conclusions about the behavior of the mosquito population.
Provided the size of the vector population can be modeled by M;(t) = Mpewsin(w(t+e/s2))

the term
esin(w(t+%)) ~ 1 + Xgin (w (t + ﬁ))
w 52
describes the seasonal variation of the mosquito population. As shown in Section 7.4 in

B1

Simulation 1 the fraction 2 approximately corresponds to the size of the expression X.

Since ‘%sin (w(t+ 30/52))‘ < 0.16 applies for X = % we can conclude that the size of the
mosquito population varies by a maximum of approximately 20%. In Simulation 2 the
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ft n1/52

term Iy pe(7)dT corresponds to a time-dependent expression ( ) with x:D— R+

Using the result from (7.14) we get %sm (w (t+e0/52))) < 0.44 and consequently a

variation of at most about 50%. The graph of the transmission rate 3(¢) in the second
simulation reflects the dynamic processes within the model. For example, the effects of
the cut—off are visible in the years 2014-2015, when (3(t) assumes the value 3y over longer
periods of time. In contrast, the very dry time at the end of 2015 is clearly shown in §(t)
in the same way.

Table 7.6: Results of the parameter fit and 3(¢) in Simulation 1 and 2.

Parameters | 5y 51 c © ~y a u ow N
Simulation 1 | 4731 753 ]/ / 1048 024 26 g 27 /

55 Transmission Rate

ASO’

545’

40k ! ! . ! ! ! ! J

2009 2010 2011 2012 2013 2014 2015 2016 2017
B(t) = Po + Pisin (w (t + ¢/52)) B(t) € [39.74; 54.84]
Parameters | 5y b1 c 1 ® v a u ow o
Simulation 2 | 57.43 4550 16 7.80 9.00 0.25 26 6—19 2 6

Transmission Rate
T T T

40 I I I I I I I
2009 2010 2011 2012 2013 2014 2015 2016 2017

B(t) = o + B1 [ pe (v) drsin (w (¢ + 9/52)) B(t) € [43.83;75.28]

7.6.2 Prediction quality of the SIR model

The prediction quality of the model is the basis for further application with regard to
various control methods. For this reason, we test the presented model using the available
data sets. In the following, the parameters in u = (8, 51, ¢, n2, ¥, 7, So, RO)T are fitted up
to a time £ € [to;t1]. Then the model continues with these findings and makes a prediction
to the end time 2017. In Simulation 3 we use the available rain data and in Simulation 4
the average rainfall data of previous years within the prognosis interval (see Tables 7.10
and 7.11). To give more weight to current than to past data we introduce a weight function

H:D — R with
~2
t—1
H(t)zw-exp(—( )>—|—z

202

The parameters w = 50, ¢ = % and z = 1 are selected so that the period of the last
four weeks before ¢ is weighted considerably more strongly. Consequently, we obtain the
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Table 7.7: Results of the parameter fit in Simulation 1 and 2.

Simulation 1

Simulation 2

Sio LIip Ry N; Sio LIiv R N;
South Jakarta South Jakarta
400 : : — [ 5 400 : : — [ 5
14 1%t
1 =0 (itted 2 300l 1 =) ditted
?
o
2005
§1oo— ;
| | ‘ + ‘ : o, ’\‘ A X / ‘ o
20009 2010 2011 2012 2013 2014 2015 2016 2017 20009 2010 2011 2012 2013 2014 2015 2016 2017
1166192 612 1018908 2185711 935017 658 1250036 2185711
East Jakarta East Jakarta
600 600
..... |d(') |d“)
2 —Al(t) (fitted] 2 —I(t) (fitted!
& 400 @400
(&} o
E] ]
2200 2200
[ o3 k"
a A\ a ) b FANY A i
0 4 ft} 0 K N ~ - R
2009 2010 2011 2012 2013 2014 2015 2016 2017 2009 2010 2011 2012 2013 2014 2015 2016 2017
1664665 632 1178518 2843816 1343231 627 1499958 2843816
Central Jakarta Central Jakarta
00— [ 0 20— [ e
150 i ] [ Gited) 2 5ol —1() (itted)
3 3 .
(&} &} ]
2100 2 100(;
2 2 7
8 50 v A A‘z 8 50 '
- ‘ 1 e d T ed | ‘ 1 kol ’ F A
20009 2010 2011 2012 2013 2014 2015 2016 2017 20009 2010 2011 2012 2013 2014 2015 2016 2017
404974 313 508895 914182 313890 340 599952 914182
West Jakarta West Jakarta
400 : . — [ 0 400 : ! -
2200 1 =0 (itted 2 a00l
3 3
(&} o
2200 200
&100 100y ; :

2009 2010 2011 2012 2013 2014 2015 2016 2017 2009 2010 2011 2012 2013 2014 2015 2016 2017
1279767 112 1183681 2463560 1013347 158 1450055 2463560
North Jakarta North Jakarta
300 ‘ ‘ T TR 1% 300f ‘ ‘ T TE ] &)

2 —Al(t) (fitted! 2 —I(t) (fitted!
§200 gzoo—
g ]
gmo gwo»
a a
0 . I . > . 4 | 0 . I . et | Y o
2009 2010 2011 2012 2013 2014 2015 2016 2017 2009 2010 2011 2012 2013 2014 2015 2016 2017
922332 479 824504 1747315 746904 466 999945 1747315
minimization problem
no el d(4))2 2
, : (vLi(t) = I(1)) ]
min J(u) = min g H(t) y dat+ | — ) .
u u =i maxyeplf (1) N

In practice, the optimization up to ¢ should be constantly updated. In our simulations
we have optimized in most cases until eight weeks after the turn of the year. The reason
for this is that in Jakarta the number of dengue cases increases significantly every year
during this period and the model is to be tested for its prediction quality for the following

season. Additionally we calculate based on the L! norm
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g /f“ PEOZLO] ) g g L /“ DL Z L],

h maXtE[f;i+1]Ii (t) t1—tJi maxte[f;tl]li (t)

These values are used to determine the deviation of the model in relation to the corre-
sponding maximum value within the data. Although the forecast for the coming season is
in the foreground, the model also reveals tendencies in the following years. For example,
the relatively high increase of registered cases in 2016 is indicated not only in the direct
forecast of the corresponding year, but also in the long—term forecasts. In most cases, the
model provides information about the expected size of dengue cases in the coming season.
It is noticeable that in most cases the relation of the forthcoming peak to the previous
peaks is quite realistic. With regard to the short—term forecast, it makes no significant
difference whether the model continues to calculate with the actual or average rain data.
Large deviations between Simulation 3 and 4 arise only with the long—term forecast until
2017.

Remark 7.6.3. Note that, although the model is very homogeneous among the regions,
due to the same hospitality rate and the same ratio of mosquito to humans and other
parameters, the fitting results for the model are in good agreement with the data. This
is also an effect of the mobility matrix, which introduces a spatial-inhomogeneity into
the system. In a forthcoming study this particular role of the mobility matrix will be
considered.

Table 7.8: Quantitative comparision of the prediction error for South Jakarta.
Simulation 3: The parameter fit is executed in the interval [2009; f]. The
forecast based on this is carried out with the actual rain data for the period
[£;2017].

Simulation 4: The forecast in [f; 2017] is done with the average rain data from

the period [2009; t]

t = 2016 + S8weeks | ¢ = 2015 + S8weeks | ¢ = 2014 + S8weeks
& & & & & &
Simulation 3 | 0.12 0.12 0.21 0.12 0.3 0.41
Simulation 4 | 0.26 0.26 0.17 0.15 0.39 0.67
t = 2013 4+ 8weeks | £ = 2012 + 8weeks | t = 2015 + 24weeks
51 52 51 52 51 82
Simulation 3 | 0.22 0.18 0.33 0.36 0.17 0.13
Simulation 4 | 0.19 0.68 0.30 0.56 0.14 0.17

From Table 7.8, and the numerical findings in Appendix 7.C we see that the Simulation 3
has always smaller prediction errors. Of course this is to expect, since more detailed
information about the rainfall in the forecasted period is incorporated. Although the
error is slightly higher, it is remarkable, that peaks of the prediction of Simulation 4 are in
a very good agreement with the peaks in the dengue data, although just average rainfall
data from the past timeset was taken. It is clear that the errors are the higher the more
time has to be predicted or vice versa the less information is used for a prediction.

Remark 7.6.4. Of course for an exact prediction in practice one has to update the data
sets during the time. The model used here is due to several reductions just in a good
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agreement for a short time horizon. Moreover as one can see e.g. in the prediction of
the years 2015 and 2016 in Table 7.7 the peaks of the outbreak can not be seen clearly.
Another reason here could be an uncertainty in the climatic input.

7.7 Conclusions

Modelling dengue using a multi-patch STR model with a time-dependent transmission
rate has proven to be practical for predicting the intensity of future outbreaks using re-
alistic data sets. Compared to the STRUV model, this model does not require explicit
mosquito dynamics and is therefore subject to only a few unknown variables. The param-
eters to be adjusted allow conclusions about the periodic behavior of the vector population
size and the associated influence of precipitation on the number of dengue cases. In addi-
tion, we obtain information on realistic estimates of the number of unreported cases and
the influence of precipitation on the reproduction of mosquitoes. Obviously, this applica-
tion is strongly dependent on the quality of the available disease, weather and commuting
data sets. This underlines the importance of a complete and accurate collection of valid
data in order to make accurate forecasts. It should also be noted that the application of
a SIR model is only suitable for short—term applications, which is why in practice the
data should always be updated and the model continuously adapted for a short previous
period of time. Due to the similarities to other vector—borne diseases, an application of
the model to Malaria or ZIKA is conceivable. Pontryagin’s maximum principle proved to
be quite suitable to fit the parameters of the model to the data. In further research, this
optimal control methods should be used to derive optimal vector control or information
campaigns within the population to contain future dengue outbreaks. In this context,
the multi-patch STR model provides the basis for optimizing these control methods in
the individual districts. Especially the commuter movements between the patches can be
investigated regarding their influence on control methods and the spread of the disease
with the aim to plan and implement feasible and affordable control campaigns.
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Appendix

7.A Appendix A: Reduction of the SIRUV to a SIR model

The SIRUV model given by equation (7.4) serves as basis for the development of the
reduced SIR model. The following procedure is based on the research on time-scale
separation by Rocha et al. [37].

Table 7.9: Assumed parameter sizes of the STRUV model with ¢ in years. The expressions
¢, are expected to be constant in the time-scale separation [10, 50].

Parameter Meaning

= % Human death and birth rate (average life expenctancy ~ 69 years)

o =26 Human recovery rate (= two weeks)

Bi = o Transmission rate between infected vector and human (unknown)

v =26 Mosquito death and birth rate (average life expectancy ~ 2 weeks)

Y, = cov Transmission rate between infected human and uninfected vector
(unknown)

Nijo = 310  Human population size (depends on investigated region)
My = c4Nyjy  Average mosquito population size (unknown)

w =27 Periodical frequency of vector population size
Xi <H Intensity of periodical variation within the mosquito population
(< 100%)

Remark 7.A.1. The parameters chosen throughout our study are those from [37]. Since
our model is based on the model in this paper, to have a comparable setting it is in
our opinion reasonable to use the same parameter set. Compare for other parameters as
e.g. life expectancy also [10, 50].

For x; it is assumed to be less than 5 to generate a maximally doubling of the mosquito
population sizes since
-

X4 Xi
maxycpre « sin(w(t—tm)) — o7

and x; = In(2)w = 4.36 solves the equation
X3

2MZ‘0 = ]\4106TZ .

To be able to perform time—scale separation the model (7.7) is simplified by an IVM model
with adapted parameters.

dI, 5]
E: N; — I;) pr V (a4 p) Iy, Lip >0, (7.15a)
dV 19

I (M; - V;) Zpﬂ — vV, Vip >0, (7.15b)
dM;
T xicos(w (t —tar)) M;, M;p > 0. (7.15¢)
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In this new system, the assumed recovery rate lies in the range of years, e.g. a = %.

