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Abstract: The COVID-19 pandemic has had a significant impact on countries worldwide, including
the United Kingdom (UK). The UK has faced numerous challenges, but its response, including the
rapid vaccination campaign, has been noteworthy. While progress has been made, the study of
the pandemic is important to enable us to properly prepare for future epidemics. Collaboration,
vigilance, and continued adherence to public health measures will be crucial in navigating the path
to recovery and building resilience for the future. In this article, we propose an overview of the
COVID-19 situation in the UK using both mathematical (a nonlinear differential equation model)
and statistical (time series modeling on a moving window) models on the transmission dynamics
of the COVID-19 virus from the beginning of the pandemic up until July 2022. This is achieved by
integrating a hybrid model and daily empirical case and death data from the UK. We partition this
dataset into before and after vaccination started in the UK to understand the influence of vaccination
on disease dynamics. We used the mathematical model to present some mathematical analyses and
the calculation of the basic reproduction number (Rg). Following the sensitivity analysis index, we
deduce that an increase in the rate of vaccination will decrease Ry. Also, the model was fitted to
the data from the UK to validate the mathematical model with real data, and we used the data to
calculate time-varying Rg. The homotopy perturbation method (HPM) was used for the numerical
simulation to demonstrate the dynamics of the disease with varying parameters and the importance
of vaccination. Furthermore, we used statistical modeling to validate our model by performing
principal component analysis (PCA) to predict the evolution of the spread of the COVID-19 outbreak
in the UK on some statistical predictor indicators from time series modeling on a 14-day moving
window for detecting which of these indicators capture the dynamics of the disease spread across
the epidemic curve. The results of the PCA, the index of dispersion, the fitted mathematical model,
and the mathematical model simulation are all in agreement with the dynamics of the disease in the
UK before and after vaccination started. Conclusively, our approach has been able to capture the
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dynamics of the pandemic at different phases of the disease outbreak, and the result presented will
be useful to understand the evolution of the disease in the UK and future and emerging epidemics.

Keywords: SARS-CoV-2; sensitivity index; homotopy perturbation method (HPM); data fitting;
numerical simulation; principal component analysis (PCA); index of dispersion; statistical modeling

1. Introduction

Coronavirus disease, also known as COVID-19, is an infectious disease that is caused
by a virus called severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2) from the
family of viruses that cause illnesses in humans and animals. It is believed that SARS-
CoV-2 officially originated in bats and spread to humans through a host known as the
pangolin [1]. It became a pandemic as it spread, affecting the world in a destructive way
and causing unrestrained infections and deaths globally. Ever since the pandemic started
affecting the world, the United Kingdom (UK) was severely hit by the impact of the virus,
with millions of cases and a high mortality rate, causing millions of deaths compared to
other European countries, with a mortality rate of 1.46% up until 3 April 2023 [2]. The
significant risk factor that was primarily identified as causing severe illness and death
from COVID-19 is primarily age, as well as older individuals and others who have other
health conditions who are also known to be at higher risk. Other factors like insufficient
medical resources and personnels have contributed to the rapid spread of the disease in
the UK, which has pressurized its healthcare system. The UK government sought out and
implemented various control measures as intervention strategies to control the transmission
of the disease, such as face masking, social distancing, lockdowns, and vaccination.

Over the years, mathematical modeling has played a major role in predicting incidence
and mortality rates for infectious diseases such as COVID-19 [3]. Mathematical modeling
has been shown to be a very effective technique for tracking and managing many dis-
eases, such as tuberculosis, [4], malaria, and smoking-related diseases, suggesting possible
government interventions [5,6]. Epidemiological and statistical modeling and analysis
have been used for predicting incidence and mortality rates and to consider the impact
that non-pharmaceutical intervention (NPI) control measures such as lockdowns, social
distancing, and travel bans have had. The Response Team of Imperial College formulated a
COVID-19 model that was used to predict the mortality rate of COVID-19 in the UK [7].
It was found that the NPI control measures, although very effective in reducing mortality
rates, were only short term. The model was then used to predict the likely occurrence of
a second wave of the disease in the UK and a possible significant increase in mortality
rates without the implementation of adequate and effective control measures. One of the
most effective measures for controlling the mortality rates of COVID-19 in the UK was
vaccination, which was made available to all adults. The UK government ensured that
people were vaccinated since it had been shown to be a more effective strategy for reducing
illnesses and mortality rates from COVID-19 in the UK. Policymakers are responsible
for ensuring the implementation of the most effective control measures for mitigating
COVID-19 transmission.

Factors that underline the increase in health problems in the UK are gender and age;
these have been seen to increase the rate of mortality in the UK. In the world, the UK is
known to have one of the highest COVID-19 mortality rates. In total, 126,000 deaths have
occurred from COVID-19 cases since inception as of March 2021 [8]. Various studies were
carried out in the UK on modeling the rates of mortality from COVID-19; for instance,
Ref. [9] estimated the cases and number of deaths from COVID-19 in the UK by using the
Bayesian model. The authors research shows that implementing NPI control measures like
face masking and social distancing reduces the number of deaths. Ref. [10] used a cohort
study design to investigate some factors, such as males and older age, being responsible for
the high rate of mortality in the UK. The authors study pointed out that such factors have
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worsened health problems such as obesity and diabetes and increased the rate of mortality
from COVID-19. During the first wave of the COVID-19 pandemic, non-pharmaceutical
interventions (NPIs) were very effective in reducing the transmission of COVID-19.

The Imperial College Response Team on COVID-19 researched and found that NPIs,
such as school closures and social distancing, were used as effective control measures in
reducing COVID-19 spread in the UK. In their study, they used a mathematical model to
estimate the NPIs” impact on the reproductive number, R, of the COVID-19 virus and
found that without NPIs, the Ry value would have been excessively higher [11]. Ref. [11]
used a mathematical model to estimate the effect of vaccination on COVID-19 cases in the
UK and their hospitalization. Vaccines were found to be highly significant and effective
in reducing COVID-19 cases. The London School of Hygiene in [12] performed a study
that used mathematical modeling to estimate how school closures impacted the spread
and reduction of the value Ry of the virus. Although, in their study, they found out that
school closures impacted the spread and reduction of the value Rg of the virus, it was not
enough for the value of Ry to be less than 1. The Scientific Pandemic Influenza Group on
Modeling (SPI-M) in [13] performed a study using mathematical modeling to estimate and
find out the impact that the value Ry of the Delta variant had on COVID-19 transmission.
They found out that the value of R caused a higher risk of hospitalization in the Delta
variant. The University of Warwick, Ref. [14] carried out a study to understand the impact
of the COVID-19 pandemic on the rate of mortality in the UK and discovered that the
pandemic has had a highly significant impact on the rate of mortality in the UK, particularly
among older adults. Their study estimated the excess rate of mortality in the UK through
a mathematical model. They discovered that the mortality rate was highest among those
aged 85 and over.

In [15], the authors developed a deterministic transmission model to describe the
prevalence of individuals who are PCR positive for SARS-CoV-2 in some states in the
United States. Our work is an extension of the model developed in [15] by taking into
account vaccination and the number of deaths in the population. We also used the idea
in [16] by partitioning the data into before and after vaccination started in the UK, which
helps to understand the dynamics of the disease at these different phases. We want to be
able to explain the dynamics of the disease’s spread from the beginning of the pandemic in
the UK until July 2022 by considering different phases in the epidemic curve. Also, we used
both mathematical (a non-linear differential equation model) and statistical (time series
modeling on a moving window) models to understand the COVID-19 pandemic in the UK.
To the best of our knowledge, the use of this hybrid modeling approach is new and has
not been used to understand the dynamics of the COVID-19 outbreak in the UK from the
beginning of the pandemic up until July 2022, a period which is a combination of different
phases of the pandemic.

The reminder of the article is divided as follows: in Section 2, we present the materials
and methods used in this work; in Section 3, we calculate the basic reproduction number of
the model developed and extensively study this important threshold parameter; in Section 4,
we present the numerical simulation results; in Section 5, we present the statistical modeling
approach, its analysis, and results obtained from using the method; and finally, in Section 6,
we discuss the results and some key conclusions from our analysis.

2. Materials and Methods
2.1. Materials

In this Section, we provide insight into the data that we will be using to analyze the
motivation of this study. First, we present the daily new cases and deaths of COVID-19
outbreak in the UK adapted from [17] as of year 2023 with a 3-day moving average (in blue)
in Figure 1 and the cumulative cases and deaths with their moving average as at July 2022
in Figure 2.
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Figure 1. (a) Daily new cases and (b) daily deaths of COVID-19 outbreak in the UK (from [17]) as at
year 2023 with 3-day moving average (in blue and yellow, respectively).
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Figure 2. (a) Cumulative cases and (b) cumulative deaths with their moving average (in blue) as at
July 2022.

Secondly, we present in Figure 3 the vaccination drive in the UK in the year 2021 to
2022, which shows that nearly 9 in 10 people aged 12 years and over in the UK have received
two doses of a COVID-19 vaccine. This will help the part of our analysis that involves
vaccination in our modeling approach to better understand the influence of vaccination in
the disease dynamics.
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Figure 3. Proportion of those aged 12 years and over who have received one, two, or three or more
doses of a COVID-19 vaccine in the UK from 10 January 2021 to 31 August 2022 (from [18]).



COVID 2024, 4

293

2.2. Mathematical Model Formulation

In this section, we propose a mathematical compartmental transmission model for the
spread of the COVID-19 outbreak in the UK, consisting of susceptible S(t), vaccinated V (t),
exposed unreported E;(f), exposed reported E,(t), infected I(t), recovered unreported
Ry (t), recovered reported R;(t), and death D(t). The total population (N(t) = S(t) +
V(t) 4+ E1(t) + Ea(t) + I(t) + Ry () + Ra(t) + D(t)) is assumed to be very large and open
(natural deaths and exit rates are included). Recruitment into susceptible is at rate A, § is
the effective contact rate, and % is the force of infection. We assumed the entire population
(N) had no prior immunity against COVID-19 regardless of their vaccination status and that
they can be re-infected. We also assume that some proportion of the vaccinated population
can be exposed to the disease and not be reported because they assume that the vaccine
makes them immune to the disease. Other parameters are defined in Table 1, and the
schematic diagram of the model Equation (1) we developed can be seen in Figure 4. The
system of non-linear differential equations for our model is as follows:

das SI

E =A- 'BW — 635 — ]/l5+(51R1 + 6 Ry
av

I = 035— (04 + 05 +u+6; +6,)V
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ar

where time ¢ > 0 with the initial conditions S(0) = Sp > 0, V(0) = V) >0, E;(0) = E19 >
0, E2(0) = Ep9 >0, I(0) =1y >0, R1(0) = Ry9 >0, Rp(0) = Ryp > 0,D(0) = Dy > 0.

The mathematical analysis of model (1) such as the positivity, stability, and equilibrium
points are presented in Appendix A.

Table 1. Parameter definitions.

Parameter Description
A Recruitment into susceptible
B Effective contact rate
¢ Death rate of infectious individuals
U Natural death rate
% Progression rate of infectious individuals to recovered unreported class
01 Progression rate of vaccinated individuals to recovered unreported class
) Progression rate of vaccinated individuals to recovered reported class
03 Rate of vaccination
04 Progression rate of vaccinated individuals to exposed unreported class
05 Progression rate of vaccinated individuals to exposed reported class
« Progression rate of exposed reported individuals to infectious class

o Progression rate of exposed unreported individual to exposed reported class
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Table 1. Cont.

Parameter Description
o Loss of immunity by unreported recovered individual
) Loss of immunity by reported recovered individual
w Progression rate of recovered unreported individual to recovered reported class
@
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Figure 4. Schematic diagram of the COVID-19 model.