Supposing that the parameters of the human dynamics are now in a similar magnitude of
10! and the vector dynamics of 10!, we conclude that the vector dynamics V; act much
faster on the time-scale ¢ compared to the human dynamics I;. The size ratio between
the parameters in the human and vector dynamics is exploited as follows

1
b

= =56-10"%.
v 69-26

We define v = g and 9; = % which delivers ¥J; = ;e = 19%. Consequently, equation
(7.15) can be expressed using

dI; Bj
il g Pij ) - J V (a4 p) Iy, (7.16a)
dv; 1 (9
S A v § LoV | 1
dt € N Vi) 2_ il (7.16b)
dM;
pr xicos(w (t —tar)) M; . (7.16¢)

The solutions I;(t) and V;(t) depend not only on the time variable ¢ but also on the
parameters and explicitly on €. Thus the behavior of I;(¢,¢) and V;(t, ) for small € has to
be examined around £ = 0. We develop a power series similar to the structure of a Taylor
series

Lit,e) = (°>+d<)+0( ), (7.17a)
Vit,e) = VO 4+ev 4 0(2), (7.17b)

=19 and Vi(t,0) = Vi(o). The derivatives of (7.17) with respect to ¢ provide

i

with I;(t, 0)

dI;(t,e) art® dI( )
= & 1
dt dt dt Col (7.182)
Z, O g®
dvg,g) = —L—+e ‘375 +O(e?), (7.18b)

and by combining equations (7.16), (7.17) and (7.18) we get with [37]

dli(t.e) (v 0\ Bi 0 0
S = (V- )Z pigfs V) @+ LY+ 06, (119)
dVi(te) L0 0y N 0) () 0
s = o E(Ml—v;. );pﬂlj ~oV 0 + 0,  (7.19b)
djl\fi xicos(w (t — tar)) M; . (7.19¢)

In addition, we define a fast (mosquito) time-scale by ¢ = é and calculate the derivations
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with respect to t

dIi(t,8> N gdlz(t,e’f)
. dt
= ¢ (NZ-—Ii(O)> pij b VO —(a+u)I” | +0(?), (7.20a)
= Mo
dVi(t.e) _ dVilt.e) _ D (0 )N, 0 0 |
S = e —E<MZ—VZ. );pﬂjj — oV L 0@, (7.20b)
djl‘? = 5%—@(1008( (t —tar))M(t). (7.20c)

Comparing equal orders of ¢ in (7.20) we get in leading order O(£)

1"
dt

v
dt

dM;
dt

Il
o

|
2| =
—~

(0)> ipjilj(-o) — ?Vi(o) ,
j=1

Il
o

Hence, I Z-(O) and M; are independent of £ and for V;-(O) we get an inhomogeneous ODE

av® O Vi i NS (0)7
p Zpﬂ V() + ﬁMi(tO) ijz‘fj (o)
i J=1
=a; :bl

which can explicitly be solved for Vo = VZ-(O) (to) by
t—t b; b;
Vi(o)(t) = exp (—ai 5 0) : <Vi0 - ) +—,

where we replaced t again by é For ¢ — oo the function Vi(o) (t) achieves exponentially
fast its equilibrium V;* since % > 1

L M;(fo) Sy piil ¥ (fo)
@i %Zj 1;0]1]( )(50) +v

On the slow time-scale t we use Ii(o) (to) = Ii(o) (to) and V;(O) (to) = V;* as initial conditions
and equation (7.19b) in leading order O(¢~!) provides

0= 5 () ot o

and hence

_RMO T i ()
¥ il ) +7
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(0)

By using this expression for V;" in (7.19a) we obtain again in leading order O(£°)

5 9,
dr” 0\ 12,5 &, Mi (1) "o
i = (NZ- — 1 )> Yo | pis — 0 721%;‘1,2 ‘(1)
=1 N k=1 Pril () + 7 k=1
—(a+p) Ii(o) .

Since Y p_, pkjflio) (t) < Nj and J; < 1 the expression % pya pkjllio) (t) can be neglected
in the denominator which means that

B 9, & v, -
M N, M (2) N M) 1 B9, Myt

7, 0 —~ = =N 7 Ma

N ol () + 7 v Ny My

We define time-dependent transmission rates by

_ B0 M;(t) _ B0, oG sin(w(t—tar))
v Mj v

B;(t)

and finally obtain

dr” 0 v Bilt) =~ ) (0)
dt :<Ni_‘[i )Z Dij N; kzzlpkjfk )| —(a+p) ;7.

j=1
This result provides the approach to the incidence term of our SIR model in (7.1). Using
B;9;

v

the substitutions ;0 = and 31 = % delivers

Bj(t) = Bjo %t sM@I=h0) ~ 35 (14 Bjusin (w ( — tar))) - (7.21)

It should be noted that we reduced the number of the 4n unknown parameters Bj, v,
x; and Mjo to the 2n parameters ;o and (1. Additionally, we forego explicit mosquito
dynamics.

Remark 7.A.2. The time scale separation results in a Holling—type II functional response
for V/(I) as a function of the infected humans. This can be reduced further to a linear
relation in human STR models on which the following analysis of data is based. The
last reduction, i.e. V(I) — I however holds just in reasonable paramater regions in the
STRUV model. Indeed it holds when the endemic stationary state is in order of the small
parameter u. In an SISUV model, where the stationary state is of order one this is not
the case.

7.B Appendix B: Detailed description of solving the optimal
control problem in Section 7.5

To solve the optimization problem with a Lagrange function £ : R! x C1(D,R5") — R we
implement adjoint functions As,, A1, Ar, € C1(D,R) as Lagrange multipliers. In order to
simplify the notation we define the functions z, A € C* (ID), R3”) and ¢ : D x C}(D,R3") x
R! — R3" with

x = (S1,....8I1,....In, Ry, ... Ry)" |
(AS1s s A8y A1y ooy ALy ARy ooy AR,

T

(9517"'7gSn7g[17"'7gIn7gRl7"‘7an) )

>
|
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whereby gs,, g1, and ggr, symbolize the right sides of the ODEs in (7.12). Finally, the
Lagrange function is defined by

e =3 [ O o (L

to maXtG]D)Id(t)

+ /: AT (g(t,x(t),u) _ dg;it)) dt (7.22)

The first order necessary optimality condition for a minimum (u*, z*, \*) is fullfilled if
VL (u*, ", \*) =

holds true. Solving % = 0 via Gdteaux derivative delivers the adjoint ODEs

d;fz = ,U)\Si + Z (pm j Zpkjfk) Si - Z( Zpk’][k> )\]i,

Jj=1 j=1 N; k=1
dAg, " ﬁ n B(t
7 = Z ( Dij N, ZpkjSkASk> Z (ng N, Zpk]Sk)\[k>
Jj=1 7 k=1 j=1 I k=1

2y ('yIi - Iz-d)

+(a+p) A, — adg, —
maxte[to’tl]lf(t)

I

g,
dt

= AR,

0 = g, (t1),Ar,(t1), AR, (t1) , (7.23)

and through the optimal conditions based on Pontryagin’s maximum principle we obtain
the transversality conditions in (7.23), see [26, 32]. Furthermore, 88—/\6 = 0 leads to the
ODEs in (7.12). The gradient of £ respect to u is given by

oL 2 t 0p(t) - Dij
ou, ~ "Nz T /to du, Z; al) - Z N; Zp’”[k o
1= j 1 k=1
for +t=1,...,5,
oL 2 " h2d (vl - 18
= = Vg + / h—ch)dt’
a'}/ N izl to maXte]D)IZ- (t)
oL 2
959 Siom + As; (to) — A (to) ,
oL 2 .
e = R’iom_'—)\Ri(tO)_)\Ii(tO) for i=1,...n.

The conjugate gradient method combined with the forward—backward sweep method is
applied to solve the optimization problem numerically until

17 (uig1) = J (us)|| < TOL

holds true, see e.g. [12, 26, 30, 31].
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7.C Appendix C: Numerical findings and predictions with the

two models

Table 7.10: Results of Simulation 3. The parameter fit (red) is executed in the interval
[2009; f]. The forecast (blue) based on this is carried out with the actual rain
data for the period [f; 2017].
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7.C Appendix C: Numerical findings and predictions with the two models

Table 7.11: Results of Simulation 4. The forecast (blue) in [;2017] is done with the
average rain data from the period [2009; f] in which the parameter fit (red) is
also carried out.

t = 2016 + 8weeks

t = 2015 + 8weeks

South Jakarta

Dengue Ca:

L i) L

WO,

T e

0
2009 2010 2011 2012 2013 2014 2015 2016 2017

—-1(t) (fitted)
[—(t) (predicted)

400

South Jakarta

Dengue Ca:

AT

{0

0 . . .
2009 2010 2011 2012 2013 2014 2015 2016 2017

—~1(t) (fitted)
[—~I(t) (predicted)

&1 =10.26 &y =0.26 & =017 & =10.15
East Jakarta East Jakarta
600 600 , 5
( - I°(t)
S —A(t) (fitted) 2 —l(t) (fitted)
& 400 [=11(t) (predicted 2 400 —1(t) (predicted)
[¢] o
[} [
=} =}
2200 2200
[ 93
la} o ( £
: = 4 7 M : A
0 0
2009 2010 2011 2012 2013 2014 2015 2016 2017 2009 2010 2011 2012 2013 2014 2015 2016 2017
& =0.16 & =10.16 & =014 &y =0.09
Central Jakarta Central Jakarta
200 - : - . - - S 200 - - - : - - - 5
""" 19 1)
2150 —(t) (fitted) —(t) (fitted)
a1 —11(t) (predicted |—1() (predicted
O
@ 100 r#
=}
> ¥
5]
8 50 ;
0 = F e 0 b = V]
2009 2010 2011 2012 2013 2014 2015 2016 2017 2009 2010 2011 2012 2013 2014 2015 2016 2017
& =027 E =0.27 & =0.21 & =0.16
West Jakarta West Jakarta
400 5 400 3
----- 19 190
@ —(t) (fitted) @ —1(1) (fitted)
%300 [—(t) (predicted; %300 [—~1(t) (predicted,
[¢] o
® 200 © 200
=} =}
{=2) (=2}
s % 100
8 100 ; \ a }
oL MW NS NS N oL MNIAT N NNT
2009 2010 2011 2012 2013 2014 2015 2016 2017 2009 2010 2011 2012 2013 2014 2015 2016 2017
& =0.10 & =10.10 & =0.15 & =0.09
North Jakarta North Jakarta
30 T TR e ®9 | | %0p A 1%
2 —1(Y) (fitted) 2 —(t) (fitted)
a [—(t) (predicted) 8 [—11(t) (predicted)
& 200 8
() ()
=} =}
2 2
£100 S
[a} . o
v

& =021

0 . . | = f f .
2009 2010 2011 2012 2013 2014 2015 2016 2017

& =0.21

0 . . . f . .
2009 2010 2011 2012 2013 2014 2015 2016 2017

&1 =0.07

& =0.15

119



7 Appendix

t = 2014 + 8weeks

t = 2013 + 8weeks

South Jakarta

South Jakarta

1000 1000
)
2 (1) (fitted) 2 1) (fitted)
% [—(t) (predicted; g [—~I(t) (predicted,
[¢] o
o 500 © 500
=} =}
[=2) (=2}
[=4 =4
[ [
a =}
o e s R 1 0 x e - d
2009 2010 2011 2012 2013 2014 2015 2016 2017 2009 2010 2011 2012 2013 2014 2015 2016 2017
& =10.39 Ey =0.67 & =0.19 & =0.68
East Jakarta East Jakarta
1000——————————— ] [ 0
2 1 (fitted) @ 1000 (1) (fitted)
a3 [—(t) (predicted: & [—(t) (predicted
% 500 %
() ()
ES 3, 500
(= C
[ [
[a} o X
o T ol = — A ™
2009 2010 2011 2012 2013 2014 2015 2016 2017 2009 2010 2011 2012 2013 2014 2015 2016 2017
&1 =0.33 &y =0.37 &1 =0.18 & =049
Central Jakarta Central Jakarta
300 p 400 d
""" I°(t) )
2 —1(t) (fitted) 300 —l(t) (fitted)
& 200 [=1(t) (predicted) o |—11(t) (predicted)
[¢] o
) © 200
=} =}
2100 g
2 & 100
0 0 w7 — S i
2009 2010 2011 2012 2013 2014 2015 2016 2017 2009 2010 2011 2012 2013 2014 2015 2016 2017
& =034 &y =0.52 & =014 &y =0.59
West Jakarta West Jakarta
600 - - - - - 800 - - - - : - - 5
W T I°(t)
S (t) (fitted) 2 600 —l(t) (fitted)
& 400 yl(t) (predicted; a3 [—(t) (predicted;
(¢] o
o ® 400
=} =}
2200 g
8 D2()()
e,
0 > - J o >
2009 2010 2011 2012 2013 2014 2015 2016 2017 2009 2010 2011 2012 2013 2014 2015 2016 2017
& =0.25 &y =0.38 & =012 & =0.40
North Jakarta North Jakarta
600 800
)
2 (t) (fitted) 2 600 1) (fitted)
g 400 t) (predicted; g [—~I(t) (predicted,
[¢] o
o ® 400
=} =}
2200 g
5 200 ;
0 - =
2009 2010 2011 2012 2013 2014 2015 2016 2017 2009 2010 2011
& =10.30 &y =0.50 & =0.15 E =047

120




7.C Appendix C:

Numerical findings and predictions with the two models

t = 2012 + 8weeks

t = 2015 + 24weeks

South Jakarta

South Jakarta

800 d
(t)
3 600 (t) (fitted) I(t) (fitted)
2 [—(t) (predicted; [—~I(t) (predicted,
(&)
© 400
=}
[=2)
5
8200 o .
0 p A i MY L. o i o -
2009 2010 2011 2012 2013 2014 2015 2016 2017 2009 2010 2011 2012 2013 2014 2015 2016 2017
& =10.30 Ey =0.56 & =014 & =0.17
East Jakarta East Jakarta
1000 3 600 d
""" 1°(t) 1)
2 (t) (fitted) 2 A(t) (fitted)
a3 [—(t) (predicted: & 400 [—(t) (predicted
O (&}
@ 500 ]
2 2200
[ [
[a} o
0 N 7 N7 A S 0 . . P | 7
2009 2010 2011 2012 2013 2014 2015 2016 2017 2009 2010 2011 2012 2013 2014 2015 2016 2017
& =0.26 E =045 & =0.11 & =10.14
Central Jakarta Central Jakarta
400 3 3
""" I°(t) )
2300 —1(t) (fitted) —l(t) (fitted)
a [—AI(t) (predicted) [—(t) (predicted)
o
© 200
=}
(=2
5]
A 100
N N e 0
2009 2010 2011 2012 2013 2014 2015 2016 2017 2009 2010 2011 2012 2013 2014 2015 2016 2017
&1 =0.45 & =0.71 & =0.15 &y =10.22
West Jakarta 400 West Jakarta
500 R 0
S (t) (fitted) 2100 —l(t) (fitted)
§400 yl(t) (predicted; § [—(t) (predicted;
® © 200
=} =}
2200 g
8 b 100
o R i . ¥ o i ”
2009 2010 2011 2012 2013 2014 2015 2016 2017 2009 2010 2011 2012 2013 2014 2015 2016 2017
& =027 Ey=0.45 & =0.11 & =0.11
North Jakarta North Jakarta
600 o 400
3 (t) (fitted) 8 300 I(t) (fitted)
5400 t) (predicted; § [—~I(t) (predicted,
o © 200
=} =}
2200 g
8 8 100
0 - 0
2009 2010 2011 2012 2013 2014 2015 2016 2017 2009 2010 2011 2012 2013 2014 2015 2016 2017
& =0.28 Ey =047 & =0.13 & =0.23