2.3. Statistical Fitting of Model (1)

We used data from a public database from the beginning of the pandemic to July
2022 in the United Kingdom. We used initial values (choice guided by information from
[8]) S(0) = 68,195,416,V (0) = 1,000,000, E;(0) = 60,000, E>(0) = 50,000,1(0) = 20,000,
R1(0) = 15,000, R2(0) = 10,000, D(0) = 5000 for susceptible, vaccinated, exposed unre-
ported, exposed reported, infected, recovered unreported, recovered reported, and recov-
ered individuals in the population, and the values of parameters are in Table 2. Some of
the parameters were fitted in order to obtain the optimal parameters, while others were as-
sumed or taken from existing literature. The nonlinear least squares curve fitting technique
was used to fit the model to empirical daily case and death data from the UK using the
Python programming language, and the graphical result obtained is presented in Figure 5.
The result in Figure 5 shows that our model fit the real daily case data better throughout the
different phases of the epidemic curve, unlike the fitting presented in Figure 5b in which
the dynamics of the fitted data did not capture the real data properly. We also test our
model using different partitions of the data before and after vaccination started in the UK,
the results of which we did not present in this section. In general, our model fit the daily
cases from the beginning of the pandemic up to July 2022 better, as shown in Figure 5a.
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Table 2. Parameter values.

Parameter References Values Best Fit Unit
A Estimated 20,000 20,000 Fixed
B Estimated 0.1 0.1 1/day
¢ Assumed 1/a 0.245 1/day
U Assumed 1/2 0.489 1/day
0% [15] 0.1 0.1 1/day
61 Varied (0,1) 0.67 1/day
) Varied (0,1) 0.72 1/day
03 Varied (0,1) 0.84 1/day
04 Varied (0,1) 0.51 1/day
05 Varied (0,1) 0.611 1/day
« Fitted 1/2 0.5 1/day
o4 Fitted 1/2 0.5 1/day
61 Assumed 0.9 091 1/day
13 Assumed 0.1 0.111 1/day
w Fitted /1 0.1 1/day
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Figure 5. (a) Graph of fitted cases vs. real COVID-19 cases in the UK from the beginning of the
pandemic till 31 July 2022. (b) Graph of fitted deaths vs. real COVID-19 deaths in the UK from the
beginning of the pandemic till 31 July 2022.

2.4. Statistical Predictors and Principal Component Analysis (PCA)

Principal component analysis (PCA) is a technique widely used for dimensionality
reduction, feature extraction, and data visualization [19] commonly used in the field of
machine learning and statistics. It is used to transform high-dimensional data into a lower-
dimensional representation while retaining as much of the original data’s variability as
possible. PCA achieves this by finding a set of orthogonal axes, called principal components,
along which the data varies the most. The principal component analysis can be applied
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in the statistical modeling of infectious diseases to help analyze and understand complex
datasets related to disease dynamics, transmission patterns, and other epidemiological
factors [20]. The first principal component explains the most variance in the data, the second
principal component explains the second most, and so on. The kth principal component
of a data (for instance UK COVID-19 cases) vector x ;) can therefore be given as a score
tk(i) = X(i) - W) in the transformed coordinates or as the corresponding vector in the space
of the original variables, x(;) - w(yw(k), where w(y) is the kth eigenvector of XTX [21].

The distribution of data along its principal components is known as skewness. The
distributional characteristics of this data require appropriate preprocessing steps to ensure
that PCA results accurately capture the underlying structure of the data. If data contains
significant outliers or skewness that cannot be easily addressed through data preprocessing,
one might consider using robust PCA techniques that are less sensitive to extreme values
and skewed distributions.

Kurtosis, on the other hand, in the context of principal component analysis (PCA),
refers to the distribution of data points in terms of their peakedness or the presence of heavy
tails in the data’s probability distribution. It measures the degree to which the data deviates
from a normal distribution (Gaussian distribution). There are several different measures
of kurtosis, but they all essentially assess the tails of the distribution relative to a normal
distribution. Kurtosis can have an impact on PCA in the following ways: interpretability
of principal components, robustness to outliers, data transformation, and so on. If your
data exhibits high kurtosis due to extreme outliers, you might consider using robust PCA
techniques that are less sensitive to outliers and heavy-tailed distributions. In as much
as kurtosis can impact the results of PCA by affecting the distributional characteristics of
the data, appropriate data preprocessing techniques and transformations can help address
these issues and lead to more reliable and interpretable principal components.

In summary, skewness and kurtosis are both important measures of a distribution’s
shape. Skewness measures the asymmetry of a distribution, while kurtosis measures the
heaviness of a distribution’s tails relative to a normal distribution [22].

The coefficient of variation (CV) is a statistic used to measure the relative variabil-
ity or spread of data points in a dataset. It is expressed as a percentage and is calcu-
lated as the ratio of the standard deviation (¢) to the mean (¢) of the data, multiplied by

100 (C V= (%) X 100). The coefficient of variation is often used to compare the variation

in datasets with different units or scales. A higher CV indicates greater relative variability,
while a lower CV indicates less relative variability. The coefficient of variation can be a
helpful tool in the context of PCA for data preprocessing, feature selection, and interpreting
the significance of individual variables in the principal components. It helps ensure that
PCA is applied appropriately, especially when dealing with datasets with varying scales
and levels of variability.

In PCA, the concept from information theory that measures the uncertainty or ran-
domness in a dataset or information source is known as entropy. It is used to gain and
interpret information and is also useful in making decisions about splitting data at each
node in the (decision trees/forests).

In the broader context of data analysis and preprocessing, especially when assessing
the normality of data distributions, the Kolmogorov-Smirnov (KS) test is a statistical test
used to compare the distribution of a sample data set with a known distribution or to com-
pare two sample data sets. It assesses whether a sample is drawn from a particular distribu-
tion, such as a normal distribution [23]. While the KS test itself is not typically used directly
within principal component analysis (PCA). It can be used to identify potential outliers.

The first principal component explains the most variance, the second explains the
second most, and so on. Measures of variance, such as the eigenvalues of the covariance
matrix, are crucial for understanding the importance of each principal component. The
measures of dispersion (dispersion index (ID)), particularly variance and explained vari-
ance, play a crucial role in the technique of PCA. PCA aims to maximize the variance of the
data along its principal components, and the analysis often involves assessing how much
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variance is retained or explained by each component to make informed decisions about
dimensionality reduction.

Further mathematical formulation of these statistical predictors and PCA can be found
in [24,25].

3. Basic Reproduction Number
3.1. Derivation of Basic Reproduction Number of Model (1)

We shall compute the reproduction number Ry using the next generation matrix
(NGM) method [4,5]. The basic reproduction number Ry is the dominant eigenvalue
(spectral radius) of the next generation matrix G i.e., Ry = p(F V‘l), where Eq, Ep, and I are
the disease classes. We shall assemble the matrix for the model (1) by splitting the model
into a new infection matrix F and the transfer matrix V. Thus, we have:

A

B
0 0 (n+03)

0 O 0
and
—(c+pn) 0 0
V= o —(a+p) 0
0 o —(p+r+mn)
Then,
1
o 0 0
V= | —erimmn — 0
- (o+p)(a+p) x+p ’
_ Qo _ o o 1
(o+u) (atp) (atp) (p+7+n) P+r+u
such that
_ xoAB . aoP _ AB
(O3+u) (o+p) (atp) (p+y+p) (03+p) (atp) (p+7+p) (03+u) (p+r+1)
Fv! = 0 0 0
0 0 0

To obtain the spectral radius p(FV~!), we need to determine the eigenvalues of the matrix
FV~1. Hence, by calculation, we have the following

xoAB
(O3 +p)c+pu)(a+pu)(p+y+p)

)\1:/\220 and )\3:

Therefore
xoAB

I e | e e
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Estimation of time-varying effective reproduction number

Ot

3.2. Time Varying Reproduction Number

It is a known fact that the basic reproduction number varies across the daily count
cases, so we plotted an effective time-varying reproduction number and an average effective
reproduction number across the data from the beginning of the pandemic to July 2022 in the
United Kingdom, which is presented in Figure 6. The Epyestim [26] package in Python was
used, which estimates the effective reproduction number from a time series of reported case
numbers of epidemics, and the aggregate of these estimates for the reproduction number is
obtained by bootstrap aggregation. This helps us understand how the disease is spread
across the epidemic period considered.

Estimate of piece-wise constant effective reproduction number

RiT) with 95%.C

| ln |
0 O U
9
e M s . m :B"'k'.' T m m m w . w@ m M
a2 2021 2022
(a) (b)
Figure 6. Graph of (a) time-varying reproduction number and (b) average effective

reproduction number.

3.3. Sensitivity Index

Taking the partial derivative of the basic reproduction number with respect to each of
its parameters gives the sensitivity analysis. It tells us the parameters that have the greatest
impact on the spread of the disease and evaluates how the uncertainty of the parameters
can affect the dynamics of the epidemic [27]. The sensitivity index of the basic reproduction
number with respect to parameter p is given by:

SRO - aR() ﬁ

r - W Ro
Five of the sensitivity indices are negative, while others are positive, as can be seen in
Table 3. The sensitivity analysis of the basic reproduction number shows that there is a
direct relationship between R( and the recruitment into the susceptible class, the contact
rate, and the progression rate of exposed reported individuals to the infectious class,
which is positively correlated. The progression rate of infectious individuals to recovered
unreported classes, the progression rate of exposed unreported individuals to exposed
reported classes, the natural death rate, the death rate of infectious individuals, and the
rate of vaccination have an inverse relation with Ry; hence, they are negatively correlated.
Table 3 and Figure 7 present the sensitivity indices as they relate to Ry.
What can be deduced from the sensitivity analysis is that if the rate of vaccination is
increased, the threshold parameter R will decrease, which means the spread of the disease
will be curtailed.

Table 3. Parameters Sensitivity Index.

Parameters A B ¢ H 0% o o 03
Sensitivity Index 1.00 1.00 —0.6944 —0.1932 —-0.2778 —0.0208 0.0196 —0.8333




COVID 2024, 4

299

Sensitiviy Indices
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Figure 7. Graph of parameters and their sensitivity indices.

4. Numerical Simulation

We used the homotopy perturbation method (HPM) for the numerical simulation
of model (1). The description and the analytical solution of the method are presented
in the Appendix A. We present the numerical simulation of our mathematical model by
varying some of the model parameters to see the behaviour of the epidemic curve over an
8-week period. The visualisation of the results of the simulation with varying parameters
is presented in Figures 8-11.

Figure 8a shows that even if we have a high vaccination rate, it does not change
the fact that the population is not still susceptible to the COVID-19 virus. It affirms that
individuals are not immune to the disease and can be reinfected, which has been the case
with COVID-19 dynamics. In Figure 8b, we could say that if more people are exposed to
the disease and are infectious, there will be exponential growth in the infected population,
which will lead to rapid spread within the population. Figure 9a explains how deaths
can be reduced in the population, and our model was able to capture low death rates as
observed in the real data of COVID-19 spread in the UK and by extension globally. We
demonstrate in Figure 9a that after a time period, most especially when vaccination starts,
it can reduce death due to the disease as can be seen in the green line demonstrating a sharp
reduction in the death population if we increase the time step. Figures 9b and 10 show
that more people recover, whether it is reported or not, if there is an aggressive vaccination
campaign leading to more people being vaccinated in the population. This leads to what
we have observed in the global COVID-19 recovery count: we have more people recovering
from the disease, which is also observed in the UK.

Figure 11a shows that more vaccinated individuals are exposed to the disease and
they are unreported, affirming that most COVID-19 cases are unreported while a smaller
proportion of the population that is vaccinated and exposed to the disease is reported as
shown in Figure 11b.
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5. Statistical Modeling and Analysis
5.1. Statistical Analysis of the Entire Dataset

In this section, we present some time-series modeling that is statistically predictive of
the evolution of the spread of the COVID-19 outbreak in the UK.

These statistical predictor indicators calculated in a moving window of 14 days are
the coefficient of variation (CV), the entropy of the stationary empirical measure, the third
and fourth standardized moments of the empirical distribution (respectively, skewness and
kurtosis), the uniformity index, which is the index of dispersion (ID), and the normality
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index, which is the Kolmogorov-Smirnov test (KStest) of adequacy to the normal distribu-
tion, showing, respectively, expectation and standard deviation. We normalized the index
of dispersion (normalized ID) to remove outliers. Using the principal component analysis
(PCA), a score is built from these statistical indicators, and the prediction performance is
estimated from the ability to predict the epidemic exponential growth phase.