121



7 Appendix

122



Bibliography

[1] Adams, L.V.; Butterly, J.R.: Diseases of Poverty: Epidemiology, Infectious Diseases,
and Modern Plagues. Dartmouth College Press, 2015

[2] Aguiar, M.; Ballesteros, S.; Kooi, B.W.; Stollenwerk, N.: The role of seasonality and
import in a minimalistic multi—strain Dengue model capturing differences between pri-
mary and secondary infections: complex dynamics and its implications for data analy-
sis. Journal of Theoretical Biology, Vol. 289, pp 181-196, 2011
https://doi.org/10.1016/j.jtbi.2011.08.043

[3] Aguiar, M.; Kooi, B.W.; Martins, J.; Stollenwerk, N.: Scaling of stochasticity in
Dengue hemorrhagic fever epidemics. Mathematical Modelling of Natural Phenom-
ena, Vol. 7, No. 3, pp 1-11, 2012
https://doi.org/10.1051/mmnp/201273013

[4] Aldila, D.; Gotz, T.; Soewono, E.: An optimal control problem arising from a Dengue
disease transmission model. Mathematical Biosciences, Vol. 242, No. 1, pp 9-16, 2012
https://doi.org/10.1016/j.mbs.2012.11.014

[5] Ball, J.W.; Bindler, R.C.; Cowen, K.J.; Shaw, M.S.: Child Health Nursing, Partnering
with Children and Families. Cram101, 2016

[6] Bock, W.; Jayathunga, Y.: Optimal control and basic reproduction numbers for a
compartmental spatial multipatch Dengue model. Mathematical Methods in the Applied
Sciences, Vol. 41, No. 9, pp 3231-3245, 2018
https://doi.org/10.1002/mma.4812

[7] Brockmann, D.: Money Circulation Science — Fractional Dynamics in Human Mobility.
John Wiley and Sons, Ltd, pp 459483, 2008
https://doi.org/10.1002/9783527622979.ch16

[8] Caetano, M.A.L.; Yoneyama, T.: Optimal and sub—optimal control in Dengue epi-
demics. Optimal Control Applications and Methods, Vol. 22, No. 2, pp 63-73, 2001
https://doi.org/10.1002/0ca.683

[9] Chavez, J.; Gotz, T.; Siegmund, S.; Wijaya, K.P.: An SIR-Dengue transmission model
with seasonal effects and impulsive control. Mathematical Biosciences, Vol. 289, pp 29—
39, 2017
https://doi.org/10.1016/j.mbs.2017.04.005

[10] Ernst, K.; Walker, K. et al.: Aedes aegypti (Diptera: Culicidae) Longevity and Differ-
ential Emergence of Dengue Fever in Two Clities in Sonora, Mexico. Journal of medical
entomology, Vol. 54, No.1, pp 204-211, 2017
https://doi.org/10.1093/jme/tjwi4l

[11] Faber, W.; Hay, R.; Naafs, B.: Imported skin diseases. Wiley, 2012

123


https://doi.org/10.1016/j.jtbi.2011.08.043
https://doi.org/10.1051/mmnp/201273013
https://doi.org/10.1016/j.mbs.2012.11.014
https://doi.org/10.1002/mma.4812
https://doi.org/10.1002/9783527622979.ch16
https://doi.org/10.1002/oca.683
https://doi.org/10.1016/j.mbs.2017.04.005
https://doi.org/10.1093/jme/tjw141

Bibliography

[12] Fletcher, R.: A new approach to variable metric algorithms. The Computer Journal,
Vol. 13, No. 3, pp 317-322, 1970

[13] Gotz, T.; Altmeier, N.; Bock, W.; Rockenfeller, R.; Sutimin, S.; Wijaya, K.P.: Model-
ing Dengue data from Semarang, Indonesia. Fcological Complexity, Vol. 30, pp 57-62,
2017
https://doi.org/10.1016/j.ecocom.2016.12.010

[14] Gotz, T.; Nuraini, N.; Soewono, E.; Wijaya, K.P.: Temephos spraying and thermal
fogging efficacy on aedes aegypti in homogeneous urban residences. ScienceAsia, Vol.
39, pp 48-56, 2013
http://dx.doi.org/10.2306/scienceasial513-1874.2013.395.048

[15] Gotz, T.; Rockenfeller, R; Wijaya, K.P.: Optimization problems in epidemiology,
biomechanics and medicine. International Journal of Advances in Engineering Sciences
and Applied Mathematics, Vol. 7, pp 25-32, 2015
https://doi.org/10.1007/s12572-015-0130-5

[16] Gotz, T.; Soewono, E.; Wijaya, K.P.: Advances in mosquito dynamics modeling.
Mathematical Methods in the Applied Sciences, Vol. 39, No. 16, 2015
https://doi.org/10.1002/mma.3517

[17] Gotz, T.; Soewono, E.; Wijaya, K.P.: An optimal control model of mosquito reduction
management in a Dengue endemic region. International Journal of Biomathematics,
Vol. 7, No. 5, 2014
https://doi.org/10.1142/S1793524514500569

[18] Gubler, D.J.: Dengue, Urbanization and Globalization: The Unholy Trinity of the 21
Century. Tropical Medicine and Health, Vol. 39, pp 3-11, 2011
https://doi.org/10.2149/tmh.2011-305

[19] Gubler, D.J.: The global emergence/resurgence of arboviral diseases as public health
problems. Archives of Medical Research, Vol. 33, No. 4, pp 330-342, 2002
https://doi.org/10.1016/50188-4409(02)00378-8

[20] Hansen, G.: Mosquitoes. ABDO Publishing Company, 2015

[21] Hayes, C.G.; Phillips, I.A.; Callahan, J.D.; Griebenow, W.F.; Hyams, K.C.; Wu,
S.J.; Watts, D.M.: The epidemiology of Dengue virus infection among urban, jungle,
and rural populations in the amazon region of Peru. The American Journal of Tropical
Medicine and Hygiene, Vol. 55, No. 4, pp 459-63, 1996
https://doi.org/10.4269/ajtmh.1996.55.459

[22] Heidrich, P.; Gotz, T.: Modelling Dengue with the SIR Model. In: Faragé 1.; Izsdk
F.; Simon P. (eds), Progress in Industrial Mathematics at ECMI 2018. Mathematics in
Industry, Vol. 30. Springer, pp 175-182, 2019
https://doi.org/10.1007/978-3-030-27550-1_22

[23] Jomes, J.A.: Mosquito Facts and Information. Lulu.com, Accessed 15 Aug 2020
https://www.lulu.com

[24] Kooi, B.W.; Aguiar, M.; Stollenwerk, N.: Analysis of an asymmetric two-strain
Dengue model. Mathematical Biosciences, Vol. 248, pp 128-139, 2014
https://doi.org/10.1016/3.mbs.2013.12.009

124


https://doi.org/10.1016/j.ecocom.2016.12.010
http://dx.doi.org/10.2306/scienceasia1513-1874.2013.39S.048
https://doi.org/10.1007/s12572-015-0130-5
https://doi.org/10.1002/mma.3517
https://doi.org/10.1142/S1793524514500569
https://doi.org/10.2149/tmh.2011-S05
https://doi.org/10.1016/S0188-4409(02)00378-8
https://doi.org/10.4269/ajtmh.1996.55.459
https://doi.org/10.1007/978-3-030-27550-1_22
https://www.lulu.com
https://doi.org/10.1016/j.mbs.2013.12.009

Bibliography

[25] Lee, S.; Castillo-Chavez, C.: The role of residence times in two—patch Dengue trans-
mission dynamics and optimal strategies. Journal of Theoretical Biology, Vol. 374, pp
152-164, 2015
https://doi.org/10.1016/j.jtbi.2015.03.005

[26] Lenhart, S.; Workman, J.T.: Optimal control applied to biological models. CRC Press,
2007

[27] Martcheva, M.: An introduction to mathematical epidemiology. Springer US, 2015

[28] Morlan, H.B.; Hayes., R.O.: Urban dispersal and activity of aedes aegypti. Mosquito
News, Vol. 18, No. 2, pp 137-144, 1958

[29] Muir, L.E.; Kay, B.H.: Aedes aegypti survival and dispersal estimated by mark-
release—recapture in northern australia. The American Journal of Tropical Medicine
and Hygiene, Vol. 58, No. 3, pp 277-282, 1998
https://doi.org/10.4269/ajtmh.1998.58.277

[30] Nocedal, J.; Wright, S.: Numerical Optimization. Springer New York, 2006

[31] Polak, E.; Ribiere, G.: Note sur la convergence de méthodes de directions con-
juguées. ESAIM: Mathematical Modelling and Numerical Analysis — Modélisation
Mathématique et Analyse Numérique, Vol. 3, pp 35-43, 1969

[32] Pontryagin, L.: Mathematical Theory of Optimal Processes. CRC Press, 2018

[33] Pyke, A.T.; Moore, P.R.; Taylor, C.T.; Hall-Mendelin, S.; Cameron, J.; Hewitson,
G.R.; Pukallus, D.S.; Huang, B.; Warrilow, D.; Hurk, A.F.: Highly divergent Dengue
virus type 1 genotype sets a new distance record. Scientific Reports, Vol. 6, 2016
https://doi.org/10.1038/srep22356

[34] Rabiner, L.; Schafer, R.: Theory and Applications of Digital Speech Processing. Pear-
son, 2011

[35] Rao, K.; Kim, N.; Stepanov, V.; Hwang, J: Fast Fourier Transform — Algorithms and
Applications. Springer Netherlands, 2011

[36] Reiskind, M.; Baisley, K.J.; Calampa, C.; Sharp, T.W.; Watts, D.M.; Wilson, M.L.:
Epidemiological and ecological characteristics of past Dengue virus infection in santa
clara, peru. Tropical Medicine and International Health, Vol. 6, No. 3, pp 212-218,
2008
https://doi.org/10.1046/j.1365-3156.2001.00703.x

[37] Rocha, F.; Aguiar, M.; Souza, M.; Stollenwerk, N.: Time—scale separation and centre
manifold analysis describing vector—borne disease dynamics. International Journal of
Computer Mathematics, Vol. 90, No. 10, pp 2105-2125, 2013
https://doi.org/10.1080/00207160.2013.783208

[38] Rocha, F.; Mateus, L.; Skwara, U.; Aguiar, M.; Stollenwerk, N.: Understanding
Dengue fever dynamics: a study of seasonality in vector—borne disease models. Inter-
national Journal of Computer Mathematics, Vol. 93, No. 8, pp 1405-1422, 2016
https://doi.org/10.1080/00207160.2015.1050961

125


https://doi.org/10.1016/j.jtbi.2015.03.005
https://doi.org/10.4269/ajtmh.1998.58.277
https://doi.org/10.1038/srep22356
https://doi.org/10.1046/j.1365-3156.2001.00703.x
https://doi.org/10.1080/00207160.2013.783208
https://doi.org/10.1080/00207160.2015.1050961

Bibliography

[39] Rodrigues, H.S.; Teresa, M.; Monteiro, T.; Torres, D.F.M.: Vaccination models and
optimal control strategies to Dengue. Mathematical Biosciences, Vol. 247, pp 12-12,
2014
https://doi.org/10.1016/j.mbs.2013.10.006

[40] Royal, L.; McCoubrey, L.: International spread of disease by air travel. American
Family Physician, Vol. 40, No. 5, pp 129-136, 1989

[41] Ryan, K.; Ahmad, N.; Weissman, S.; Alspaugh, J.; Drew, W.; Lagunoff, M.; Pot-
tinger, P.; Reller, L.; Reller, M.; Sterling, C.: Sherris Medical Microbiology, Seventh
Edition. McGraw—Hill Education, 2018

[42] Shi, P.: Molecular virology and control of flaviviruses. Academic Press, 2012

[43] Taylor-Robinson, A.W.: Dengue diagnosis, treatment and vaccine design: are efforts
hampered by multiple serotypes and cross—reactivity with Zika?. Journal of Clinical
Diagnosis and Treatment, Vol. 1, No. 2, pp 50-52, 2018

[44] Tikhonov, A.N.; Goncharsky, A.; Stepanov, V.V.; Yagola, A.G.: Numerical Methods
for the Solution of Ill-Posed Problems. Springer Amsterdam, 2013

[45] Torre, C.: Deterministic and stochastic metapopulation models for Dengue fever.
Arizona State University, 2009

[46] Vasilakis, N.; Cardosa, J.; Hanley, K. et al.: Fever from the forest: prospects for the
continued emergence of sylvatic Dengue virus and its tmpact on public health. Nature
Reviews Microbiology, Vol. 9, pp 532—541, 2011
https://doi.org/10.1038/nrmicro2595

[47) WetterKontor. Accessed 15 Aug 2020
https://www.wetterkontor.de

[48] World Health Organization (WHO). Accessed 15 Aug 2020
http://who.int

[49] World Health Organization (WHO): Dengue control. Accessed 15 Aug 2020
http://who.int

[50] World Life Expectancy. Accessed 15 Aug 2020
https://www.worldlifeexpectancy.com/indonesia-life-expectancy

[51] World Meteorological Organization. Accessed 15 Aug 2020
https://worldweather.wmo.int

126


https://doi.org/10.1016/j.mbs.2013.10.006
https://doi.org/10.1038/nrmicro2595
https://www.wetterkontor.de
http://who.int
http://who.int
https://www.worldlifeexpectancy.com/indonesia-life-expectancy
https://worldweather.wmo.int

8 Research Paper IV: Early Stage
COVID-19 Disease Dynamics in Germany:
Models and Parameter Identification

Thomas Gotz Peter Heidrich

The paper Farly Stage COVID-19 Disease Dynamics in Germany: Models and Parameter
Identification by Thomas Go6tz and Peter Heidrich was first published as a preprint on
medRxiv (https://doi.org/10.1101/2020.04.23.20076992). The peer-reviewed ver-
sion is published on Journal of Mathematics in Industry, Vol. 10, Springer Open, 2020
(https://doi.org/10.1186/s13362-020-00088-y). The layout of the paper is adapted
to the present thesis.