All the predictor indicators are calculated in the same moving window, respecting the
following rules:

*  Choose the same length of moving window for the predictor indicator calculation
(14 days).

¢ Use the same time step as for moving the window (1 day).

*  Move the window from the start to the end of the COVID-19 outbreak observed
between January 2020 and July 2022 for both daily cases and daily deaths.

A way to obtain an important score is to use the first principal component of the
principal component analysis (PCA), which explains in general a sufficient percentage of
the variance of the daily new cases and deaths from the UK COVID-19 data empirical
distribution. In Figure 12, we observe in the UK the evolution of all six statistical predictor
indicators for daily new cases and deaths data.

The precision of the forecasting character of both the first PCA principal component,
PCO, and the index of dispersion (see Figure 12) can be easily explained by the fact that the
ID is often the main weight in the linear combination expressing PCO on the breakdown
coefficients, as calculated for example for the first moving window in the UK daily new
cases during early January 2020, the breaking coefficients calculated for the first moving
windows of 14 days in Table 4, and the breakdown of principal components (PCs) in Table 5.

PCy = 0.000054,r0sis + 00000043 £t70py -+ 0.0000017 spmess -+ 0.0000063¢y
+1.00;p + 0.0000000000000031 g 5es; + 0.00019 NormalizediD-
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Figure 12. Various statistical predictor indicators for the COVID-19 pandemic in the UK for (a) daily
new cases and (b) daily deaths.

We plotted ID separately over the daily new cases and deaths because it is the only
indicator that captured the disease spread dynamics well as seen in Figure 13a even though
there is a shift in the daily death dynamics as shown in Figure 13b. It is not surprising that
higher moments like skewness and kurtosis are not capturing the disease dynamics well
and have smaller weights in the linear combination of PCO because it has been statistically
proven that higher moments are not good predictor variables.
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Figure 13. The Index of dispersion (in blue) as a predictor of the epidemic waves for the UK COVID-
19 outbreak, with (a) daily new cases superimposed (in green) and (b) daily deaths superimposed
(in green).
Table 4. Values of the breakdown coefficients during the first 14-day moving windows (0 to 4).
Kurtosis Entropy Skewness Ccv ID KStest NormalizedID
0 —1.560422 2.277053 —0.429678 0.744472 8.788635 3.225218 x 1077 0.000163
1 —1.147522 2.368861 —0.656162 0.639084 7.410055 1.320401 x 10~ 0.000137
2 —0.494423 2.438590 —0.913383 0.543306 6.030124 1.320401 x 10~ 0.000110
3 0.607783 2.505568 —1.222075 0.441749 4.432511 8.637110 x 10715 0.000080
4 2.486025 2.569515 —1.497753 0.327226 2.676923 1.989779 x 1023 0.000046

Table 5. Values of the breakdown of PCs during the first 14-day moving windows (0 to 4).

PCo PC1 PC2
0 —3657.958091 —0.418547 0.040527
1 —3659.336674 —0.259834 0.478428
2 —3660.716608 0.073121 1.083968
3 —3662.314227 0.725743 2.000770
4 —3664.069825 1.998592 3.358590

The epidemic peaks are consistently preceded by the PCO minima and ID maxima, and
therefore it makes sense that the empirical distribution of the new cases has changed (losing
stationarity). The index of dispersion ID is, in fact, the logarithm of the ratio between the
second and first (mean) moments of the empirical distribution of new cases. Variations in
the index of dispersion ID show the loss of stationarity prior to an exponential growth of
new cases, which is one of the primary characteristics of the early dynamics of an epidemic
peak. The statistical predictors used exhibit the same predicted behavior with PCO. Index
of dispersion ID waves take place out of phase with PC0, but they also accurately predict
future cases.

5.2. Statistical Analysis before Vaccination Started

In this section, we present the epidemic dynamics of how these statistical predictor
indicators behave before the introduction of vaccination in the population.

In Figure 14, we observe in the UK the evolution of all six statistical predictor indicators
for daily new cases and deaths data before vaccination was introduced to the population.



COVID 2024, 4 304

The index of dispersion captured the disease spread dynamics and peaks in the
epidemic curve well as seen in Figure 15a even though there is a shift for the daily deaths
dynamics as shown in Figure 15b.
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Figure 14. Various statistical predictor indicators for the COVID-19 pandemic in the UK before
vaccination started for (a) daily new cases and (b) daily deaths.
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Figure 15. The index of dispersion (in blue) as a predictor of the epidemic waves for the UK COVID-19
outbreak before vaccination was introduced in the population, with (a) daily new cases superimposed
(in green) and (b) daily deaths superimposed (in green).

In Figure 16, we normalized the cumulative cases and deaths so as to be on the same
scale with first principal component and index of dispersion when considering daily new

cases and daily deaths before vaccination, respectively, which will help us compare the
epidemic waves in the different curves.
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Figure 16. PCO and ID for (a) new cases and (b) deaths before vaccination.
5.3. Statistical Analysis after Vaccination Has Started
Here, we present the epidemic dynamics of how these statistical predictor indicators
behave after vaccination started in the UK.
In Figure 17, we observe in the UK the evolution of all six statistical predictor indicators
for daily new cases and deaths data after vaccination was introduced in the population.
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Figure 17. Various statistical predictor indicators for the COVID-19 pandemic in the UK after
vaccination has started for (a) daily new cases and (b) daily deaths.

The index of dispersion captured the disease spread dynamics and peaks in the
epidemic curve well as seen in Figure 18 for both the daily cases and daily deaths. This
phenomenon observed in this case might be due to the effect of the vaccination of the

population, which enables this statistical predictor indicator to better capture the disease
dynamics appropriately.
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Figure 18. The index of dispersion (in blue) as a predictor of the epidemic waves for the UK COVID-
19 outbreak after vaccination campaign has started, with (a) daily new cases superimposed (in green)
and (b) daily deaths superimposed (in green).

In Figure 19, we normalized the cumulative cases and deaths so as to be on the same
scale with first principal component and index of dispersion when considering daily new
cases and daily deaths after vaccination, respectively, which will help us compare the
epidemic waves in the different curves.
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Figure 19. PCO and ID for (a) new cases and (b) deaths after vaccination.

6. Concluding Remarks

We have shown the nexus between the two approaches we used in this research by
predicting the COVID-19 cases and deaths from the beginning of the pandemic in the UK
up until July 2022 using a hybrid (mathematical and statistical) model demonstrating high
predictive power that shows an alignment with the empirical COVID-19 case and deaths
data. The prediction from the fitting of the mathematical model to real data (Figure 5), the
simulated results (Figure 8b) that simulated 8 weeks of the epidemic trend, the first principal
component curve, and the index of dispersion (see Figure 6b) captured the dynamics of the
disease across different exponential and endemic phases in the epidemic curve, showing
similarity in trends.

Also, comparing the vaccination trend (see Figure 3) with the results we presented in
Figures 17-19 explains the influence of vaccination on the epidemic waves (both daily new
cases and deaths) after vaccines were introduced to the population.
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In this paper, we have been able to use a nonlinear mathematical model to perform
some mathematical analysis, fit the model to real data, and also perform some numerical
simulation by varying some epidemic parameters. We also calculated the threshold parame-
ter (Rp) and the time-varying Rp across the pandemic period we considered. We showed the
importance of vaccinating individuals in the population, which will help increase recovery
among those infected with the virus. Furthermore, we used some statistical predictor
indicators to infer how the index of dispersion fit well with the observed data from the
UK, used PCA to generate scores, and then used the first principal component, which is
the most important in principal component analysis, to capture the trends in the epidemic
curve. Our hybrid modeling approach and the consideration of a long epidemic period
allow us to demonstrate the robustness of our results, which will be useful for modelers
and researchers.

To conclude, the COVID-19 pandemic has been a transformative event with pro-
found implications for global health, society, and the economy. It has challenged us in
unprecedented ways but has also brought out our resilience and capacity for innovation.
By learning from this experience, we can build a stronger, more equitable world that is
better equipped to confront future epidemics. From this paper, we know that integrating
mathematical and statistical models with daily empirical case and death data is a valuable
approach to understanding and modeling the spread of COVID-19. By combining these
two components, researchers and policymakers can gain insights into the dynamics of
the disease, enhance the accuracy of models, allow for the estimation of key parameters,
predict future trends, evaluate intervention strategies, and facilitate the development of
monitoring systems. A future research direction could be considering the age stratifica-
tion in the UK with the number of doses of vaccine shots received by individuals in the
population using a spatial modeling approach at a small spatial scale, which will enable
us to understand the local or community spread of the disease and to understand how to
deploy resources to mitigate its spread. Another future work could be to look at the disease
variants during different peaks of the pandemic and align this with the demographic
structure of the population.
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Appendix A

Appendix A.1. Mathematical Analysis of Model (1)

Appendix A.1.1. Positivity of Model (1)

Theorem Al. Let S(0) = S, V(0) = Vi, E1(0) = Eqo, E2(0) = Eao, I(0) = Iy, R1(0) =
R19,R2(0) = Ryg and D(0) = Dy be the initial values of the state variables. Thus, if So, Vo,
E10, E2o, Io, R1o, Roo and Dy are positive, then it implies that S(t), V(t), E1(t), E2(t), I(t), R1(¢),
Ry (t) and D(t) are positive for all t > 0.
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Proof. Suppose Sy, Vo, E10, E20, Lo, R10, Roo and Dy are positive, then we want to show that
the state variables S(t), V(t), E1(t), Ex(t),I(t), R1(t),Ra(t) and D(t) are positive for all
t > 0. From the model (1), we have

ds SI
E:A—%—()gS—yS—klel—i—ész

which can be re-written as

ds I
dt + ('?\I+93+}4>5—A+51R1 + 6 Ry

This implies

Pl >
dt+< +03+p)S5=>0

I +( +63+y)
dSS _( +93+y)
S(t) > S(0) exp <—<€V + 03 —i—y)t)

Since S(0) = Sy > 0, then S(¢) > 0, for all t > 0, which is also true for other state variables,
which shows that V/(t), E1(t), Ex(t), I(t), Ry (t), Ro(t) and D(t) are positive forall t > 0. O

Appendix A.1.2. Equilibrium Points

Here, we shall discuss both the COVID-19 free equilibrium (E% and the endemic
equilibrium (E!).
Disease Free Equilibrium

The COVID-19 free equilibrium E® = (S*, V*, E}, E;, I*, R}, R}, D*) is defined as the
point at which no disease is present within the population, which implies that all the
exposed and infected class will be zero.

Thus, the disease free equilibrium for COVID-19 satisfies

A 05A
E° = , ,0,0,0,0,0,0 Al
o) ((u+93) (4 +63) (4 + 01 + 62+ 04 + 65) ) (AD

Endemic Equilibrium
Let E! = (S**, V**, Ef*, E}*, I"*,R}*, R3*, D**) be defined as the point where there is
still COVID-19 within the population, which implies that all the infected class are nonzero.

Then, the equilibrium state under the scenario known as the endemic equilibrium is
obtained as:
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010918 + 8102103 + 6100184 + 8102105 + 61620304 4 51020305 + Sopucwb 4 o pucwbs + (52]/16093 +
SopwOy + bopcwBs 4 61 0203 4 o 6103 4 51 B304 4 51 0305 4 o 10304 4 o 6305 4 S w364 +
60305 + uwb103 + pwbr03 + nwbzby + pwbss
03 = Ap? + A3165 + Aot + Aot + Adrw + Apw.
Appendix A.1.3. Stability Analysis
To determine the stability of the disease-free equilibrum, we compute the Jacobian
matrix of the system (1) and compute the eigenvalues. If all the eigenvalues have a negative
real part, then we could say the system is stable. So, the Jacobian matrix evaluated at the
disease free equilibrium E® is expressed as
~03—p 0 0 0 -ty 5 & 0
63 —my 0 0 0 0 0 0
AB
0 0y —(c+n) 0 (G 0 0 0
0 05 o —(a+p) 0 0 0 0
0 0 0 o —(p+r+mu) 0 0 —u
0 61 0 0 0% (1 +w+n) 0 0
0 ) 0 0 0 w —(02+u) O
0 0 0 0 ¢ 0 0 0
where

m2=(94+95+}1+91+92).