Idea and organization were initiated by Thomas Go6tz. He contributed the sections
Introduction, Mathematical model and A few analytical considerations. Peter Heidrich
did the numerical programming with the calculations and the presentation of these in
the sections Adjoint equations and optimization and Simulation results. The two authors
complemented each other in the respective sections.

8.1 Abstract

Since the end of 2019 an outbreak of a new strain of coronavirus, called SARS-CoV-2, is
reported from China and later other parts of the world. Since January 21, World Health
Organization (WHO) reports daily data on confirmed cases and deaths from both China
and other countries [17]. The Johns Hopkins University [3] collects those data from vari-
ous sources worldwide on a daily basis. For Germany, the Robert—Koch—Institute (RKI)
also issues daily reports on the current number of infections and infection related fatal
cases [12]. However, due to delays in the data collection, the data from RKI always lags
behind those reported by Johns Hopkins. In this work we present an extended SEIRD—
model to describe the disease dynamics in Germany. The parameter values are identified
by matching the model output to the officially reported cases. An additional parameter
to capture the influence of unidentified cases is also included in the model.

Keywords: COVID-19, Epidemiology, Disease dynamics, SEIRD-model

8.2 Introduction

In December 2019, first cases of a novel pneumonia of unknown cause were reported from
Wuhan, the seventh—largest city in China. In the meantime, these cases have been identi-
fied as infections with a novel strain of coronavirus, called SARS-CoV-2 and the disease
it causes is called coronavirus disease 2019 (COVID-19). At the beginning of January
2020, the virus spread over mainland China and reached other provinces. Increased travel
activities due to the Chinese new year festivities supported the expansion of the infection.
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Since 21 January, WHO’s daily situation reports contain the latest figures on confirmed
cases and deaths, see [17]. The first COVID-19 case in Germany was reported in late Jan-
uary 2020 in a company close to Munich, Bavaria. Later cases were imported by travelers
from China, Iran or Italy as well as tourists returning from ski holidays in the Austria and
Italy. By 1 March 2020 more than 100 cases were reported in Germany and since than the
number of cases began to rise exponentially. The first deaths were reported on 9 March
2020 [12, 16]. By 16 March 2020 the federal government introduced first measures to
reduce the spread of the disease: Schools, kindergartens and universities were closed. On
22 March these measures were tightened by implementing a national curfew and contact
ban. People are advised to stay at home, leaving only for work related activities, necessary
shopping, medical treatment or sports. All this should not be done in groups of more than
two persons if they do not belong to the same household [1].

Our work is based on the data reported by Johns Hopkins University [3]. We refrain
from using the official data from the Robert—Koch-Institute [12], since they suffer from a
delay by several days due to the more complicate way of aggregating those data. For a
detailed explanation of the difference between the data reported by Johns Hopkins and the
Robert—Koch Institute we refer to the information given on the webpage of the Robert—
Koch-Institute, see [13]. Johns Hopkins University continuously collects the data from
internet queries at various sources (local health authorities, newspapers, etc.) whereas the
Robert—Koch—Institutes collects the data that are reported for the local health authorities
to the district level, then state level and finally aggregates them to the federal statistics.
Hence these data lag several days behind the ones collected by Johns Hopkins University.

The paper is organized as follows: In Section 8.3 we describe the model and the pa-
rameter identification problem. Our models consists of three variants of a five compart-
ment SEIRD-system without demographic terms, where the transmission rate is either
fixed (8.1) or time—-dependent (8.3) and (8.4). The fatalities are either described by an
ODE, see models (8.1) and (8.3), or via a delay term in model (8.4). In the parameter
estimation problem, we determine the transmission rate, detection rate and lethality to-
gether with the initial values for the exposed and infected compartment. In Section 8.4 we
discuss the sensitivity of our model with respect to detection rate. Section 8.5 is devoted
to the adjoint equations used for solving the optimization problem. The simulation results
are presented in Section 8.6. Here we do compare the results obtained from the three
models presented in Section 8.3.

8.3 Mathematical model

To model the dynamics of the spread of COVID-19 incidences, we propose a hierarchy of
SEIRD models. For details regarding the original STR— and SEIR-model we refer to
classical works on mathematical epidemiology, e.g [7]. For our basic SEIRD-model, the
total population of Germany with N ~ 83.000.000 individuals is subdivided in to suscep-
tibles S, exposed E, infected I, recovered R and deaths D. The susceptibles constitute the
reservoir of persons that are not yet infected with SARS—-CoV—2. After infection suscepti-
ble become exposed meaning that they already carry the virus but are not yet infectious.
With a rate ¥ exposed individuals become infectious and transmit the virus with rate 3
to susceptibles. An infected individual loses infectivity with v and has a probability
of dying due to the disease [18]. Figure 8.2 shows the transmission structure. By C we
denote all infected cases, independent of their current status. This artificial compartment
is later on used to compare with the total number of registered cases reported by Johns
Hopkins or RKI.
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Figure 8.1: Case numbers in Germany from 1 March until 7 April 2020, as reported by

Johns Hopkins University [3].

The initial time point is chosen as 1 March,

since then the number of registered infections exceeds 100 cases.

Figure 8.2: Transmission diagram for the basic SEIRD-model (8.1). The artificial com-
partment C' contains all infected cases, i.e. current active infections, recovered

and deaths.
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The resulting system of ordinary differential equations (ODE) for the above described
SEIRD-model reads as

f%:—%ﬂh S(to) = So := N — Bo— Iy, (8.1a)
% = %Sl —9E, E(tg) = Ey, (8.1b)
% =9FE —~I, I(to) = Io, (8.1c)
W —(-mal, Rl =0, (8.14)
% = p, D(ty) =0. (8.1e)

The starting time tg is chosen as 1 March and the initial conditions for the recovered and
dead compartment are assumed to be zero, since in Germany the first COVID-19 related
death was recorded on 9 March. Also we may assume that the number of recovered
individuals by 1 March is negligible. In the sequel, we will also consider two refined
versions of the above basic model. At the onset of the disease, the numbers of exposed,
infected, recovered and dead are still small and the number of susceptibles is approximately
equal to the entire population N. In this setting, the EI-part of the model reduces to

E\' (-0 B E

1) \9 -5 1)-
The maximal eigenvalue A of this linear system determines the initial growth rate and is
given by

A= (_w+7y% W—7F+@%)

N —

and the doubling time T5 equals

In2
TQZT.

Figure 8.3 depicts the dependence of the doubling time on the transmission rate 5. As of
mid April, the doubling time in Germany is approximately 14 days compared to 2.5 days
by mid March.

In the basic model (8.1), the transmission rate [ is assumed to be fixed. The German
state and federal governments introduced several measures to slow down the spread of the
disease. Similar measures are nowadays taken in almost every country worldwide. As of
16 March schools, kindergartens and universities were closed and on 22 March a general
contact ban was enforced in Germany. Both measures aim at reducing the transmission
rate . To include this into the basic model (8.1), we also consider an alternative model
for the transmission rate 8: We assume 8 as a piecewise constant function on the time
intervals prior to any measures, (until 15 March), after school closings (between 16 and
22 March) and after the contact ban (after March 22)

Bo : t <16 March
B(t) =4 B1 : 16 March < t < 22 March (8.2)
Bo : t>22 March.
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Figure 8.3: Plot of the doubling time 75 in days versus the transmission rate § for fixed
values ¥ = 1/2 and v = 1/10. A reduction of the transmission rate from
B = 0.8 to f = 0.2 accounts for a slow down of the infection from doubling
time 2 days to 10 days.

The resulting time-dependent S EIRD-model reads as

s pB(t) e

a = N SI, S(to) = So =N EQ Io, (83&)
dE _ B(t) _

dal

a =JFE — ’yI, I(to) = IO 5 (83C)
dR

il SR DRRT R(tg) =0, (8.3d)
dD

= A, D(tg) = 0. (8.3¢)

Setting 8 := By = 1 = P2, the time—dependent model reduces to the basic one.

In order to validate our models and to identify the parameters involved therein, both the
registered number of infections and the registered number of COVID-19 related deaths
are important indications. The number of registered deaths is probably considerably
more reliable, since the number of registered infections depends on the number of tests
conducted and the dark figure of undetected, mostly asymptomatic cases, is assumed to be
remarkably large [6]. We will discuss this point later in more detail. In the previous basic
or time—dependent SFEIRD-model, the actual increase of the disease related deaths % is
assumed to be proportional to the current number of infected persons. The Robert—-Koch-
Institute specifies an average of 10 days between the onset of symptoms and admission to
the intensive care unit [11]. Therefore, we assume 7 = 14 for the time between the onset
of infectiousness and death. In order to include this time lag into our model, we introduce
a delay—term into the time—dependent model and obtain the final delayed time—dependent
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model:
Cf::—ﬂ](\?SI, S(to) = So:== N — Ep — I, (8.4a)
% = ﬁ](\f)sz —9E, E(to) = Eo, (8.4b)
% —OE -y [ =) +pl(t—7)],  I(s) = Io(s) fors<to, (8.4¢)
L wa, R(to) = 0, (8.4d)
R () Di(ty) =0. (8.4c)

Note, that for solving this delay differential equation (DDE) we need an initial history of
the infected compartment, i.e. values Iy(s) for tg — 7 < s < ty. In all the three models,
the parameters 9 = 1/2 [days™!], v = 1/10 [days~!] are assume to be fixed and resemble
a latency period of 2 days and a recovery period of 10 days, see [12, Situation report 31
March 2020]. The parameters in the transmission rate, i.e. 3, or [y, 51,2 the lethality
p and the initial values FEy, Iy resp. the initial history Io(s) for the exposed and infected
compartment are yet unknown to us. We will identify them together with the detection
rate 6 by matching the model output to the given data. The detection rate § corresponds
to the fraction of infected individuals which are positively tested for SARS-CoV—-2 and
hence appear in the official recordings. Various sources speculate that this detection rate
is in the order of magnitude of 10-20% meaning that the true number of infected 5 — 10
times larger than the number published in the official statistics, see [6].

To match the model output and the reported data we use a least squares approach. Let
u = (8,9, u, Eo, Ip) resp. u = (Bo, 51, B2, 0, i, Ep, Iy) denote the unknown model parameters
to be determined. Furthermore, let Y (¢) and Z(t) denote the data for the cumulated
infected and dead cases at time ¢ reported by Johns Hopkins University. The deviation
between the model and the data is measured by the cost functional

_ BT+ R) +D=YIZ: | |ID = 2|
g 12172

+ ez [lull®

J(u) :

1
= YIE (’\5(I+ R)+D—Y|32+wi |D—Z|32 +wo ||u”2> ’ (8.5)
L2

where || f[|3. := LZF“ f(t)?dt denotes the square of the L?-norm of the function f on the

Y117
12172
V]2, ~ 1.2- 10" and ||Z]|3> ~ 6.5 - 108, hence w; ~ ¢; - 185. The cumulated infected
Y, i.e. total positive tests, are to be matched in the SEIRD-model to those individuals
who had been infected until time ¢, i.e. the sum of the infected I, recovered R and deaths
D. To account for the uncertainty in the ¢rue number of infected and recovered cases, we
multiply both compartments by the detection rate §, which is itself part of the parameters
to be identified. For the deaths we assume no undetected cases. By Tgjt we denote the
time horizon used for the comparison between the model and the data. The regularization
term wy ||ul|?* is included to ensure the convexity of the cost—functional. The weighting
parameters c1, co and hence wi,ws > 0 allow to balance the contributions from the least
squares error in the fatalities and from the size of the parameter values themselves to
the least squares error in the infected cases. The weight ¢ for the fatal cases allows to
compensate the different order of magnitude between the infected cases and the fatal cases,

interval [to, Trit] and w; = 1 as well as wy = ¢ ||Y||32. For the given data we have
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typically ¢; ~ 2-3 leading to wy ~ 500 . The weight ¢y is chosen small, such that the
overall cost functional is still dominated by the least square fit between the model output
and the given data.

The parameters u* themselves are obtained from minimization problem

min J(u) subject to one of the ODE-systems (8.1),(8.3) or (8.4), (8.6a)
u* = argmin, J(u). (8.6b)

8.4 A few analytical considerations

Due to the absence of demographic terms, our basic model (8.1) does not allow other
equilibria besides the trivial disease free equilibrium X% = (IV,0,0,0,0). Since we focus
only on the short—time behavior of the epidemics, demographic terms are excluded and
equilibria do not play any important role.