To obtain the eigenvalues, we determine det(] — AI) = 0, where
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7937]17)\

>
W

OO O oo O

aoAp—

(63

0 0 0 -ots 8 & 0
—my — A 0 0 0 0 0 0
04 —(C+pu)—A 0 s 0 0 0
0 v —(a+p)—A 0 0 0 0
0 0 It —(p+v+u) -2 0 0 —u
01 0 0 ¥ —(1+w+p)— 0 0
0, 0 0 0 w —(G+u)—-A 0
0 0 0 ¢ 0 0 —A

From the matrix above, we could observe that since all the parameters are positive,
the diagonal element of the matrix is negative. Then, we obtained the eigenvalues of the
8 x 8 matrix, which are given as:

A =—(63+pn)
Ay=—(¢+7+n)
A=—(01+w+p)
Ag=—(04+65+u+6;+67)

PN G D1 CRn DGR N O V(e + )2+ + )2 — 4acAB(63 + 1)
(

2(05 + ) (A3)

yo— (ot m(a+m)(@+r+p) + (@t w)(@+y+ 1) — 4aoAB(6: + 1)

i 206+ )
Ny — — BTAB=(03+p) (0 ) (actps) (i) +(ackpy) (04p0) (9+y )0 = VM

7 2(63+p)
o = — T AB=(O3p) () () (y+p4) +(ackp) (04 ) (P +1) 6+ VM

. 2(03+u)

where

M= (a+p)*(c+p)*(p+ 7+ 1)*6> — aoAP(O3 + ) — (o + p)*(a + p)* (¢ + v + p)*.

From (A3), we could observe that all the eigenvalues are either negative or have negative
real parts. Hence, the disease-free equilibrium is asymptotically stable if:

+e+ma+p@+r+p) +@+pe+m@+r+pi-—vVM _ (Ad)
2(63 +p)
Then,
— (@0 AB— (03 + ) (0 + p) (a+ u) (P + 7+ )+ (a+ p) (0 + p) (P + 7+ ) — VM) <0
— (a0 AB— (03 + p) (o +p) @+ p)(p+v+p) < —(a+p)(c+p)(p+7+p)s+ VM
— (0o AB— (O3 +p)(c+p)(a+p)(p+v+p) <0

aoAB < (03 +p)(oc+p)(a+p)(¢+7+u)

which implies that
xo AP

R e eI

Hence,
Ry < 1.

Appendix A.1.4. Analytical Solution of Model (1) Using Homotopy Perturbation
Method (HPM)

The homotopy perturbation method (HPM) was first discovered by the author in [28].
The homotopy perturbation method (HPM), which provides an analytically approximate
solution, is applied to various linear and non-linear equations. The homotopy perturbation
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method (HPM) is a series expansion method used in the solution of nonlinear partial
differential equations. Given the initial conditions:

S(O) = SO'V(O) =W, Eq (O) = Eq9, E» = Ey,
(A5)
1(0) = Iy, R1(0) = Ryo, R2(0) = Rap, D(0) = Dy

Let
S =uay+hay +hap + ...

V = by +hby + Wby + ...
E1:C0+hC1—|—h2C2+...
E2:d0+hd1+h2d2+...
(A6)
I=ey+hey +her+...

Ry = fo+hfi+hfo+...

Ry =go+hg1 +h2gr+ ...

D=mng+hny +h?ny+...

Applying HPM to (1), we obtain the following equations.
Ko - a(l] =0
nl: a’l + Kageg + (93 -+ "Ll)ﬂ() — (Slfo — 52g0 —A=0 (A7)
W2 aé + K(aoel + 11160) + (93 + y)al — 51f0 — (5280 =0
Wbl =0
hl:bi+(94+95+91+92+]1)b0—93110:0 (A8)
h? - b£+(94+95+91+92+ﬂ)b1 — 06301 =0
Ko - =0
nt: Ci + (o + ‘M)CO — 04by — Kageg =0 (A9)
W2 :ch+ (0 + p)ey — Oaby — K(agey + arep) = 0
Ko dy=0
Wl :dy + (a+ p)dy — oco — 05 = 0 (A10)

hz:d’2+(a+y)d1—ac1—95b1:0

hliel+ (p+7+u)eo—adg =0 (A11)

W2 :eh+ (p+v+u)eg—ad =0
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W:fl=0
W fl 4+ (w+ 61+ u)fo — 01bp — veg = 0
W2 fh+ (w+ 6+ p)fi —61by — ye1 =0
W:gh=0
I gy + (62 + 1)go — b2bo — wfo =0
W2 gh 4 (62 + p)g1 — O2b1 — wify =0
W:n)=0

hl:n’l—cpeO:O
h2:nl—¢e; =0

(A12)

(A13)

(Al14)

Solving (A7)~(A14) by direct integrating method for h°, we obtain the following

ag = Sy
b =V
co = Eqo
do = Eao
eg = Iy
fo =R

g0 = Ry

n():DO

where So, Vi), E1g, E2o, In, R10, Roo, Dy are all constants.

(A15)

Substituting (A15) into (A7)-(A14) and solving by direct integration method for nt,

we obtain the following equations.

a1 = (A + 62Rp0 + 61R19 — KSolp — (63 + 1) So) ¢

by = (0380 — (1t + 0 + 01 + 05 + 0,) Vo)t
c1 = (KSolp + 04Vo — (u+ 0)Eqo)t
dy = (05Vo + 0E1g — (4 + a)Eno) ¢
ey = (aEx — (v +p+¢)lo)t
fi = (7Io+61Vo — (w+ 1 + u)Ryg)t
g1 = (wRyg + 62Ro0 — (62 + ) Roo) t

ny = ¢lpt

(A16)
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Similarly, substituting (A15) and (A16) into (A7)-(A14) and solving by direct integration
for h?, we obtain the following equations.