An important issue is the question of wether we can identify the detection rate and
lethality during the take—off period of the epidemics? The only data available for parameter
identification are the total number of registered cases C' = I + R+ D and the deaths D.
The total registered cases heavily depend on the number of tests conducted. If a person is
infected, but not tested, this person will not appear in the official statistics. Hence, there is
a presumably large dark figure in the officially recorded data. Our model parameter § takes
this into account. The other, maybe more reliable, available data are the recorded deaths.
Here we may assume that all COVID-19 related deaths are diagnosed and hence there is
no dark figure in the D—compartment. A recent analysis by the Federal Statistical Office
on the excess mortality in Germany for March and April 2020 confirms this assumption,
see [2]. For other countries this assumption might be questionable, since they suffered
from major COVID-19 outbreaks in care homes that did not enter the official statistics,
e.g. in the UK, see [14]. However, one scenario could be possible. A large dark figure in
the entire cases, i.e. a small detection rate § and a very small lethality could result in the
same or at least similar observed data as a moderate or even small dark figure and hence
large detection rate § combined with a higher lethality rate. In that setting a simultaneous
identification of both, the detection rate 6 and the lethality u could be difficult due to
their counteracting effects.

In order to investigate this scenario, we consider the simultaneous effect of the detection
rate § scaling both the initial values of the E and I compartment to account for undetected
cases together with a lethality du. Removing the S—compartment by setting S = N — F —
I — R — D, the basic SEIRD-system (8.1) reads as

dE B
%:ﬁE—’yI, I(to) = 1o/d,
dRr

= (= dw T, R{to) =0,
dD

The sensitivities X g := 0sF and X, X g, Xp of the solution with respect to the detection
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rate satisfy the system

= %(N—E—H—R—D)EI—QS’EE—%I(EE+ER+ED),

Ye(te) = —Eo/6%, (8.7a)
L =09%p — Xy, Yr(to) = —Io/6?, (8.7b)
r=0—=0pvEr — I, Sr(to) =0, (8.7¢)
'h = 0ouyXr + puvl, Yp(te) =0. (8.7d)

In Figure 8.4 we show the relative sensitivities ¥/C and ¥p/D for detection rates § =
0.1,0.2 and 0.33.

The chosen initial values are Ey = 150 and Iy = 100 (detected) cases at day 0. All
other parameters resemble the assumed values for Germany. Note, that at the onset
of the epidemics, i.e. in case of 6 = 0.1 for ¢ < 30 and for § = 0.2,0.33 even for ¢ <
40, the sensitivities are very small and hence the solution of the SEIR-model is almost
independent of the particular value of the detection rate §. Hence ¢ cannot be identified
from the observed data in a reliable manner. To illustrate these findings, we consider
a linearization of a simplified STR-model during the initial phase of the epidemics. We
neglect the exposed compartment and assume that at the initial phase, the number of
susceptibles is approximately equal to the entire population. Hence we get the linear
system

. R A 1
=Bl i0)= 1o,
D' =éunlI, D(0) =0,

with the solution

D(t:6) = 5“7_77 (ew*ﬂf - 1) Io.

In this linearized setting, the approximation D for the dead compartment is independent
of the detection rate . From the graphs in Figure 8.4 one can conclude, the a significant
dependence of the detected or dead compartment C resp. D is given only after the initial
take—off period of the epidemic. In the setting of Germany, this implies, that during the
month of March a reliable identification to the detection rate might not be possible.

8.5 Adjoint equations and optimization

In order to solve the minimization problem (8.6), we use the adjoint equations, for details
see [4, 15]. We introduce the Lagrangian

L(t,z,u,z) = J(u)+ /Tm 2(t)T <g(t,x,u) — CZ) dt .

to

Here z = (zs,zg, 21, 2R, 2p) denotes the adjoint functions to the state variable x =
(S,E,I,R,D) and ¢(t,z,u) denotes the right hand side of the ODE resp. DDE system.
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Figure 8.4: Relative sensitivities of C' (left) and D (right) with respect to the detection
rate § for 6 = 0.1 (blue solid), § = 0.2 (red dashed) and 6 = 0.33 (green dash—
dotted). At the onset of the epidemics, the sensitivities are extremely small,
hence no reliable identification of § is possible.

The gradient of £ with respect to the unknown parameters u is given by

oL Trit 0pB(t)
= 2c93; + — — dt, 1 =0,1,2,
op; 2Pt /t op; >1er = 7s) /
oL Trit
:202(5—1—/ (I+R)[0(I+R)+D-Y]dt,
9o Y172 Jio
oL Trit
— =2 I — t
on 02u+/to I (2p — 21) dt,
oL
TEO = 2coFy + ZE(to) — Zg(to) ,
oL
6710 = 2¢coly + Z[(to) — Zs(to) .

Note, that in the case 8 = By = f1 = P2 we have B’B(t) = 1. By adding the time delay, we
obtain

oL

Tth
:2czu+/ vI (zr —zr) + YL (t —7) (2p — 21) dt.
8:“ to

The adjoint system reads as

dzs  B(t)
g~ N ls—em),
dz
d—fzﬁ(zE—zl),
dZ] _,B(t) 20
o = N oz —ze) vyl —zr+p(zr —2p)] - i 6(I+R)+D-Y],
dZR 20
= S(I+R)+D-Y],
dt Y72 ol ) |
dzp 2 2cq
=_ S(I+R)+D—Y] - D-27),
dt Y7 o) | quiz( )
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supplemented by the terminal condition (zs, zg, 21, 2r, 2p)(TFit) = 0. In the case of the
time delay we receive

der _ @S(zs —zp)+ (1 —p)y(2r — 2r) — HYQI(\Z
L2

-2 6(T+R)+ D —Y]

+ wy [z](t + 7’) - ZD(tL + T)] " X[to, Trst—] (t) :

Here x[q,4) () denotes the characteristic function of the interval [a, b], i.e. we define x[, 4 (t) =
1 for ¢ € [a,b] and = 0 otherwise.

To solve the optimization problem (8.6) numerically, we apply the Forward-Backward
Sweep method [4] combined with a Quasi-Newton method (BFGS) [9].

In each iteration step the ODEs and DDEs of the state variables and adjoint equations
are solved with Runge-Kutta methods before the corresponding gradient and direction
of descent can be determined. The algorithm stops as soon as the termination condition
IIJ (ugs1) — J(ug)|| < TOL is fulfilled.

As initial values we use § = By = 1 = [ = 0.3 for the transmission rate. This is
justified by the fact that an average Basic Reproduction Number of about Ry = 3 is
assumed and in our basic model we have

Epidemiologically, Rq indicates the number of new infections an infected individual causes
during the infectious period in an otherwise susceptible population. For the sake of sim-
plicity, we assume the same starting value for Iy and Ey. This corresponds to the value
at the first data point of our measurement, i.e. 130 registered infected persons on 1st
March. As already mentioned, we assume that for the recovered and deaths at this time
Ry = Dy = 0 holds. The possible problems with the optimization of § and p were already
mentioned in the previous section. To increase the probability of generating a global min-
imum, we use n = 1000 normally distributed start values for both parameters fulfilling
§ ~ N(0.25,0.252) and pu ~ N(0.03,0.03%) with §, u > 0. The algorithm selects the best
result of these n data fits. The reason for this is the assumption that the proportion of
detected cases is between 1 — 50% and the lethality below 6%. For the case fatality rate

i we have
Z

Rreported/(S +7Z ’
where Ryeported stands for the reported recovered at time Tr;;. The approach for this
estimation can be found in [11]. The smaller the detection rate 0, the lower the upper

bound for the case fatality gets.
In case of the time delay we choose as initial history for s € [tg — T, to]

I(s) = Ipexp <—1n(21) (s — to)) :

This is justified by the fact that the number of registered cases has increased tenfold during
this period and we assume an exponential growth in this time span.

<p< (8.8)

Y

8.6 Simulation results

To estimate the unknown parameters u, we match the data reported on a daily basis by
Johns Hopkins [3] to our simulation results for a time period starting on 1 March.
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Figure 8.5: Fit of the basic model (8.1) to the data for the period 1 March to 16 March,
i.e. before the onset of containment measures.

The first results in Figure 8.5 show a parameter estimation using the basic model (8.1)
and the time period before the onset of any containment measures, i.e. before the closing
of schools on 16 March. We fitted the parameters 3, § and p along with the initial values
Ey and I over the time period 1 March to 16 March. The initial values Ey and I are
also subject to fitting, since the official data does not provide information about the active
infections at a given day. The weight ws = 1 to keep the cost functional dominated by
the two least square errors. The other weight is chosen as w; = 500 to compensate the
significantly smaller value of the least square error in the fatal cases.

For the given time period of the fit, the model prediction and the observed data are in
good accordance. The estimated parameter values are given in Table 8.1. The detection
rate was estimated as § = 0.37 implying that the ¢rue number of infections exceeds the
registered cases by a factor 3. The transmission rate 8§ = 0.57 accounts for a doubling
time of 2.6 days at the initial, uncontrolled phase of the epidemic in Germany.

In Figure 8.6 we show the results obtained with the time-dependent model (8.3). In
this case, the fitting period equals to the entire simulation period starting from 1 March
to 7 April. The weights wi,ws are identical to the previous simulation. The obtained
transmission rate and according doubling times change from £y = 0.5232 and T»(5y) = 2.8
days at the initial uncontrolled phase to B2 = 0.18 and t3(f2) = 11.4 days after the contact
ban has been introduced. The effect of the contact ban effectively reduces the transmission
rate by a factor of about 3 and significantly slows down the speed of the epidemics by
increasing the doubling time by a factor 4.

In Figure 8.7 we show the result obtained with the delay model (8.4). For the delay
model, we assume a delay of 14 days between entering the class of infected and death.
Again, we show the simulation results compared to the reported cases for the infections and
deaths. Quite good agreement is found between the model and the simulation for both,
infections and deaths. Compared to the time—dependent model, shown in Figure 8.6,
the delay model agrees better in particular for the fatal cases. In Table 8.1 we have
listed the estimated parameter values in for the three models. We have also included the
normalized L?difference between the simulation outcome and the given data, i.e. the first
two summands from the cost fuctional (8.5). A t—test revealed that the deviations of the
simulation to the reported data is not normal distributed at a significance level of 5%.

In the simulations the detection rate is found to be 20 — 40%, indicating that the true
number of SARS—-CoV-2 infections might be 3 — 5 times higher that the officially recorded
data suggest. The lethality rate is found to be rather small, taking into account the large
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Figure 8.6: Fit of the time-dependent model (8.3) to the data for the period 1 March to

7 April.
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Figure 8.7: Fit of the delay model (8.4) to the data for the period 1 March to 7 April.

Table 8.1: Optimal parameter values for the three models (8.1), (8.3) and (8.4) obtained
from the minimization problem (8.6).

Parameter | 5 0 1 Eo+1y B Bo L>diff
Fit until Model
16.03.20 basic | 0.566 0.372 0.0034 418 — — 0.3771
07.04.20 time—dep | 0.523 0.308 0.0087 659 0.3561 0.1788 0.2721
07.04.20 delay | 0.553 0.202 0.0389 930 0.3578 0.1415 0.2242
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number of true cases.

Comparing the obtained values for the lethality, the value for the delay—model seems to
be most realistic, since in this model we compare the fatal cases today to the infections
that occurred two weeks ago. The two other models related the fatal cases of today to the
infected cases today, hence to a significantly larger number. Therefore in these to models,
the lethality rate seems to be smaller.

8.7 Conclusions and outlook

We present three ST R-based models for describing the outbreak of the SARS-CoV-2 out-
break in Germany. Besides a standard SFEIR-model, we consider an extension taking into
account the effect of social distancing by a time—dependent reduction of the transmission
rate. The third model introduces a delay—term to accurately describe the deaths depend-
ing on infected cases that occurred several days in the past. Comparing the simulation
results to the data published by Johns Hopkins University allows an estimation of the
unknown model parameters. Best results are obtained using the delay equation model. In
this setting, we find a detection rate of about 20% and a lethality of about 4%. The social
distancing measures were leading to an effective reduction of the transmission rate by a
factor 4. That is, after the introduction of the measures roughly just 25% of the social
contact compared to the initial period were leading to infections.
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9 Research Paper V: The COVID-19
Outbreak in Germany — Models and
Parameter Estimation

Peter Heidrich Moritz Schafer Mostafa Nikouei Thomas Gotz

The paper The COVID—-19 Outbreak in Germany — Models and Parameter Estimation
by Peter Heidrich, Moritz Schéafer, Mostafa Nikouei and Thomas Go6tz is published in
the journal Communication in Biomathematical Sciences, Vol. 3, No. 1, 2020 (https:
//dx.doi.org/10.5614%2Fcbms.2020.3.1.5). The layout of the paper is adapted to the
present thesis.

The sections on the Adjoint based approach with its theoretical elaboration, calculation
and evaluation are by Peter Heidrich. Moritz Schéfer delivered the corresponding sections
on the Metropolis algorithm. Thomas Gotz provided the idea for the article and took over
the organization and the sections Introduction and Model. The authors complemented each
other in corresponding sections. Mostafa Nikouei was involved in numerous consultative
sessions and provided alternative programming methods via PYTHON, while the results
of the present paper are calculated with MATLAB.

0.1 Abstract

Since the end of 2019 an outbreak of a new strain of coronavirus, called SARS-CoV-2,
is reported from China and later also from other parts of the world. Since 21 January
2020, World Health Organization (WHO) reports daily data on confirmed cases and deaths
from both China and other countries [21]. The Johns Hopkins University [8] collects those
data from various sources worldwide on a daily basis. For Germany, the Robert—Koch—
Institute (RKI) also issues daily reports on the current number of infections and infection
related fatal cases and also provides estimates of several disease-related parameters [16].
In this work we present an extended SFEIRD-model to describe these disease dynamics
in Germany. The model takes into account the susceptible, exposed, infected, recovered
and deceased fractions of the population. Epidemiological parameters like the transmis-
sion rate, lethality or the detection rate of infected individuals are estimated by fitting
the model output to available data. For the parameter estimation itself we compare two
methods: an adjoint based approach and a Monte—Carlo based Metropolis algorithm.

Keywords: COVID-19, Epidemiology, Disease dynamics, SEIRD-model, Parameter
estimation, Adjoint equations, Metropolis algorithm.

0.2 Introduction

In December 2019, first cases of a pneumonia of unknown cause were reported from Wuhan,
China. In the meantime, these cases were identified as infections with a novel strain of
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coronavirus, called SARS-CoV-2, and the disease it causes was called Coronavirus Disease
2019 (COVID-19). At the beginning of January 2020, the virus spread over mainland
China and reached other provinces. From 21 January onwards, WHO’s daily situation
reports [21] or Johns Hopkins University [8] (JHU) contain the latest figures on confirmed
cases and deaths for almost all countries. In this work we rely on the data published by
the JHU due to their rapid updates and easy accessibility.

The first COVID—-19 case in Germany was reported on 27 January 2020 in Bavaria. Later
cases were imported by travelers from China, Iran or Italy as well as tourists returning from
ski holidays in Austria and Italy. By 1 March 2020, more than 100 cases were reported
in Germany; since then, the number of cases began to rise exponentially. The first deaths
were reported on 9 March [16]. By 16 March, the federal government introduced first
measures to reduce the spread of the disease: schools, kindergartens and universities were
closed. On 22 March, these measures were tightened by implementing a national curfew
and contact ban. People are advised to stay at home, leaving only for work related
activities, necessary shopping, medical treatment or sports [4]. By mid of April, these
mitigation measures showed some success with the number of new infections declining
from its peak of 6,294 on 28 March to less than 1,000 from 2 May onwards. On 6 May,
a relaxation of the imposed restrictions to social and economic life was announced. Since
then, the federal states are progressing at an individual pace to "normality”.

Asking the population to remain cautious and not to cause a second wave, local gov-
ernments of cities or districts are in charge to reinforce restrictions in case the number
of new infections surpasses the limit of 50 per 100,000 inhabitants within 7 days as of 6
May [2, 3]. Already four days later five districts exceeded this limit; with no measures
reported to alleviate it.

The pandemic continues to spread worldwide (as of June 2020) and the actual possibility
of a second wave demands for models to predict epidemic scenarios for the near and mid
future. The quality of those models heavily relies on the parameters used. In this study
we present SFEIRD-models which are some sort of quasi standard in epidemiological
simulations and estimate their parameters by using the available data from the JHU. The
estimation itself is based on a least squares fit between the model output and the reported
data. Here, both the reported infections and the reported fatalities are taken into account.

9.3 Model

Following the classical STR-models introduced by McKendrick [9] and its every—growing
number of variants (cf. [11] for an overview), we chose an SEIRD-model to describe
the COVID-19 outbreak in Germany. The entire population N is subdivided into five
compartments: susceptibles S, exposed E, infected I, recovered R, and deceased D. The
virus is transmitted from infected persons to susceptible persons at a time—dependent rate
B(t) and after an incubation phase of duration x~! exposed individuals get infectious.
Loss of infectivity is gained after y~! days and with a probability u, a patient dies from
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the disease. This leads us to the following five-dimensional ODE system:

t
S/:—B](V)SI, S(to):S():N—Eo—Io—Ro—DO>0, (9.1&)
E = 5](\;5)51 — KE, E(ty) = Ey > 0, (9.1b)
I'=kE —~I, I(tg) = 1o >0, (9.1c)
R/ = (1 - M) ’yI, R(to) = R() > 0, (9.1d)
D' = I, D(ty) =Dy > 0. (9.1e)

The starting point tg is chosen as 1 March as on that date number of reported cases
exceeded 100 cases for the first time, see Figure 9.1.

It is immediate to see that the model (9.1) has non-—negative solutions, provided the
initial values are all non—negative. Due to the absence of demographic terms, there is just
the trivial disease—free equilibrium S = N and £ =1 = R = D = 0. Since the intention
of our model is to provide short— and mid—term simulations, we are not interested in its
long—term behavior and hence possible endemic equilibria are of no concern.

As a variant of the above basic model, we also consider a delayed differential equation
(DDE) version where we introduce a time lag 7 between the infected and the deceased
state so that the fraction of people who recover or die from the disease is not attained
from the amount of infectives on the same day, but from the infectives data 7 days earlier.
The previous ODE model can thus be seen as a special case of the DDE model with 7 = 0.

S = —ﬁ](Vt)SI, S(ty) =So >0, (9.2a)
E = BJ&?SI —kE, E(tg) = Ey >0, (9.2b)
I'=kE—~y((1—p) +pl(t—1)), I(t) = ¢(t) >0, (9.2¢)
R =1 —pnAI, R(to) = Ry > 0, (9.2d)
D =uyI(t—1), D(tg) = Do > 0. (9.2¢)

Here, ¢ : [tg — 7,t9] — R4 denotes the initial history of the infected required for the
well-posedness of the above delay differential equation. Since the initial value Iy of the
infected at the starting date 1 March is later on subject of the estimation procedure, we
assume the initial history to show some exponential behavior

o) = foexp (-2 - 1)

fOl“t()—TStSto.
The transmission rate 3(t) can be related to the Basic Reproduction Number Ry via

At the onset of the epidemic, the Basic Reproduction Number R in Germany was esti-
mated to be Ry ~ 2.4-4.1, see [14]. To take the different levels of restriction imposed on
the social and economic life, we assume ((t) as a step function in time:

Bo, t < 16 March
51, 16 March <t < 22 March
Bt) = . 9.3)
B2, 22 March <t < 20 April
B3, 20 April <t.
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Before the first restrictions were imposed on 16 March, the disease was allowed to spread
almost uncontrolled. After kindergarden, school and university closings on 16 March,
the measures were tightened on 22 March by introducing a contact ban and closing of a
large number of shops and businesses. On 20 April, first relaxations were announced and
public life began to re—increase, but along with compulsory wearing of masks which has
been introduced in late April. For each of these stages we assume an specific contact rate
between individuals and hence different transmission rates ;. The values for the fixed
model parameters are given in Table 9.1.

Table 9.1: Used parameter values.

Parameter | Value Unit | Reference
N 83,019,213 | — [20]
K 1/3 d=t | [17]
v 1/10 d=t | [17]
T >7 d [17]
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Figure 9.1: Graphs of cumulative infections in Germany according to Johns Hopkins Uni-
versity from March 1st to May 3rd. On the left side with normal scaling and
on the right side in a semi-logarithmic scale.
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Figure 9.2: Graphs of cumulative death cases in Germany according to Johns Hopkins
University from March 1st to May 3rd. The scaling is chosen as in Figure 9.1.
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9.4 Parameter estimation

9.4 Parameter estimation

The unknown model parameter set u is estimated from a least squares fit of the model
output to the given data. Let Y and Z denote the accumulated registered COVID-19
cases or the accumulated COVID-19 deaths in Germany as reported by Johns Hopkins
University, see [8]. The reported cases Y consist of the currently infected cases, the
recovered and the deceased cases. Since by the very nature of the matter, not all infections
are detected, we introduce a detection rate §. For the currently infected and the recovered
ones, we assume that only this proportion § is tested and detected and hence appears in
the statistics; however, we assume no undetected deceased cases. Hence we compare the
data Y to 0-(I+ R)+ D from the model output. To put special emphasis on the fatalities,
we add a term which just compared the reported and the simulated deaths to the cost
functional. As a third contribution we add a regularization term proportional to the norm
of the estimated parameters to attain a convex function and prevent unrealistic outliers.
With this in mind we arrive at the following cost functional:

_I6U+R) +D—Yl|[f. | |D—Z|js

+ w|ul)? (9.4)
2 2 2
1Y) 72 121172

J(u) :

where w > 0 denotes some small weight allowing us to adjust the contribution between
the normalized least squares terms and the regularization term and || f(t)[|7> = ftf f)2dt
denotes the square of the L?>-norm of a function f resp. ||lul|3 = 3., u? for the square of
the Euclidean norm of a vector w.

The parameters to be estimated in model (9.1) are the transmission rate, the detection
rate, lethality and the numbers of exposed on 1 March 2020, i.e.

U = (ﬁ()?ﬂlv 62753757M7E0) € R7

which is the same parameter set as in model (9.2) with added but fixed time lag 7. For
the model with free and to—be—optimized time lag 7, we have the parameter set

u = (BO: 517525 637 5),“/5 T, EOa IO) S Rg .

Here, we also estimate the initial number of infected on 1 March to allow for more flex-
ibility of the model. The optimal parameters u* are determined by solving the following
minimization problem:

min J(u) subject to ODE (9.1) resp. (9.2), (9.5a)
u
u* = argmin, J(u). (9.5b)
Table 9.2 shows the planned simulations including constraints for the optimized parameters
in u.

Previous investigations in [7] already give us orders of magnitude for the initial values
of the optimization for §8; and 4. For the lethality rate ;. we assume the upper limit

_ )
H=RT s+ 2(T)°

whereby Z(T') denotes for the death cases and R(T") denotes the registered recovered
individuals at end time 7" [15]. This upper limit becomes smaller the fewer COVID cases
are registered, since d becomes smaller. For our data set we find

6866

P= 130600 + 6866~ V° (9:6)
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Table 9.2: Simulations with the respective constraints of the fitted parameters. In Sim-
ulation 1 no time lag 7 is included in the model. The starting values for Iy
and Ry are only updated in the first two simulations by division with J in each
iteration. In Simulation 2 the time lag 7 = 11.5 is fixed as a mean value within
the assumed interval. The parameter 7 is also fitted in Simulation 3, just like
Iy. All other unknown parameters in this table are adjusted in each simulation.

Sim. Model Bi ) I T Ey Iy Ry
1 1 > 0.06 0.056—-0.5 <0.05 0 >0 114/6 16/9
2 2 >0.05 005-05 <005 11.5 >0 114/6 16/¢
3 2 >0.06 005-05 <005 >7 >0 >0 16/9

based on the registered cases, i.e. this upper limit would match, if 6 = 1. Building on the
assumption that less than 50% of cases are detected, we also assume a starting value for
the lethality rate that is less than half of the calculated upper limit of 5%. The order of
magnitude of the time interval between the onset of infectiousness and death is derived
from the investigations in [17]. From the timelines available there we derive 7 € (7,17).
In individual cases this period can be considerably longer, so that 7 only represents an
average value in the model. The starting values for Iy and Ry can be taken from the
statistics. Depending on the value of the detection rate, the actual number is calculated
by dividing the measured values for the infected and recovered cases by J. Regarding
an estimate of the exposed individuals Fy at time g, we use a derivation using the Basic
Reproduction Number Ry, which indicates how many new infections an infected individual
causes on average during its illness in an otherwise susceptible population. In our model,
the infected persons I are at different time stages during their infectiousness. As a mean
value we assume the middle of this time interval. Thus, up to this point in time they could
infect about IyRo/2 persons on average. Depending on the assumed Basic Reproduction
Number, this results in different starting values for £y. The model adaptations are carried
out in the simulations with the values Rg € {3,4,5} and it is checked if significant effects
on the other parameters can be found. The selected start values can be seen in Table 9.3.

Table 9.3: Orders of magnitude of the initial values for adapting the model to the available
data.

Param. | By B1 B2, 083 o B T Ey Iy Ry
Init. val. | 0.6 0.4 0.1 0.25 0.02 11.5 IQRO/Q 114/5 16/(5

9.4.1 Adjoint based approach

To solve the minimization problem using adjoint functions we introduce the Lagrangian
function

L(u,x,2) = J(u) + /T z(t) - <g(t,x,u) - C(Z) dt,

to

whereby z = (zg, 2E, 21, 2R, 2D) denotes the adjoint function regarding the state variable
x = (S,E,I,R,D) and ¢(t,x,u) denotes the right side of the ODE resp. DDE system.
It should be noted that within the integral, a scalar product of vectors is calculated. A
critical point (u*, x*, 2*) needs to fulfill the necessary optimality condition

VL (u*,z* z")=0.
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For precise details of the following procedure, please refer to [10]. Thus we find the gradient
V. L regarding the parameters in u

oL 1 [T op(t) .
95, —2wﬂZ+N T SI(zp — zg) dt, 1=0,1,2,3, (9.7a)
T
M:zmm/ (I+R)<5(I+R)+D—Y)dt, (9.7b)
o) to
T
oL _ 2wy + 7/ I(zp — z) dt, (9.7¢)
8/"6 to
9L 9B + 2m(to) — =s(to) (9.7d)
oE, ~ whotzelt) = 2sto), :
oL
— = 2wly + z7(ty) — zs(to) , (9.7e)
dly

resp. in model (9.2) we obtain, due to the time delay T,

oL T
8#:2w,u—|—7/ I(zr—2zg)+I(t—7)(2p— 21) dt, (9.7f)
to
oL T dI
— =2 — — dt. 9.7
5 = 2wT o /to (21 — zp) atl_. (9.7¢)
The adjoint system is given by the equations
dzs  B(1)
T TI(ZS ZB) (9.8a)
d
—F =kl - ), (9.8b)
dzr  B(t) 20(0(I+R)+D-Y)
pr TS(zS—zE)—|—fy(z[—zR+,u(zR—zD)) — ||Y||%2 ,  (9.8¢)
dZR 20
— =——F(I+R)+D-Y), (9.8d)
i = i ( )
dzp 2 2
=— (I+R)+D-Y)———(D-2), (9.8¢)
dt Y1172 ( ) 121172

with the terminal condition (zg, zg, 21, 2r, 2p)(T) = 0. By adding the time delay in model
(9.2) we receive

dz B(t) 20
ditl = TS(ZS —zp)+ (1 —p)y (21 — zR) — i (5([ +R)+ D — Y)
+ (21t +7) = 2p(t+7)) - Xgor (1) (9.86)

Here x denotes the characteristic function

1, t e [to,T*T]
_a(t) =
Xlto, T ]() {O, else.
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Algorithm 4 Pseudocode for the approach including adjoint functions.