02(62R20 + wRyg — (4 + 02)Rog) + 01 (vIo + 61 Vo — (4 + w + 61)Ryp) —

2
ap = (63 + 1) (A + 2Rz + 01R19 — (83 + 1)So — KSolp) — 5 (A17)
K(A + 83Ro0 + 01R19 — (83 + 1) So — KSolo) Iy — KSo(aEog — (v + ¢ + p)Ip)
03 (A + 02Rz0 + 61R10 — (6 + 1) So — KSolp) — 2

by = = (A18)

(94 4654614+ 6, + ]1)(9350 — (94 46546146, + “l/l)Vo)

K(A+ 63Rp0 + 01R10 — (03 + 1)Sp — KSplp) In+

2

co = | KSo(aEz — (vIo — p — ¢lo)Ip) + 04(8350 — (04 + 05 + 01 + 02 + u) Vo) — 5 (A19)

((0+n))(KSolp + 04Vy — (0 + p)Eqp)

0(KSolp + 04Vy — (0 4 p)E1g) + 05(8350 — (04 4 05 + 01 + 02 + 1) Vo) —
d = = (A20)
(e +u)(05Vo + 0E19 — (@ + p)Ep)

N[

2
e = ( a(05Vo + 0E1g — (a + ) Exo) — (¢ + v + ) (B0 — (v + 1 + ¢) o) )% (A21)

Y(E20 — (v +p+¢)lo) +01(0350 — (01 + 62 + 04 + 05 + ) Vo) —

fo= (A22)

N T

(w+61+p)(vIo+ 61 Vo — (w =+ 61+ p)Ryp)

02(03S0 — (61 + 02 + 04+ 65 + u) Vo) — w(vlp + 61 Vo — (01 + w + 1)Ryg) — 2
= 5 (A23)
(01 + 1) (02R20 + wR1g — (82 + p)Ro)

2
m= (9B — (v +u+9)l) )5 (A24)
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But, from (A28), if we let:
limhﬁl S(t) = lil’nhﬁl(ﬁo -+ hﬂl -+ h2a2 +.. ) =ap+ay+a+...
limy,_,q V() = limy,_,1 (bo + hby + W2by +...) = bg + by +by + ...
limy,_,q El(t) = limhﬁl(()o + hey + h2C2 +.. ) =cp+c1+cr+...
limy,_1 Eo(t) = limy,_q(do + hdy + h2do+...) =do+dy +da + ...
(A25)
limy,_,q I(t) = limy,_,1(eg + hey + h262 +..)=e+e1t+e+...

limj,_,y Ry (t) = limy_; (fo+hfA + W2 foa+..)=fo+ i+ fo+...

limy,_y1 Ro(t) = limy 1 (g0 +hg1 + Mg +...) =0+ g1+ + ...

limy,_,q D(t) = limy,_,(ng +hny + Wiy +...) =ng+ny +np +...

Then, we have:
S(t) = limy,_,; S(t) = limy,_,1(ag + hay + h?ax +...) =ag+a; +ax + ...
S(t) = So+ (A + 02Ra0 + 61R10 — KSolo — (03 + p)So)t+
02(02Ra0 + wRig — (p + 62)Rao) + 01(7vIo + 61 Vo — (4 + w + 1) Rag) — (A26)

(63 + p) (A + 02R20 + 61Ryg — (83 + p)So — KSolp) —

STy

K(A + 02Rp0 + 61R10 — (63 + 1) So — KSolp)Ip — KSo(wEpo — (v + ¢ + 1) o)

V(t) = limy,_yq V(i’) = limh_>1(bo + hby + h2b2 =+ .. ) =bg+by+by+...

V(t) =W+ (9350 — (]/l + 0, + 61 + 05 + 94)V0)H-

(A27)
03 (A + 02Ro0 + 01R19 — (0 + 1)So — KSplp) —

N

(64 + 05+ 01 + 62+ 1) (0350 — (04 + 65 + 61 + 62 + 1) Vo)
Eq(t) = limy_,1 E1(t) = limy,_; (co + hey +h?co+...) =co+c1+ca+...
E1(t) = E1p+ (KSolp + 64V — (0 — ) Eqo)t+
K(A + 6,Ro0 + 01R10 — (85 + 11)So — KSolo) Lo+ (A28)
KSo(aExg — (7Io — pt — ¢lo)Io) + 04(8350 — (B4 + 65+ 01 + 6o + 1)Vo)— |5

2

((0+n))(KSolp + 04V — (0 + p)Eqp)
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Ez(t) = limy,_,y Ez(t) = limj,_,y (d() + hdy + ”lzdz +.. ) =do+di+dr+...
Ex(t) = Eno + (05Vo — 0E19 — (& + ) Ezo) £+

o(KSolo + 04Vo — (0 + p)E0) + 05(83S50 — (04 + 05 + 01 + 02 + ) Vo) —

2
2
(& +p)(05Vo + 0cEqg — (@ + p)Ex)
(A29)
I(t) = limy,_y I(t) = limy_,;(eg + hey +H?er+...) =eg+eg +ex+ ...

I(t) = Io+ (B0 — (v + ¢ + @) Io)t+ (A30)

2

( a(05Vo + 0E1g — (& + p)Ezo) — (¢ + v + ) (aE20 — (v + p + ¢) Io) )%

Ry(t) = limy_q Ry(t) = limy 1 (fo+ hfi + B fa+...) = fo+ fi+ fa+ ...
Ry(t) = Ry + (vIo + 61Vo — (w + p + 61)Ryg) t+ (A31)

Y(@E20 — (v + p+ @) lo) +01(03S0 — (61 + 02 + 04 + 05 + ) Vo) — P

2

(w4614 u) (vl +61Vo — (w + 1 + ) Ryp)
Ry(t) = limy,_q Ro(t) = limy,_,1 (g0 + hg1 +H2ga+...) = Qo+ 81+ &2+ ...
Rz(f) = Rpo + (CURlo + 92R20)t+
(A32)
02(0350 — (61 + 62 + 04 + 05 + 1) Vo) — w(vlo + 61 Vo — (61 + @ + p)Rig)— )
2z
(01 + 1) (62R20 + wRyg — (82 + ) Roo)

D(t) = limy_,; D(t) = limy,_,; (ng + hny + W?no +...) = ng+ny +ny + ...

(A33)
2
D(t) = Do + ¢lot + (p(aEzo — (v + p+ ¢) o)) 5
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