1: u, Y, Z +< load initial values for v and data

2: x, z < solve ODE resp. DDE for state variable and adjoint function
3: J, VJ < compute objective function and gradient regarding u
4: s < compute search direction

5: repeat

6: Jold —J

7. 0 ¢ argming. o () with ¢ (9) == J (u+ Js)

8 U< u+vs

9:  x,z2,J, VJ,s < update depending on u

10: until HJ — JoldHQ < TOL

11w x*, 2" J* —u,x, 2, J

Algorithm 4 represents the basic framework of the iterative optimization via adjoint
functions. To find a preferably global minimum, n multivariate normally distributed start
values for u can be created before step 1. These are then tested one after the other
with the presented procedure and the best result is chosen. The mean values of this
distribution are then the values in Table 9.3, and the variances can be selected according
to the restrictions in Table 9.2. In step 2 the ODE or DDE are solved using Runge-Kutta
methods. Since the state variable is solved forward and the adjoint function backward
regarding the time scale due to the initial and end values, this is also called the forward—
backward sweep method [10]. In MATLAB the ode45 and dde23 solvers are suitable for
this purpose. The search direction s in steps 4 and 9 is selected as Quasi—Newton method
(BFGS). Useful alternative search directions are (conjugated) gradient methods [13]. The
line search procedure in step 7 cannot be solved analytically in our case. A common
method for an appropriate step size 9* would be a backtracking procedure considering the
Armijo rule [1]. In the present simulation the procedure in Algorithm 5 is applied. It is
based on a Taylor series of ¥() := J (u + ¥s) developed around ¥y

Y00+ B) = 6(00) + ' (Bo)h + L (B)h + .

where ¢/, 9", ... stand for the respective derivatives of v regarding ¥. Based on this, we
assume that ¢ for ¥g = 0 and sufficiently small values for h = ¢ can be approximated by
a parabola with

P(V9) ~ ad* + b9 + ¢, (9.9)
YP'(9) ~2a9 +b.

Using the information ¥ (0) = J(u) and ¥'(0) = V.J(u) - s associated with a calculated
value (1) = J (u + 91s) for small and fixed ¥; allows to derive the parameters

c=1(0),

b= 17[),(0) )
a = ((0h) — ' (0)91 —(0)) /97,

and, by using the necessary condition ¢’ (#*) = 0, find the optimum of the parabola in
(9.9)
0" = —b/(2a) = —0.5¢'(0)07/ ((01) — ' (0)01 — 4(0)) -
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(0) +19%/(0),

0 '19* 21 9*

Figure 9.3: Graphical example to approximate the optimal value for 9¥* with parabola

linesearch. The left figure shows that the Armijo rule ¥ (¢) < 1(0) + ady’(0)
is not fulfilled for ©¥; and the new step size is determined using the parabola
minimum ¢*. To make sure that the possible minimum of the parabola is
below that line, one chooses a small value for a € (0,0.5), e.g. a = le—4. In
the right figure the Armijo rule is already fulfilled with the fixed increment
%1 which can be adopted. There can also be a parabola maximum, so that
" takes a negative value. However, this is circumvented because in this case,
there is no optimization of the step size.

Algorithm 5 Pseudocode for line search in step 7 of Algorithm 4.

e e e
Ot B W N

=
=2

u, J(u), VJ(u),s < input
91
¥(0) <= J(u)
x < compute state variable depending on u + s
Y (9) « J (u+ 9s)
YP'(0) «~ VJ(u)-s
a < value in (0,0.5)
if ¥ (9) > ¥ (0) + a¥y’(0) then
repeat
9 —0.50(0)02/ (1 (9) — (09 — (0))
x < update depending on u + ¥'s
P (9) + J (u+ 9s)
until ¥ (¥) < (0) + adyy’(0)  (Armijo rule)

. end if
=9
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The effect of the weight w can be seen on the diagonal of the Hessian matrix in model
(9.1)

T
V2L = 2diag <w,w,w,w,w + / (I 4+ R)? dt,w,w,w) ,
to
whereby all other entries in V2L are 0. The value of w directly influences the definiteness
of the Hessian matrix and thus the convexity of the objective function. For this reason,
different values for w are tested in the simulations.

9.4.2 Metropolis algorithm

According to the procedure described in [19], a Metropolis algorithm (cf. [5, 6, 12]) for
model (9.2) can be set up using the initial history and initial values for the to-be-estimated
parameter set u. Using the parameter set ug as of Table 9.3 as starting conditions, we
assign random draws upe, from a normally distributed (and thus symmetric) proposal
function ¢, i.e. Unew ~ q(Unew|ui—1), in every iteration i.

Using the previously defined J(u) as the target distribution, we calculate the approxi-

mative distribution by
J (u)?
=c- — 1
m(u) =c exp( 52 >, (9.10)

whereby c is an arbitrary value in R. For the acceptance probability, it follows

(tnew|ui_1) = min {1, 7 (tnew) - (i1 |t:) } = min {1, M} . (9.11)

m(u;) - q(uilui-1)) (u;)

In Eq.(9.11) we can see that the value of ¢ is redundant as it cancels out in the division.
If the sample is accepted with the probability o, we set u; = Upneqw; With the probability
1 — a, the sample is declined, meaning u = ;1 [18, 19].

Algorithm 6 Pseudocode for the Metropolis algorithm.

u,Y, Z + load initial values for u and data
x, z < solve ODE resp. DDE for state variable
J < compute objective function regarding u
o < standard distribution of the solution, i.e. I + R+ D over time
s < set step size (standard deviation) for the algorithm, e.g. s := u/100
repeat
Ugld < u from previous draw
Upew < U ~ N(”olda 5)
Z, 2, J (lipew) < update depending on u
o < min {1, exp (J(uold)2 — J(unew)2/202)}
Unpew — Unew With probability o and e, := u with probability 1 — «
: until maximum value of draws is reached
s ut ¥, J* < means of all u,x, J

e

Algorithm 6 represents the basic framework of the iterative optimization via the Metropo-
lis algorithm. In step 1, the mean values of this distribution as of Table 9.3 are loaded as
well as the variances according to the restrictions in Table 9.2. In step 2 the ODE or DDE
are again solved using Runge—Kutta methods via MATLAB’s ode45 and dde23 solvers.
The step size s in step 5 is selected as a fraction of the initial guess for the parameter
set u so that the parameters are allowed move with an individual "speed” through the
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search space. In steps 6 to 12, the process is repeated for all draws, the number of draws
in our case is set to 2e + 4. Alternatively, you can think about termination conditions,
but we avoided this due to the random nature of the system. Firstly, the update of the
parameter set u is done by taking a random value out of the normal distribution with
mean u and standard deviation s. After solving the system in step 9, the cost functional
J(u) is compared to the previous cost functional with the function « in step 10 and the
new parameter set is accepted or rejected according to 9.11 in step 11. The estimation
parameter set can then be computed out of the mean value of the draws in step 13. Al-
ternatively, in case of non—convergence, you can compute the best fitting u of the set and
use this as initial value as of step 1 again, to attain better results. Choosing the weights
w for the target function J(u) was done under two purposes. The first purpose was to
create a convex target function so that the algorithm does not converge to local minima
(see also the previous subsection for this). The Metropolis algorithm allows steps into
parameter sets having a "worse” target distribution with a certain probability, but it is
still possible that it runs into local but not global minima after a final amount of steps
which justifies the usage of the term w HuH2 The other purpose is to not have a too large
w so that the model-related terms still have a major impact on the outcome of J(u). For
these two regards, we found that a range for w between w := 107 and w := 1077 is decent,
but we will also present the results if we neglect the term with w, i.e. w = 0. For values
w € (0,107%) no significant changes in the outcomes to w = 0 were detected, while for
w > 1077 the model-related terms are negligible and the results are quite unrealistic.

9.5 Numerical results and comparison of the algorithms

Table 9.4: Numerical results.

Algorithm Adjoint Metropolis

Simulation 1 2 3 1 2 3
Bo 0.60 064 0.62 | 055 0.70 0.64
51 0.50 048 0.51 0.49 0.40 0.64
Ba 0.101 0.082 0.092 | 0.113 0.085 0.086
B3 0.099 0.050 0.058 | 0.0564 0.055 0.055
0 0.31 027 0.18 0.29 0.20 0.19
I 0.015 0.018 0.011 | 0.013 0.013 0.011
T 0 11.5 9.0 0 11.5 7.3
Eo+ In + Ro 831 1,105 1,512 | 1,255 854 1,090
(J(u) —wllul3)-10% | 230 91 61 | 181 82 3.2
Iterations 23 22 31 | 20000 20000 20000

Table 9.4 shows the respectively best numerical results of the two algorithms. The values
for the transmission parameters [3; are of similar magnitudes in almost all simulations and
algorithms. In isolated cases there are more significant deviations, such as 5 = 0.64 in
Simulation 3 of the Metropolis approach or the value #3 = 0.099 in Simulation 1 of the
adjoint approach. The values show that the dynamics of the model at the beginning of
the measurement period with By ~ 0.6 suggest a much higher Ry than assumed. The
first measures lead to a small to moderate reduction of the transmission rate to 51 ~ 0.5,
whereas the following lockdown causes a significant decrease of the transmission rate to
B2 ~ 0.1. This also fits with the estimates of the RKI that the Basic Reproduction Number
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is said to have dropped to a value of around R ~ 1 due to the extensive restrictions [16].
In the last phase of the data adaptation the transfer rate drops to 83 ~ 0.06. Here, due
to the loosening of the measurements, one would expect an increase of the transmission
rate. However, these were introduced very slowly and under very strict hygiene measures,
combined with a mask requirement in public spaces, which apparently has decreased the £
value. Regarding the detection rate § we find values of around 20 — 30% in all cases. This
means that according to the simulations, the actual number of infected people is 3-5 times
higher than the official reports. The computed lethality is between 1-2% and is therefore
roughly a third of 5% which was calculated in (9.6) regarding the registered cases at the
end time point 7T". The average time interval 7 between the onset of infectivity and death in
Simulation 3 is between 7 and 10 days. The influence of 7 is also evident with regard to the
normalized least squares terms J(u) — w ||uH§ By adding a fixed time lag in Simulation 2
and then adjusting it in the third simulation, a significant improvement is shown in all
algorithms as J(u) is considerably smaller. Regarding the magnitudes of the least squares
terms, the algorithms show similar values in comparison to each other and lead to useful
adjustments with minor deviations of the model from the available data sets. This is also
illustrated by the graphical results which are shown in Appendices 9.A and 9.B. The sum
of the initial values Ey+ Ip+ Ry lies within a realistic range at ~ 1000. Thus, the unknown
initial value for the exposed individuals Fy is approximately in the order of magnitude of
the infected Iy with an upward tendency, as expected. The variation regarding the initial
value for Ey = [jRo/2 in the optimization does not lead to significant differences in the
results when R € {3,4,5} is changed. For this reason, the results are presented here only
for initial estimations of Rg = 3. In the case of the Metropolis algorithm, the number of
iterations is much higher than in the adjoint approach. This is due to the fact that the
Metropolis approach relies on random draws and thus a large amount of draws is needed to
obtain convergence and to diminish the effect of outliers. This seemingly disadvantageous
property of the Metropolis algorithm is partly counter—balanced when using n multivariate
normally distributed values for u as starting guesses for the adjoint—based optimization.
This also increases the iteration number by a factor n. On the other hand, this would
have the consequence that the probability of reaching a global minimum for J(u) would
increase significantly. This aspect is already been cared for in the Metropolis algorithm
so no additional computations are required unless the chain statistics (as to be seen in
the following sections). The value for J(u), especially in Simulation 3 are slightly more
accurate using the Metropolis algorithm. The comparison of the runtimes in Simulation
3 on an Intel Core i5-6400 with 2.7 GHz and 16 MB-RAM also reflects this. Due to the
higher number of iterations, the Metropolis algorithm also has a longer runtime, see Table
9.5.

Table 9.5: Average required runtime of the algorithms on an Intel 15-6400 with 2.7 GHz
and 16 MB-RAM.

Algorithm Average runtime [s]
Adjoint approach 10
Metropolis 140

Additionally, the influence of the weight w on the optimization is tested. Table 9.6
shows the results of the least squares term J(u) — w ||u||§ for Simulation 3 with the two
algorithms and different weights.
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9.5 Numerical results and comparison of the algorithms

Table 9.6: Values for the normalized least squares terms (J(u) — w||ul3) - 103 for the
optimization with different weights w regarding the algorithms in Simulation 3.

Algorithm w=0 w=10"Y w=10"°% w=10""
Adjoint approach | 8.9 8.8 6.1 12.0
Metropolis 3.8 3.2 3.4 4.1

The results show that an appropriate weight value is w ~ 1078 resp. 107, depending
on the chosen algorithm. If the weight is too large, the value of the least squares term also
deteriorates. This makes sense since the disturbance caused by w ||ul|5 on the objective
function becomes too large. On the other hand, however, a sufficiently small value for w
leads to better optimization performance, since a weight of w = 0 on the other hand gives
a worse result.

9.5.1 Specific results for the adjoint approach

As shown in Table 9.4, the approach with adjoint functions leads to similar numerical
results as the other tested routine. The graphical results of Simulation 3 are shown in
Figure 9.4.
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Figure 9.4: Plots for 7 := free, Ey = free, Iy = free, Rg = 3 and w = 1078,

The necessary number of iterations until the convergence of the algorithm shows that
the algorithm moves quickly to the corresponding minima, see Figure 9.5. The process
clarifies that the algorithm is very close to the optimal objective function value already
after 15 iterations and needs the remaining calculation steps to reach the given tolerance
limit TOL = 10~'2. However, the prerequisite for rapid convergence is a good starting
value for u.

In addition to the presented simulations with restrictions, the algorithm was performed
without limitations for the searched parameters, see Table 9.7 and Figure 9.6.

Table 9.7: Numerical results of Simulation 3 without restrictions concerning the estimated

parameters.
Bo Bi B2 B3 4 7 T Ey+Io+ Ry J(u)—|luly
0.77 0.46 0.27 0.41 0.002 0.0001 7 65046 7-107%
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0 5; 16 1‘5 26 2‘5 3‘0 35
Iteration
Figure 9.5: Development of the objective function J depending on the corresponding iter-
ation step.

The results show that the normalized least squares term J(u) — Hu||§ can be reduced
significantly compared to the restricted variants. It is noticeable, however, that the fit-
ted value for the detection rate ¢ is very small at about 0.02%. This would mean that
only every 500th infected person would be registered. This seems unrealistic, even if the
dark figure is unknown. The values for transmission rate, lethality and actual number of
exposed, infected and recovered at the beginning of the measurement period are changed
accordingly. Due to the very low detection rate in this simulation, the spread of the disease
would have been much more intense than expected.
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Figure 9.6: Graphical results of Simulation 3 without restrictions concerning the estimated
parameters.

9.5.2 Specific results for the Metropolis algorithm approach
We now consider the value for

S(I+R)+D-Y|} D— 7|
R
Y172 1Z]22

9

i.e. the cost functional J(u) without the last term including the weight w. This way we
can compare the simulations with different weights w in terms of J(u) because the last
term trivially raises along with w.
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Table 9.8: (J(u) — w|[ul3) - 103 for the different weights w.

Simulation | w=0 w=10"7 w=10"°% w=10""
1 18.6 18.1 18.6 21.7
2 8.7 8.2 9.2 9.6
3 3.8 3.3 3.4 4.1

Table 9.8 shows that the weight w = 10~ always yields the best, i.e. smallest values for
the given cost functional J(u) . Moreover, what you can also see in Tables 9.10, 9.12 and
9.14 in Appendix 9.B, the value J(u) for the weight w = 107 is larger than the value J(u)
with the weight w = 0, even when the term 1079 - Hu||§ is not subtracted, which means
that interestingly, the simulation with w = 107° provides a better result for a different
cost functional.

The plots for the infected and dead cases in Simulation 3 with w = 1le—9, thus the best
simulation, are shown in Figure 9.7.
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Figure 9.7: Plots for 7 = free, Ey = free, Iy = free, Rp := 3 and w = 107,

The chain statistics done with the optimal results in Simulation 3 for w = 10~ as of
Figure 9.8 show that for most parameters a normal distribution is visible and thus the
Metropolis algorithm appears to have converged. The parameter 7 does not appear to
be normally distributed, but still remains in the range from 7-8 days. This also affects
some smaller side peaks regarding the other parameters. As the infection data has the
step size of 1 day, we assume that no further optimization within that range is possible,
so an estimation of 7 & 7-8 days is decent enough.
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Figure 9.8: Parameter statistics for Simulation 2 and w = 107°, using the best approx-
imation with respect to J(u) — w ||u||§ as starting value and a step size of
up/1000. Except of 7, most histograms appear roughly normally distributed
around their mean values.

A detailed numerical analysis as well as figures for all relevant plots can be found in
Appendix 9.B. In the figures it is also visible that with fixed values 7 = 0 or 7 = 11.5 the
estimated death cases run after resp. run ahead of the data.

9.6 Conclusion

In the present work, two SEIRD-models for modelling the COVID-19 outbreak in Ger-
many were adapted to existing data from 1st of March to 3rd of May. Two different
approaches for the estimation of parameters and approximation of the infection data were
used and their results and performance were compared. Regarding the graphical and nu-
merical results, all routines have provided similar meaningful results. Each approach has
advantages and disadvantages and should be selected depending on the application needs,
time, possible analytical and programming effort. The Corona outbreak results show
that the restrictions taken by the authorities have had a major impact on the dynamics
of spread. The Basic Reproduction Number could be reduced from a presumably much
higher value than the assumed Ry ~ 3 to the epidemiologically important limit Ry =~ 1.
Adding a time lag 7 between the onset of infectiousness and death significantly increases
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the accuracy of the tested model. This time delay is estimated by the data adjustment to
an average of 8 days, although in reality there may be very different values depending on
how long life—support measures are maintained in intensive care units. The adjustment
regarding the detection rate and lethality showed that, according to the model, the ac-
tual number of infected people is approximately 3-5 times higher than registered and at
p~ 1-2%, the lethality is lower than assumed.

Conceivable extensions of the present work would be the application to other countries,
the integration of travel or commuting after the relaxation of exit restrictions or the
integration of control variables to mathematically derive the optimal time intervals for
future lockdowns. With respect to the latter, in order to detect a new increase in infections
early on — before it returns to exponential growth — a measure within the model of the
possible increase in transmission rate is required.
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Appendix

9.A Appendix A: Plots for the adjoint approach
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Figure 9.9: Plots for 7 = 0, Eg = free, I = 114/6, Ro = 3 and w = 1075,
4
105k 10
o 102 1
» &
2 10*F 3
o =
Ee) [
o S 100 :
=1 o
g 2
=1 ©
&) =]
10% | §
102 ]
—5(I(t)+R())+D(t) Model —D(t) Model
O Registered COVID-19 Cases + Registered Death Cases
2 | . 1 1 -4 . . 1 1
0 10
Mar 01 Mar 15 Mar 29 Apr 12 Apr 26 May 10 Mar 01 Mar 15 Mar 29 Apr 12 Apr 26 May 10
Date 2020 Date 2020
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Figure 9.11: Plots for 7 = free, Ey = free, Iy = free, Rg = 3 and w = 0.
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9.B Appendix B: Results and plots for Metropolis algorithm
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Table 9.9: Estimates for 7 = 0, Ey = free, Iy = 114/3, Ry = 16/, Ry = 3 after r = 20000
draws and using a step size of s = ug/100.

Parameter w=20 w=1077 w=10"8 w=10""
mean std. | mean std. mean  std. | mean  std.
51 .b822  .0353 | .5525 .0439 | .5935 .0177 | .6381 .0227
B 5378  .0169 | .4936 .0350 | .4828 .0160 | .4645 .0348
B3 1140 .0111 | .1130 .0067 | .10940 .0048 | .1014 .0130
B4 .0671 .0032 | .0538 .0033 | .0502 .0027 | .0510 .0056
0 2307 .0089 | .2933 .0116 | .2137 .0104 | .3142 .0309
1 .0105 .0010 | .0131 .0016 | .0095 .0007 | .0137 .0011
Ey 540.7 22.5 | 811.4 41.5 | 819.8 52.9 | 440.8 16.1

Table 9.10: J(u) - 1000 for the different weights in Simulation 1. The column represents
the weight that is used for J(u) in the Metropolis algorithm and the row shows
the value of J(u) for all four w.

weight w

wrt o 0 1072 1078 1077
0 18.6 181 186 21.7

1079 19.2 189 195 22.1

10-8 24.0 262 281 25.0

10°7 72.3  99.1 114.2 54.3
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Figure 9.18: Plots for 7 = 0, Fy = free, Iy = %4, Ro =3 and w = 0.

Simulation 2 — Fixed delay and initial infectives

Table 9.11: Estimates for 7 = 11.5, Ey = free, Iy = 114/, Ry = 16/, Ry = 3 after
r = 20000 draws and using a step size of s = u(/100.

Parameter w=0 w=107" w=10"% w=10""
mean std. | mean std. | mean std. | mean std.
51 6735  .0538 | .7045 .0600 | .6391 .0411 | .6678 .0508
B 4414 .0250 | .3951 .0336 | .4823 .0323 | .5011 .0323
B3 .0810 .0073 | .0846 .0075 | .0820 .0059 | .0790 .0090
B4 .0672  .0042 | .0552 .0073 | .0520 .0027 | .0605 .0091
1) 2055 .0228 | .2050 .0161 | .2761 .0217 | .2871 .0214
I .0132 .0009 | .0131 .0013 | .0178 .0011 | .0179 .0013
Ey 737.0 62.8 | 661.2 31.3 | 620.6 70.5 | 409.2 18.7

Table 9.12: J(u) - 1000 for the different weights in Simulation 2. The column represents
the weight that is used for J(u) in the Metropolis algorithm and the row shows
the value of J(u) for all four w.

weight w | q0-9 19-8 107
w.r.t. w
0 87 82 92 96
1079 96 9.0 9.7 99
10~8 172 157 147 128
1077 03.8 829 64.8 42.1
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Figure 9.22: Plots for 7 = 11.5, Eg = free, Iy = 114/6, Ro = 3 and w = 107

Simulation 3 — Free delay and initial infectives

Table 9.13: Estimates for 7 = free, £y = free, Iy = free, Ry
r = 20000 draws and using a step size of s = u(/100.

16/6, Ro = 3 after

Algorithm w=0 w=107Y w=10"8 w=10""
mean std. | mean std. | mean std. | mean  std.
061 5859  .0530 | .6442 .0357 | .6737 .0300 | .7370 .0548
55 4785 .0359 | .6403 .0250 | .5197 .0396 | .4587 .0183
B3 .0926 .0097 | .0862 .0039 | .0920 .0037 | .0949 .0034
B4 .0556 .0025 | .0554 .0038 | .0502 .0019 | .0576 .0025
0 2768 .0295 | .1911 .0115 | .2063 .0135 | .2237 .0155
7 .0154 .0008 | .0107 .0006 | .0117 .0006 | .0128 .0005
Ey 790.0 46.7 | 690.0 52.5 | 500.8 206.4 | 351.2 14.9
Iy 493.1 40.1 | 316.1 30.2 | 439.0 140.7 | 350.7 115.7
T 7.3 .6 7.3 4 7.4 3 7.2 .6

Table 9.14: J(u) - 1000 for the different weights in Simulation 3. The column represents
the weight that is used for J(u) in the Metropolis algorithm and the row shows

the value of J(u) for all four w.
weight w

Wt o 0 107 1078 1077
0 3.8 33 34 41

1079 47 38 38 43

1078 125 90 7.8 6.5

1077 90.5 60.9 47.7 28.7
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10 Conclusions and Outlook

10.1 Summary

In the present thesis, the author’s motivation for researching the epidemiological topic
treated was revealed at the beginning. Subsequently, the fundamental theory for the
investigation and solution of ordinary differential equations, the use of these for epidemi-
ological mathematical modelling and fundamentals for static and dynamical optimization
were presented. The combination of static and dynamical optimization to solve a L?
norm based least squares problem for parameter fitting of models to real data sets was
introduced and performed using adjoint functions.

In the case of dengue, a model reduction of an SIRUV to an SIR model with time—
dependent transmission rate via time—scale separation was initially necessary in order to
work practically with real data sets from Colombo and Jakarta. This enabled us to perform
a useful and realistic parameter estimation with the adjoint approach. Furthermore, this
could be used to study the direct impact of seasonal meteorological conditions on the
disease. In addition, the data was used to test the extent to which the dengue model can
be utilized to predict future peaks and their intensity and duration. The results show
that both short and long—term forecasts are possible with a certain quality of the data
sets. Especially in the case of Jakarta this could be shown impressively which was also
examined via multipatch model with daily commuter movements. In this case, realistic
and useful results could be obtained regarding the parameter fitting and also regarding
the predictive power of this model, forecasts matching the real data sets could be made.

Regarding the spread of the neurogenic Coronavirus with the disease COVID-19 a
SEIRD model with and without time delay was used. This model was applied to the
initial spread in Germany. The results show that the model with time delay and the
presented parameter estimation provided very realistic values, especially with respect to
the detection rate and lethality rate which were hardly valid at that time. Subsequently,
the time delay SEIRD model was applied to a more advanced data set in Germany and
this time the adjoint approach was compared with a Metropolis algorithm regarding the
parameter estimation. It became clear that the former requires a higher analytical effort
but converges much faster with suitable initial values and is therefore less computationally
demanding. This refers only to local minima since the Metropolis algorithm has proven
to be more effective on a global level.

10.2 Outlook

Based on this research, a versatile application for parameter estimation using adjoint
functions is now conceivable, both with regard to other epidemiological contexts and in
other areas of mathematical modelling including ordinary or partial differential equations.
In principle, of course this requires numerous, usable data sets in order to further test and
apply the method. As already demonstrated here in relation to Metropolis algorithm, this
kind of parameter fitting should be compared with other common methods by means of
practical examples.
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10 Conclusions and Outlook

Regarding vector—borne diseases, it is worth using the reduced SIR system applied in
the present thesis to simulate other diseases of this type and make possible predictions.
Especially in the case of dengue, a refinement of the approach to a multistrain model
should be considered. Also a differentiated modelling with regard to external influences
like the entire meteorology is desirable.

Regarding the COVID-19 models, we are currently still in a learning process as the
disease itself still needs further research. Accordingly, the models can be adapted and
refined in future, of course as practical as possible. So far, our research has been limited
mainly to Germany. Here it is desirable to use the presented models also for data sets
of different countries and regions. Similar to the dengue model, the mobility component
should also be included in this study and its significance for the dynamics of disease should
be better investigated with the models.

In principle, the mathematical models should be examined with regard to their pre-
dictive power and, in the case of a positive evaluation, with the help of optimal control
theory, the use of possible control variables should be optimized for disease containment.
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